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Impact of baseline NS5A polymorphisms on sustained virologic
response rates to treatment with daclatasvir plus sofosbuvir
with or without ribavirin in patients infected with HCV genotypes
prevalent in Asia

Fiona McPhee1, Dennis Hernandez1, Maria Jesus
Jimenez-exposito2, Eugene Scott Swenson1, Nannan Zhou1

1Bristol-Myers Squibb, Wallingford, CT, USA; 2Bristol-Myers

Squibb, Princeton, NJ, USA

Background: Although hepatitis C virus (HCV) genotype (GT)-1b is

the most common genotype in Asia (50–75%), GT-2, -3 and -6 are

also highly prevalent (C10%). Treatment with daclatasvir (DCV) plus

sofosbuvir (SOF) ± ribavirin (RBV) results in high sustained viro-

logic response (SVR) rates in a diverse range of patients across

genotypes, including prior NS3 protease inhibitor (PI) failures, HCV/

HIV coinfection, cirrhosis or advanced fibrosis, and post-liver trans-

plant. We performed a retrospective sub-analysis of resistance-

associated substitutions (RAS) observed at baseline and virological

failure in these patient populations infected with GT-1b, -2, -3, and -6

who were treated with DCV + SOF ± RBV for 12, 16 or 24 weeks.

Methods: 257 patients with, and 10 patients without, baseline (BL)

NS5A sequences (sensitivity cutoff C10%) were assessed in clinical

studies AI444040 (7 prior PI failures), ALLY-2 (42 HCV/HIV co-

infected), ALLY-3 + (49 advanced fibrosis or compensated cirrhosis),

ALLY-1 (43 advanced cirrhosis or post-liver transplant) and ALLY-3

(116 advanced, no/mild, or undefined fibrosis). One patient with a BL

sequence (non-virologic failure for treatment-unrelated death), was

excluded from the analysis. Next-generation sequencing (sensitivity

cutoff C1%) of NS5A and NS5B was performed on samples from

patients not achieving SVR.

Result: SVR was achieved by 95% (244/257) of patients with, and all

ten patients without, a BL NS5A sequence. By population, SVR was

achieved by 100% (7/7) of patients with prior PI failure; 100% (42/42)

with HCV/HIV coinfection; 91% (63/69) with advanced fibrosis (in-

cludes 3 PI failures, 10 coinfections, 12 post-transplant); 90% (54/60)

with cirrhosis (includes 4 coinfections); 91% (20/22) post-liver trans-

plant, and 100% (125/125) with no/mild fibrosis. By HCV genotype,

98% (49/50) with GT-1b, 93% (13/14) with GT-2, 94% (179/190) with

GT-3, and a single patient with GT-6 achieved SVR. Baseline NS5A

RAS were detected in 13% (33/257) of patients. SVR was achieved in

85% (28/33) of patients with NS5A RAS: 100% (6/6) GT-1b patients

with L31 M or Y93H, 75% (3/4) GT-2 with L31 M, 82% (18/22) of GT-

3 with A30 K or Y93H (including all of 8 with no/mild fibrosis), and in

the single GT-6 patient with R30S. NS5A RAS were detected at relapse

in all 13 virologic failures while no NS5B RAS were detected.

Conclusion: In this retrospective sub-analysis, high SVR rates

(90–100%) were observed after treatment with DCV + SOF ± RBV in

challenging-to-treat patient populations infected with HCV genotypes

frequently observed in Asia. SVR rates (75–100%) were minimally

impacted in the few patients with BL RAS, irrespective of genotype.

Emergent NS5A RAS and no NS5B RAS were observed in patients not

achieving SVR. These results suggest DCV + SOF ± RBV offers an

effective treatment option in a wide range of patient populations.
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Sofosbuvir/velpatasvir for 12 weeks results in high SVR12 rates
with a favorable safety profile in asian patients: an integrated
subgroup analysis of the ASTRAL-1, ASTRAL-2, and ASTRAL-3
studies

Henry L. Y. Chan1, Ching-Lung Lai2, Jordan Feld3, Nancy Reau4,
LingLing Han5, Brian Louis McNabb5, John McNally5,
Diana M Brainard5, Graham Foster6, Stuart Roberts7

1The Chinese University of Hong Kong, Ma Liu Shui, Hong Kong; 2The

University of Hong Kong, Pok Fu Lam, Hong Kong; 3Toronto General

Hospital Liver Center, Toronto, ON, Canada; 4Rush University Medical

Center, Chicago, IL, USA; 5Gilead Sciences, Foster City, CA, USA;
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Background: Sofosbuvir (SOF)/velpatasvir (VEL) 400/100 mg for

12 weeks resulted in an overall 98% sustained virologic response
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rates 12 week after treatment completion (SVR12) with a favorable

safety profile in genotype (GT) 1–6 HCV-infected patients in the

SOF/VEL phase 3 clinical development program conducted in North

America, Western Europe, Australia, New Zealand, and Hong Kong.

Here we compare the safety and efficacy of SOF/VEL in Asian versus

non-Asian patients enrolled and treated in these 3 Phase 3 SOF/VEL

registrational trials.

Methods: An integrated analysis of ASTRAL-1 (SOF/VEL for

12 weeks versus placebo in patients with GT1, 2, and 4–6 HCV

infections), ASTRAL-2 (SOF/VEL for 12 weeks versus SOF + rib-

avirin for 12 weeks in patients with GT2 HCV infections), and

ASTRAL-3 (SOF/VEL for 12 weeks versus SOF + ribavirin for

24 weeks in patients with GT3 HCV infections) was performed. Self-

reported race collected at baseline was used to categorize patients as

either Asian or non-Asian, and patients who did not disclose race

were excluded. Efficacy was determined by the proportion of patients

achieving SVR12. Safety was assessed by ascertainment of adverse

events (AEs) and monitoring of laboratory parameters.

Result: In ASTRAL-1, 2, and 3, there were 86 (2% GT1a, 14%

GT1b, 7% GT2, 27% GT3, 4% GT4, and 47% GT6) Asian and 944

(22% GT1a, 11% GT1b, 24% GT2, 27% GT3, 12% GT4, 4% GT5,

and \1% GT6) non-Asian patients who received SOF/VEL for

12 weeks. Asians tended to be younger [mean (SD) age 47 (12.1)

versus 54 (10.7) years] with lower BMIs [24.9 (4.1) versus 26.9 (5.1)

kg/m2], relative to non-Asian patients. The proportions of patients

with compensated cirrhosis were 22 and 21%, treatment experience

were 16 and 29%, and IL28B CC genotype were 65 and 30% for

Asian and non-Asian patients, respectively. SVR12 was achieved in

99% of Asian and 98% of non-Asian patients (Table 1). The one

Asian patient failing to achieve SVR12 had GT3 infection and was

lost to follow-up. Of note, 100% of the seven Asian patients with GT3

infection and cirrhosis achieved SVR12 compared to 90% (66/73) of

non-Asian patients. SOF/VEL was generally safe and well tolerated

among Asian patients who had no discontinuations due to AEs, and

fewer overall AEs [54 (63%)] and Grade 3 or above AEs [2 (2%)]

compared with non-Asian patients [764 (81%) and 30 (3%), respec-

tively]. The four serious AEs in Asian patients were all considered

unrelated to treatment. Asians had 1 or more Grade 3 or above lab-

oratory abnormality less frequently than non-Asians [5 (6%) versus

72 (8%)].

Conclusion: SOF/VEL was highly effective in Asian patients with an

overall SVR12 rate of 99% and no Asian patients experiencing

virologic failure. SOF/VEL was well tolerated among Asian patients

with no one prematurely discontinuing treatment due to AEs.

PL003

Safety of sofosbuvir-based regimens for the treatment of chronic
HCV infection in patients with mild or moderate renal
impairment

Masao Omata1, Francois Durand2, Liyun Ni3,
Shampa De-Oertel3, Joe Llewellyn3, Diana Brainard3,
Massimo Colombo4, Masashi Mizokami5

1Yamanashi Prefectural Central Hospital, Kofu, Japan; 2Hôpital

Beaujon, University Paris Diderot, Paris, France; 3Gilead Sciences,

Foster city, USA; 4Fondazione IRCCS Ca’ Granda Ospedale

Maggiore Policlinico, Milan, Italy; 5National Center for Global

Health and Medicine, Shinjuku, Japan

Background: The major metabolite of sofosbuvir (SOF), GS-

331,007, is cleared renally and accumulates in severe renal impair-

ment or end stage renal disease. Although these populations were

excluded from most Phase 2 and 3 clinical trials, patients with mild

and moderate renal impairment were enrolled. This retrospective

analysis presents the safety profile of SOF-based therapies in these

groups.

Methods: Safety data from patients enrolled in 45 Phase 2 or 3

studies of SOF + ribavirin (RBV), ledipasvir/sofosbuvir (LDV/

SOF) ± RBV, and sofosbuvir/velpatasvir (SOF/VEL) ± RBV were

assessed according to ± RBV and degree of renal and liver impair-

ment: normal renal function [estimated glomerular filtration rate

(eGFR; using the Cockcroft–Gault equation)[80 ml/min], mild renal

impairment (eGFR 50–80 mL/min), or moderate renal impairment

(eGFR 30–49 mL/min).

Result: There were 10,882 patients with compensated liver disease

included in the analysis. In patients who did not receive RBV, mean

baseline eGFR was 116, 69, and 44 ml/min for normal renal function

(n = 3062), and mild (n = 802) and moderate (n = 49) renal

impairment, respectively. In patients who received RBV, mean

baseline eGFR was 118, 70, and 44 ml/min for normal renal function

(n = 5704), and mild (n = 1191) and moderate (n = 74) renal

impairment, respectively. As shown in Fig. 1, mean eGFR remained

stable from baseline until 4 weeks after the completion of therapy in

patients treated with SOF-based regimens, irrespective of the use of

RBV. Renal adverse events in patients who did not receive RBV was

2% in each group; while renal adverse events in patients who did

receive RBV was 3% in patients with normal renal function, and 4

and 9% in patients with mild and moderate renal impairment.

Conclusion: In this analysis, mean renal function (measured as

eGFR) remained stable during and after treatment with SOF-based

regimens in patients with mild or moderate renal impairment at

baseline. Overall, in patients who did not receive RBV, there were no

kidney-specific adverse events that occurred more frequently in

patients with mild or moderate renal impairment as compared to those

with normal renal function.
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High efficacy in patients with chronic hepatitis C virus (HCV)
genotype (GT)1b infection treated with elbasvir/grazoprevir
(EBR/GZR) for 12 weeks: an integrated analysis

Jacob George1, Stefan Zeuzem2, Lawrence Serfaty3, John
Vierling4, Wendy Cheng5, Jan Sperl6, Simone Strasser7,
Hiromitsu Kumada8, Peggy Hwang9, Michael Robertson9,
Janice Wahl9, Eliav Barr9, Rohit Talwani9, Heather Platt9

1University of Sydney, Sydney, NSW, Australia; 2Goethe University

Hospital, Frankfurt, Germany; 3Saint-Antoine Hospital, Paris, France;
4Baylor College of Medicine, Houston, TX, USA; 5Royal Perth

Hospital, Perth, WA, USA; 6Institut Klinické a Experimentálnı́

Medicı́ny (IKEM), Prague, Czech Republic; 7AW Morrow
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8Department of Hepatology, Toranomon Hospital, Tokyo, Japan;
9Merck & Co., Inc., Kenilworth, NJ, USA

Background: GT1b is the most common HCV genotype globally,

accounting for the largest proportion of infections in Europe, Latin

America, Russia, Turkey, and East Asia. We report the efficacy of

12 weeks of once-daily EBR 50 mg/GZR 100 mg (NS5A inhibitor/

NS3/4 protease inhibitor) in HCV GT1b-infected patients enrolled in

the clinical development program.

Methods: This analysis of treatment-naive and treatment-experienced

GT1b-infected patients used data pooled from 11 trials involving 30

countries and included 1070 patients with/without cirrhosis, chronic

kidney disease (CKD), and HIV co-infection. Cirrhosis (F4, com-

pensated) was confirmed by either liver biopsy or noninvasive tests

(FibroScan�[12.5 kPa within 12 months of study entry; or aspartate

aminotransferase-to-platelet ratio (APRI) [2.0 and FibroTest [0.75

within 12 months of study entry). Patients with CKD stage 4/5 (CKD

4/5) on hemodialysis were included. HIV/HCV co-infected patients

were required to be on a stable antiretroviral regimen (ARV) (teno-

fovir or abacavir, emtricitabine, or lamivudine, and either raltegravir,

dolutegravir, or rilpivirine) with CD4 [200/lL and HIV viral load

undetectable, or if not on ARVs, have CD4 [500/lL and viral load

\50,000 IU/mL. The primary endpoint was the proportion of patients

with HCV RNA below the lower limit of quantification 12 weeks

after treatment (SVR12). Efficacy data are presented for the full

analysis set (FAS), which includes all patients who received at least

one dose of study medication, and for the per-protocol population,

which excludes nonvirologic failures.

Result: A total of 1070 patients were included in the analysis. Mean

patient age was 53.7 years (range 19–80); 50% were male; 47% were

white, 43% were Asian, and 9% were black or African American;

20% were treatment-experienced; 39% had a baseline viral load

[2,000,000 IU/mL; and 18% had evidence of cirrhosis. SVR12 was

97% (1040/1070) in the FAS; 15 patients (1.4%) were categorized as

virologic failures and 15 (1.4%) were categorized as nonvirologic

failures (lost to follow-up or withdrawal). Excluding the nonvirologic

failures, SVR12 was 99% (1040/1055) in the per-protocol population.

There were no notable differences in subgroup analyses: SVR12 was

97% in both treatment-naive and treatment-experienced patients; 99%

in cirrhotics and 97% in noncirrhotics; 98% in patients with a baseline

viral load\2,000,000 IU/mL and 97% in patients with a baseline viral

[2,000,000 IU/mL; 94% in HIV/HCV co-infected patients; and 100

and 95% in patients with CKD 4 or 5, respectively.

Conclusion: High efficacy was achieved in the GT1b-infected pop-

ulation treated with EBR/GZR for 12 weeks, with comparable

efficacy across subgroups, including those with cirrhosis, high base-

line viral load, and prior treatment failures.

PL005

ONYX-I: safety and efficacy of ombitasvir/paritaprevir/ritonavir
and dasabuvir in asian adults with genotype 1b chronic hepatitis
C virus (HCV) infection: a randomized, double-blind, placebo-
controlled study

Lai Wei1, Jinlin Hou2, Yan Luo3, Jeong Heo4, Chi-Jen Chu5,
Zhongping Duan6, Mong Cho7, Jun Cheng8, Jun Li9, Jidong Jia10,
Tami Pilot-matias3, Niloufar Mobashery3, Wan-Long Chuang11

1Peking University Peoples Hospital, Beijing; 2Nanfang Hospital,

Guangzhou; 3AbbVie Inc., North Chicago, USA; 4Department of

Internal Medicine, College of Medicine, Pusan National University

and Medical Research Institute, Pusan National University Hospital,

Busan, Republic of Korea; 5Taipei Veterans General Hospital, Taipei,

Taiwan; 6Beijing Youan Hospital Capital Medical University,
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Background: Previous multinational Phase 3 studies have demonstrated

that treatment with the direct-acting antiviral agents ombitasvir/pari-

taprevir (identified by AbbVie and Enanta)/ritonavir (OBV/PTV/r) and

dasabuvir (DSV) was well tolerated and achieved sustained virologic

response at post-treatment week 12 (SVR12) in 100% of patients infected

with genotype 1b (GT1b) hepatitis C virus (HCV) without cirrhosis.

Despite these findings, interferon/pegylated interferon and ribavirin are

still the current standard of care in some Asian countries where GT1b

HCV infection has high prevalence. The present study evaluated the

safety and efficacy of OBV/PTV/r plus DSV in adults with chronic GT1b

HCV infection in Mainland China, Taiwan, and South Korea.

Methods: In this Phase 3, randomized, double-blind, placebo-controlled

study, the safety and efficacy of OBV/PTV/r + DSV administered for

12 weeks were evaluated in treatment-naı̈ve and treatment experienced

(interferon/pegylated interferon and ribavirin), non-cirrhotic adults with

chronic GT1b HCV infection. Patients in Arm A received the active drugs

during the 12 weeks of double-blind period, while patients in Arm B

received the placebo during the 12 weeks of double-blind period followed

by the active drug treatment during the 12 weeks of open-label period.

Efficacy was assessed by comparing the SVR12 rate with the historical SVR

rate of telaprevir plus pegylated interferon and ribavirin. Safety was assessed

in all patients who received at least 1 dose of study drugs or placebo.

Result: A total of 650 patients (Mainland China: 410; South Korea: 120;

Taiwan: 120) were randomized 1:1 to Arms A and B. All patients were

Asian, 54% were female and 44% were treatment experienced. SVR12

was achieved by 99.5% of patients (Mainland China, 99%; South Korea,

100%; Taiwan, 100%). Superiority to the historical telaprevir + pegy-

lated interferon/ribavirin SVR rate was achieved irrespective of prior

treatment status. Most treatment emergent adverse events (AEs) for

patients receiving the active drug were mild in severity. The most com-

mon AEs (Arm A, B) during the double blinded period were upper

respiratory tract infection (11%, 9%), headache (6%, 4%) and fatigue

(5%, 3%). Nine patients had serious AEs during the double-blind treat-

ment (7 in Arm A; 2 in Arm B) with only one case (in Arm A) assessed as

being drug related, resulting in alanine and aspartate aminotransferase

elevation. No patients in Arm A discontinued the treatment due to AE.

Conclusion: SVR12 was achieved by 99.5% of HCV GT1b-infected

Asian patients (Mainland China, 99%; South Korea, 100%; Taiwan,

100%) treated with OBV/PTV/r + DSV for 12 weeks. Superiority to

the historical telaprevir + pegylated interferon/ribavirin SVR rate was

achieved irrespective of prior treatment status. The regimen was well

tolerated with mostly mild AEs reported.
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Statin use correlates with reduced risk of pyogenic liver abscess:
a population-based case–control study

Kuan-fu Liao1,2,3, Shih-wei Lai4,5

1Department of Internal Medicine, Taichung Tzu Chi General

Hospital, Taichung, Fengxing Rd., Tanzi Dist., Taichung City 427,
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Medicine and Medical, China University Hospital, Taichung, Taiwan,
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Background: Little is known about the relationship between statin

use and pyogenic liver abscess.

The aim of the study was to determine whether prior statin use is

associated with pyogenic liver abscess.

Methods: This case–control study was conducted to analyze the

claim data of the Taiwan National Health Insurance Program. There

were 1828 participants aged 20–84 years with the first-episode of

pyogenic liver abscess from 2000 to 2013 as the cases and 1828

randomly selected participants without pyogenic liver abscess mat-

ched with sex, age, and index year as the controls. Statin use was

defined as ‘current’, ‘recent’ or ‘past’ if the statin prescription was

filled B3 month, 3–6 months or [6 months before the date of pyo-

genic liver abscess diagnosis, respectively. Relative risk of pyogenic

liver abscess associated with statin use was estimated by the odds

ratio (OR) with 95% confidence interval (CI) using the multivariable

logistic regression model.

Result: After controlling for potential confounders, the adjusted ORs

of pyogenic liver abscess were 0.65 for participants with current use

of statin (95% CI 0.50, 0.84), 0.74 for participants with recent use of

statin (95% CI 0.49, 1.11), and 1.10 for participants with late use of

statin (95% CI 0.90, 1.34), when compared with those never use of

statin. In further analysis, the adjusted ORs of pyogenic liver abscess

were 0.65 for participants with use duration of 12 months and longer

(95% CI 0.48, 0.88), and 0.68 for participants with use duration

\12 months (95% CI 0.43, 1.07), when compared with those never

use of statins.

Conclusion: Participants with current use of statin are associated with

a 35% reduced risk of pyogenic liver abscess, particularly those with

use duration for 12 months and longer.
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Incidence and risk prediction of hepatocellular carcinoma:
retrospective analysis of the S-collate study
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Ruijin Hospital, Jiaotong University, Shanghai; 4AM & A
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Background: Patients with chronic hepatitis B (CHB) have an

increased risk of hepatocellular carcinoma (HCC), and HCC is a

major cause of mortality in patients with CHB. The risk of HCC can

be predicted based on baseline characteristics, using the REACH-B

score that was developed in patients not receiving antiviral treatment.

Here we evaluate the incidence of HCC in patients with CHB treated

with peginterferon alfa-2a (40KD) (PegIFN alfa-2a) in the large,

prospective, international observational study S-Collate

(NCT01011738), and compare this with what would be predicted by

the REACH-B score.

Methods: In S-Collate, patients with CHB were prescribed PegIFN

alfa-2a at the discretion of the investigator according to local labeling

in each country. The HCC risk in individual patients was predicted by

the risk function of the REACH-B model, and actual HCC rates were

assessed after 1, 2, 3 and 4 years of follow-up. The comparative risk

was expressed as a standardized incidence ratio (SIR), the ratio of the

observed to the predicted number of HCC cases, calculated across all

4 years of follow-up. SIR was calculated in the overall population and

in subgroups defined according to baseline and post-treatment factors.

Result: While only 1554 of 1764 patients had full information for

calculation of the REACH-B score, excluding the 210 patients

without full information did not affect the comparisons of predicted

and observed HCC cases meaningfully, and none of the 210 patients

was diagnosed with HCC. The observed and predicted numbers of

HCC cases over 4 years are shown in Table 1. After 4 years, 12

patients had a diagnosis of HCC compared with 16 predicted by

REACH-B (SIR 0.736, 95% CI 0.380–1.29). Median predicted risk of

HCC was higher in Asian/Oriental patients (p\ 0.001), in patients

with cirrhosis/transition to cirrhosis (p\ 0.001) and in patients

without virological response at 1 year (defined as HBV DNA

\2000 IU/mL, with HBeAg seroconversion in HBeAg-positive

patients; patients treated with nucleos(t)ide analogs were classed as

non-responders) (p = 0.0063). The incidence of HCC was lower than

predicted in most other higher- and lower-risk subgroups, except in

patients with cirrhosis/transition to cirrhosis and Non-Asian/Oriental

patients (Table 2), though the differences were not significant.

Conclusion: After 4 years the incidence of HCC in patients with

CHB treated with PegIFN alfa-2a in S-Collate was lower than what

would be predicted by the REACH-B score. HCC incidence was

lower than predicted in the overall population and in both higher- and

lower-risk subgroups except for patients with cirrhosis or transition to

cirrhosis and non-Asian/Oriental patients, though the differences were

not significant. Longer follow-up is required to determine if these are

robust trends.

Funding: F Hoffmann-La Roche Ltd.
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Effectiveness of peginterferon Alfa-2a (40KD) therapy in HBeAg-
positive chinese patients with chronic hepatitis B at 3 years post-
treatment: sub-analysis of the prospective, global, observational
S-collate study

Qing Xie1, Yao Xie2, Xiaoping Chen3, Xinyue Chen4, Yongping
Chen5, Jiming Zhang6, Hong Ren7, Hongfei Zhang8, Hong Tang9,
Lai Wei10, Xiaozhong Wang11, Marco Castillo12, Min Hou13
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Department, Beijing Ditan Hospital, Capital Medical University,
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Hospital, Guangzhou; 4International Medical Department, Beijing
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Autonomous Region Hospital of Chinese Traditional Medicine,

Urumqi; 12F. Hoffmann-La Roche Ltd, Basel, Switzerland;
13Shanghai Roche Pharmaceutical Co., Ltd, Shanghai

Background: The ideal endpoint of treatment for chronic hepatitis B

(CHB) is sustained off-therapy hepatitis B surface antigen (HBsAg)

loss, but this is achieved in few patients. For this reason, HBeAg

seroconversion is a satisfactory endpoint in HBeAg-positive patients.

The S-Collate study (NCT01011738) assessed HBsAg clearance and

other outcomes 3 years after the end of treatment (EOT) with

peginterferon (PegIFN) alfa-2a in patients with CHB. Here we report

the results obtained in HBeAg-positive Chinese patients enrolled in

S-Collate.

Methods: Patients were assigned to PegIFN alfa-2a per investigator

discretion and in accordance with local clinical practice and labelling.

Efficacy was assessed up to 3 years post-treatment. Response rates

were calculated for the modified intention-to-treat (mITT) population,

which comprised all adult patients who received C1 dose of PegIFN

alfa-2a, and for patients with available data at the time point of

interest.

Result: The mITT population included 393 HBeAg-positive patients,

of whom 285 (73%) received at least 48 weeks of treatment, and 319

(81%), 298 (76%) and 250 patients (64%) completed 1, 2 and 3 years of

follow-up post-treatment. A majority of patients were male (72%), the

mean age was 30 years, the mean HBV DNA level was 5.9 log10 IU/mL

and the mean ALT ratio was 3.5 times the upper limit of normal (ULN)

(Table 1). The HBsAg clearance rate at 3 years post-treatment was 1%

(5/393, 95% confidence interval [CI] 0–3%) in the mITT population,

and 3% (5/159, 95% CI 1–7%) in patients with available data (Table 2).

HBeAg seroconversion (SC) rates were 26% (62/236) at EOT and 42%

(64/151) at 3 years post-treatment (patients with available data). The

combination of HBeAg SC and HBV DNA\2000 IU/mL was achieved

in 26% (56/218) of patients at EOT and 19% (26/139) at 3 years post-

treatment (patients with available data). Only one hepatocellular car-

cinoma was detected during the study in 396 HBeAg-positive Chinese

patients in the safety population. There were no deaths and no reports of

decompensated liver disease, ascites, encephalopathy, or variceal

bleeding in HBeAg-positive Chinese patients.

Conclusion: This analysis of data from HBeAg-positive Chinese

patients is consistent with results of Phase III trials and demonstrates

that sustained off-treatment immune control can be achieved in a

proportion of patients treated with PegIFN alfa-2a. After 3 years’

follow-up almost half of patients with available data had experienced

HBeAg SC and 3% had experienced HBsAg clearance.

Funding: F Hoffmann-La Roche Ltd.
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IL-21 enhances antiviral effect HBV specific CD8+T cells
and promotes anti-HBs generation in chronic HBV infection
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Background: As a symbol for clinical cure of HBV infection, HBsAg

seroconversion reflects recovery of host immunity against HBV.

However, the immunological mechanisms involved in this process are

still not fully understood. Failure of CD8+T cell responses can result

in the inability of viral clearance, this further hamper the generation

of protective antibody against HBV. A helpful role of cytokine IL-21

in improving CD8+T cell has been documented in chronic viral

infection, and our previous work has found thathigh levels of serum

IL-21 after 12 weeks of antiviral therapy can predict HBeAg sero-

conversion in chronic hepatitis B, herein, we aim to investigate the

potential role of IL-21signaling in the process of HBsAg

seroconversion.

Methods: One hundred and ten patients with chronic HBV infection,

including 7 patients with HBsAg seroconversion were studied. In

addition, 30 healthy controls (HC) were recruited as controls. PBMC

were collected for in vitro study.IL-21 receptor knockout (IL21R-KO)

and wide type (WT) mice were used to establish HBV mouse model,

some of them were intraperitoneal injected with recombination

murine IL-21 (rmIL-21). Peripheral blood was collected by retroor-

bital puncture at each time point and serum was collected for

detection of HBsAg, Anti-HBs, and IL-21. When mice were sacri-

ficed, intrahepatic lymphocytes were separated for flow cytometry

analysis and liver tissues were collected for the detection of mRNA

level of IL-21.

Result: Compared with the control, the expression of IL-21 in serum

and liver were significantly increased in patients with chronic HBV

infection (P\ 0.001, P\ 0.05, respectively); this cytokine was

predominantly secreted by Th1 and Tfh cells. The frequency of HBV-

specific IL21+Tfh cells in patients with HBsAg seroconversion was

significantly higher than that in patients with immune tolerance

(P\ 0.01). Moreover, in vitro study showed that Tfh cells could

promote B cells Anti-HBs generation by producing IL-21, and

exogenous addition of IL-21 enhanced the cytolytic activity of HBV-

specific CD8+T cells against target HepG2.2.15 cells (P\ 0.01)and

promoted the secretion of IFN-c (P\ 0.05) and CD107a (P\ 0.05)

in HBV-specific CD8+T cells. Notably, compared to WT mice, HBV

mouse model established by pSM2 injection from IL-21R-KO mice

showed significantly decreased frequency of intrahepatic IFN-c-se-

creting HBV specific CD8+T cells, CXCR5 + CD4 + T cells,

CD19 + B cells and transcription level of IL-21 (P\ 0.05); more-

over, IL-21R-KO mice showed higher levels of serum HBsAg at day

10, 13, and 16 after administration of pSM2 injection (P\ 0.01).

Serum titers of anti-HBs in WT mice were gradually increased from

day 10, while anti-HBs was undetectable in all the IL-21R-KO mice.

In addition, exogenous administration of rmIL-21 in chronic HBV

mouse model established by rAAV8-1.3HBV injection significantly

increased the frequency of intrahepatic IFN-c-secreting HBV specific

CD8+T cells, CD19+B cells, and plasmablast (P\ 0.05). Moreover,

rmIL-21 accelerated the clearance of serum HBsAg, although serum

Anti-HBs was undetectable in the chronic HBV mouse model,

exogenous addition of rmIL-21 promoted promote the production of

anti-HBs.

Conclusion: IL-21 enhances antiviral effect of HBV-specific CD8+T

cells and promotes anti-HBs production, while lack of IL-21R result

in the duration of HBsAg and the inability of anti-HBs generation,

this provide implication for the important role of IL-21 in HBsAg

seroconversion.

PL010

Three-year efficacy and safety of tenofovir disoproxil fumarate
monotherapy for entecavir-resistant chronic hepatitis B
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Background: Tenofovir disoproxil fumarate (TDF) monotherapy for

48 weeks displayed non-inferior efficacy to TDF plus entecavir

(ETV) combination therapy in hepatitis B virus (HBV) patients

resistant to ETV and lamivudine (LAM). However, whether pro-

longed TDF monotherapy would be safe and increase the virologic

response rate in these patients is unclear.

Methods: Among 90 patients with HBV resistant to ETV and LAM

who were randomized to receive TDF monotherapy (n = 45) or TDF/

ETV combination therapy (n = 45) for 48 weeks, 89 agreed to con-

tinue the study on TDF monotherapy, and 84 (93.3%) completed

144 weeks.

Result: At baseline, all patients had various HBV mutations resistant

to ETV and LAM (rtT184A/C/F/G/I/L/S, rtS202G, and rtM250L/V,

in addition to rtM204 V/I). By intention-to-treat analysis, 71.1% in

the TDF–TDF group and 73.3% in the TDF/ETV-TDF group had

serum HBV DNA\15 IU/mL at week 48 (P = 0.81). At week 144,

the proportion increased to 82.2 and 88.9%, respectively (P = 0.37).

By on-treatment analysis, 95.1 and 93.0%, respectively, had HBV

DNA \60 IU/mL at week 144 (P = 0.68). Virologic breakthrough

occurred in two patients in TDF–TDF group at week 48 and 120 due

to poor drug adherence. At week 144, six patients who had HBV DNA

[60 IU/mL qualified for HBV genotypic resistance tests, and two

patients retained some of their baseline resistance mutations. No

patients developed additional resistance mutations throughout the

study period. Treatment was generally well tolerated. The mean

change in estimated GFR from baseline was not significant at week

144 (2.07 mL/min/1.73 m2, P = 0.18). The mean change in bone

mineral density from baseline at week 144 was 0.32% at spine

(P = 0.59) and -0.92% at femur (P = 0.02).

Conclusion: TDF monotherapy was safe and efficacious in patients

with ETV-resistant HBV for up to 144 weeks.
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Serum HBV RNA can reflect the activity of intrahepatic cccDNA

Jie Wang1, Junqi Niu2, Jianning Jiang3, Fengmin Lu1
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Background: It has been reported that serum hepatitis B virus (HBV)

RNA is encapsidated pregenomic RNA which is directly transcribed

from covalently closed circular DNA (cccDNA). The aim of this

study is to further assess the relationship between serum HBV RNA

and intrahepatic cccDNA activity in HBV-infected patients.
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Methods: A cohort of 84 treatment naı̈ve patients chronically

infected with HBV, including 62 HBeAg-positive patients and 22

HBeAg-negative patients, and a cohort of 41 chronic hepatitis B

(CHB) patients who were under the nucleotide/nucleoside analogues

(NUCs) treatment for at least 2 years (mean ± SD = 2.72 ±

0.97 years, range = 2.00–5.17 years) were analyzed. HBV cccDNA

level was measured using a KCl precipitation, plasmid-safe ATP-

dependent DNase (PSAD) digestion, rolling circle amplification and

quantitative PCR (TaqMan) combined method. HBV RNA level was

measured by reverse transcriptional (RT)quantitative PCR (TaqMan)

method.

Result: Here we demonstrated that serum HBV RNA correlated well

with intraphepatic cccDNA in HBeAg-positive patients (n = 62,

Pearson r = 0.389, P = 0.002) (Fig. 1a), but not in HBeAg-negative

patients (n = 22, Pearson r = 0.101, P = 0.654) (Fig. 1b). Mean-

while, serum HBV DNA could also reflect cccDNA activity in

HBeAg-positive patients (n = 62, Spearman r = 0.363, P = 0.004)

(Fig. 1c). Moreover, we found that serum HBV RNA plus DNA could

reflect cccDNA activity (n = 62, Spearman r = 0.421, P\ 0.001)

better than either serum HBV RNA or DNA alone (Fig. 1d). Although

no quantitative correlation between serum HBV RNA and intrahep-

atic cccDNA was observed among CHB patients receiving NUCs-

therapy, Chi square test revealed that serum HBV RNA could reflect

the status (presence or not, transcriptional activity) of intrahepatic

cccDNA in CHB patients receiving NUCs-therapy (P = 0.001)

(Fig. 2).

Conclusion: These results suggested the potential influence of

HBeAg status to the correlation between serum HBV RNA and

cccDNA. Moreover, we found that serum HBV RNA plus DNA

showed superiority in reflecting cccDNA activity in HBeAg-positive

patients with chronic HBV infection. Besides, serum HBV RNA

could reflect the status of intrahepatic cccDNA in CHB patients after

receiving a long-term NUCs-therapy. Therefore, it is reasonable to

postulate that sustained loss of serum HBV RNA implicates the

elimination or transcriptional silence of cccDNA.

PL012

Safety, tolerability, pharmacokinetics and antiviral activity
of AL-3778, a first-in-class, HBV core assembly modulator alone
and in combination with peginterferon-alpha 2A, in treatment
naive HBeAg-positive chronic hepatitis B patients
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Background: AL-3778 is an orally-administered, first-in class hep-

atitis B (HBV) capsid assembly modulator (CAM). We report the

safety, tolerability, pharmacokinetic (PK) and antiviral activities of

AL-3778 alone and in combination with peginterferon-alpha-2a

(PegIFN) in a 28 day Phase 1b study with treatment-naı̈ve CHB

patients.

Methods: Safety and efficacy were assessed in HBeAg + non-cir-

rhotic CHB patients with HBV DNA [20,000 IU/mL and elevated

ALT. Patients were treated for 28 days and followed off-treatment for

28 days. Patients were randomized to receive AL-3778 or matching

placebo at doses of 100 and 200 mg QD (5:1 active:placebo), 400 mg

and 600 mg BD (4:1) in the first four cohorts. Patients were ran-

domized to receive 1000 mg BD or placebo (7:2) in the highest

monotherapy dose cohort. Patients were randomized (10:10) to sep-

arate treatment arms to receive PegIFN (180 lg SQ weekly 9 4) in

combination with AL-3778 (600 mg BD) or PegIFN plus placebo. PK

sampling was done after the first dose in each cohort followed by

trough measures (C0h) on Days 3, 7, 14, 21 and 29. Serum HBV DNA

was quantified using the TaqmanTM HBV Test v2.0 (Roche). Quan-

tification of HBV RNA was developed using the QuantigeneTM

hybridization-based assay format (Affymetrix).

Result: 73 HBeAg+ CHB patients were enrolled. They were pre-

dominantly Asian with HBV genotype B and C, and mean HBV viral

load between 7.23–8.39 log10 IU/mL. AL-3778 was generally well-

tolerated with no discontinuations. One patient in the 100 mg cohort

developed an SAE of palmar-plantar dysesthesia related to AL-3778

administration. Mean steady-state. AL-3778 trough concentrations
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were two to fourfold above the protein-binding adjusted EC90 with

BD dosing but below this threshold with QD dosing. Dose-related

HBV DNA and HBV RNA reductions were observed but no statis-

tically significant changes in HBV serology parameters were observed

after 28 days of dosing. The largest mean HBV DNA reduction was

observed with the 600-mg BD AL-3778/PegIFN combination

(1.97 log IU/mL) which was greater than AL 3778 alone (1.72 log10)

or PegIFN alone (1.06 log10). After 28 days’ treatment, mean HBV

RNA (log10 copies/ml) changes from baseline were 0.00 in untreated,

-0.73 in PegIFN treated, -0.82 in 600-mg BD AL-3778 treated and

-1.5 in 600-mg BD AL-3778/PegIFN combination treated patients.

Changes in HBsAg levels were negligible, as expected from the short

treatment duration.

Conclusion: AL-3778 was well tolerated in CHB patients, with

predominantly Grade 1 and Grade 2, transient AEs. There was a non-

life threatening rash SAE. Dose-related HBV DNA reductions and

HBV RNA reductions were observed, with evidence of additive

antiviral effects in combination with Peg-IFN. Reduction of serum

HBV RNA is consistent with the novel mechanism of action of AL-

3778, to disrupt efficient HBV RNA encapsidation.
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Genome-wide association studies identify PRKCB as a novel
genetic susceptibility locus for primary biliary cholangitis in
the Japanese population
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Background: Primary biliary cholangitis (PBC) is a chronic chole-

static liver disease, presumably caused by autoimmune reactions

against biliary epithelial cells. Previous genome-wide association

studies (GWAS) and the following meta-analysis in European des-

cents have identified more than 30 susceptibility genes for PBC,

indicating the importance of innate and acquired immune pathways

including IL12-STAT4-NFKB in the deveopment of PBC. The first

GWAS in Asian population, which was performed in 963 Japanese

individuals (487 PBCcases and 476 healthy controls), identified

TNFSF15 and POU2AF1 as the most significant susceptibility loci for

PBC, indicating the importance of T cell differentiation to Th1/Th17

cells and B cell differentiation to plasma cells in the development of

PBC. However, further GWAS studies are needed, especially in Asian

populations, for trans-ethnic meta-analysis and the following dissec-

tion of the disease-pathways that will be useful for develoment of

preventive methods and therapeutics for PBC.

Methods: In this study, GWAS was performed in an additional 1,923

Japanese individuals (894 PBC cases and 1029 healthy controls) using

Affymetrix Axiom Genome-Wide ASI array, and the results were

combined with those of the first GWAS performed in 963 Japanese

individuals. The replication study of candidate SNPs was performed

using an independent set of 7024 Japanese individuals (512 PBC

cases and 6512 controls). Imputation-based high-density association

mapping was performed using a phased reference panel of 1070

Japanse individuals (1KJPN) and IMPUTE2 ver.2.3.1 for the regions

surrounding the SNPs which showed the genome-wide significant

association with PBC. Primary functional variant was identified using

HaploReg data base and the following in vitro electrophoretic

mobility shift assay (EMSA), luciferase assay, and in vivo analysis

using GTEx portal database. To explore a set of important causal

configurations surrounding the top hit SNPs, fine mapping was also

performed using FINEMAP v1.0. Pathway analysis was performed

using DEPICT.

Result: The present GWAS revealed that TNFSF15

(P = 7.98 9 10-19), POU2AF1 (P = 1.37 9 10-8), IL7R

(P = 5.72 9 10-9), and IKZF3 (P = 8.37 9 10-11) are PBC-sus-

ceptible genes at GWAS significant level in the Japanese population.

In addition, the present GWAS, together with a subsequent replication

study in an independent set of 7024 Japanese individuals, identified

PRKCB (rs7404928) as a novel susceptibility locus for PBC (odds

ratio [OR] = 1.26, P = 4.13 9 10-9). Furthermore, a primary

functional variant of PRKCB (rs35015313) was identified.

Conclusion: Although further studies are needed to clarify the role of

PRKCB in the development of PBC, these results may lead to

improved understanding of the disease pathways involved in PBC,

forming a basis for prevention of PBC and development of novel

therapeutics in the future.
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Ivabradine in combination with carvedilol improves left
ventricular diastolic dysfunction, clinical progression
and survival in cirrhosis- a prospective randomized controlled
trial
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Thomas2, Ritu Goyal2, Devaraja Rangegowda2, Shiv Kumar
Sarin2
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Background: Left ventricular diastolic dysfunction (LVDD) is seen

in 30–70% cirrhotics and refers to abnormal diastolic relaxation and

signifies advanced cirrhosis, renal dysfunction, and mortality. It is not

known whether targeted heart rate reduction (THR) can improve

LVDD. This prospective RCT assesses the effect of THR (using

carvedilol ± ivabradine), on LVDD and complications.

Methods: 260 consecutive cirrhotics with eradicated varices were

screened for LVDD using Doppler echocardiography (ECHO). Of

these, 189 (72%) patients with LVDD were randomized to either THR

(55–65 or 20% reduction from baseline) Group A, n = 94, (mean age

50 ± 9 years; 87% males)] or standard medical care [Group B,

N = 95; (mean age 52 ± 8 years; 77% males)] without b blockers.
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(See study design) THR was achieved by maximum tolerated dose of

carvedilol ± ivabradine. Patients were evaluated at 0, 6 and

12 months with ECHO, liver, kidney and neurohormonal tests

(Table 1).

Result: Of 189 patients, 52 and, 48% had Grades 1 and 2 LVDD

respectively. In Gr. A, THR was achieved in 78 (82.9%) patients

(responders = R); 60 (63.8%) with carvedilol alone and 34 (36.1%)

with added ivabradine in case of carvedilol intolerance. Median daily

doses were carvedilol 9.5 mg (3.125–12.5) and ivabradine 7.5 mg

(5–12.5). At the end of 1 year, 21 (11.1%) subjects died, 6 (14%) in

Grp A and 15 (18%) in Gr B (p = 0.24), with no mortality in R as

compared with non responder (NR) (p = 0.000). Predominant causes

of death were sepsis and liver failure. On echo non-survivors (NS)

had higher E/e’ ratio (E-wave transmitral/early diastolic mitral

annular velocity [8.7 ± 3.3 (S) vs 9.1 ± 2.3 (NS), p = 0.058], and

lower ventricular relaxation time [86.5 ± 15.6 ms(S) vs. 94.2 ± 12.3

(NS), p = 0.053]. Compared to Gr. A, patients in Gr. B developed

more renal injury [OR 6.273 (CI-2.8–35.4) p = 0.02] and hepatic

encephalopathy (HE) [OR 9.6 (CI-1.9–46.7) p = 0.004], but there

was no difference in ascites or bleed events. In Gr A, LVDD reversed

in 16 (20.5%) and improved from grade 2 to grade 1 in 34 (35.4%). In

Gr B, there was no difference in E/e’ at 1 year and 10 cases pro-

gressed from grade 1 to grade 2 LVDD. E/e’ ratio reduced in R vs NR

at 1 year which correlated with survival.

Conclusion: LVDD is an independent prognostic factor of survival in

cirrhotics. The addition of ivabradine to carvedilol shows promising

improvement in LVDD, reduces risk of HE, AKI, and results in better

overall survival.
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progressing on sorafenib (SOR): subgroup analysis
of the international, randomized phase 3 RESORCE trial
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Background: There are no approved second-line systemic treatments

for patients with HCC who progress during SOR treatment.

RESORCE (N = 573) showed that REG improves overall survival

(OS) in patients progressing on SOR (HR 0.63; 95% CI 0.50–0.79;

one-sided P\ 0.001). We present a subgroup analysis of the Chinese

patients in RESORCE.

Methods: In this double-blind, PBO-controlled trial, adults with HCC

Barcelona Clinic Liver Cancer (BCLC) stage B or C who were SOR

tolerant (C20 of last 28 days of SOR at C400 mg/day) and had

documented radiological progression during SOR, Child-Pugh A liver

function, and an Eastern Cooperative Oncology Group performance

status (ECOG PS) of 0 or 1 were randomized 2:1 (stratification by

geography, ECOG PS, alpha-fetoprotein level, extrahepatic spread,

macrovascular invasion) to oral REG 160 mg or PBO once daily

during Weeks 1–3 of each 4-week cycle. Treatment continued until

disease progression, death, or unacceptable toxicity. The primary

endpoint was OS; secondary endpoints were progression-free survival

(PFS), time-to-progression (TTP), response rate (RR), and disease

control rate (DCR). mRECIST assessment is reported.

Result: 156 patients from mainland China (n = 137) and Taiwan

(n = 19) were randomized (REG 104, PBO 52); all were evaluable

for safety. Baseline characteristics were balanced between arms.

Overall, 90% of patients were male, median age was 51 years, ECOG

PS 0/1 was 68%/32%, and 88% were BCLC stage C. Median (range)

treatment duration was 2.8 months (0.1–28.7) for REG and

1.6 months (0.3–24.9) for PBO. The REG group had a 35% reduction

in risk of death (HR 0.65; 95% CI 0.43–0.99; one-sided P = 0.023);

median OS (REG vs PBO) was 7.9 vs 4.9 months. PFS also improved

with REG (HR 0.37; 95% CI 0.25–0.53; one-sided P\ 0.001) with a

median PFS of 2.8 vs 1.4 months, as did TTP (HR 0.36; 95% CI

0.24–0.54; one-sided P\ 0.001) with a median TTP of 2.8 vs

1.4 months. PFS and TTP by RECIST v1.1 were comparable. The

REG group had a higher DCR vs PBO (62 vs 17%; P\ 0.001); RRs

were similar (REG 4% vs PBO 2%). Rates of grade C3 treatment-

emergent adverse events (TEAEs) were 75% (REG) and 60% (PBO),

and grade C3 TEAEs commonly associated with REG included (REG

vs PBO) hypertension (7.7% vs 0), hand-foot skin reaction (10.6% vs

0), fatigue (2.9 vs 1.9%), and diarrhea (1.9% vs 0). Overall 55%

(REG) and 21% (PBO) of patients had dose modifications due to

TEAEs. Grade 5 TEAE rate was higher with PBO (REG 15%, PBO

33%).

Conclusion: REG significantly improved OS, PFS, TTP, and the

DCR in Chinese patients progressing on SOR who were treated in the

RESORCE trial. TEAEs were consistent with the known safety pro-

file of REG.
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modulates inflammation and fibrosis in nonalcoholic
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Background: Extracellular purines and metabolites, such as ATP and

adenosine, are key modulators of inflammation and fibrosis. Ecto-

nucleoside triphosphate diphosphohydrolases (E-NTPDase) are

enzymes on cell membranes that catalyze the conversion of extra-

cellular ATP and ADP to AMP, and play a pivotal role in diabetes and

inflammatory disorders (Fig. 1). Herein, we aim to understand the

involvement of E-NTPDases in the pathogenesis of nonalcoholic fatty

liver disease (NAFLD).

Methods: We measured total and inhibitor specific serum

E-NTPDase activity of 100 patients with biopsy proven NAFLD from

a single center NAFLD registry, and determined correlations with

histological stages of liver fibrosis. To understand the impact of

NTPDase3 on liver fibrosis, we generated global Entpd3 knockout

(Entpd3-/-) mice in the C57BL6 background. The extent of liver

fibrosis was compared between Entpd3 knockout and wild type mice

using a methionione-choline deficiency model and CCl4 treatment

model. Liver fibrosis was evaluated by histology and hydroxyproline

measurements.

Result: Compared to those with minimal liver fibrosis, patients with

stage 2–4 fibrosis exhibited higher E-NTPDase activity in the serum

that can be inhibited by POM6, an NTPDase3 inhibitor (15.2 ± 9.4

vs. 11.0 ± 3.6 U/L, p = 0.006). Entpd3-/- mice exhibited normal

growth and liver architecture on a chow diet. On MCD diet, Ent-

pd3-/- mice developed more severe steatosis (score: 4.9 ± 0.2 vs.

4.2 ± 0.2; p = 0.03) and inflammation (score: 2.5 ± 0.2 vs.

1.2 ± 0.2; p = 0.003), as evaluated by a study-blinded pathologist

using a murine NASH activity score. However, Entpd3-/- mice

developed significantly less liver fibrosis compared to wild type mice

as examined by both Sirius red staining and hydroxyproline mea-

surements at both week 4 and 8 (Fig. 2). A similar protective effect

was seen in the CCl4 model, where Entpd3-/- mice developed sig-

nificantly less liver fibrosis at both 2 and 6 weeks, but higher level of

expression of inflammatory markers.

Conclusion: NTPDase3 deficient mice are partially protected from

MCD and CCl4 induced liver fibrosis despite heightened levels of

inflammation. In humans, serum NTPDase3 activity is elevated in

patients with significant NASH fibrosis. Our study suggests a poten-

tial functional involvement of NTPDase3 in the fibrogensis in NASH,

likely through modulating the balance between inflammation and

fibrosis (Fig. 1).
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Cenicriviroc versus placebo for the treatment of non-alcoholic
steatohepatitis with liver fibrosis: results from the Year 1 primary
analysis of the Phase 2b CENTAUR study
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Sunyer (IDIBAPS), Centro de Investigación en Red de Enfermedades
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Background: Cenicriviroc (CVC), an oral chemokine receptor

CCR2/5 antagonist, has potent anti-inflammatory and antifibrotic

activity in animal models of acute and chronic liver diseases. Its

efficacy and safety as a treatment for non-alcoholic steatohepatitis

(NASH) and liver fibrosis are being evaluated in adults at increased

risk of progression to cirrhosis (CENTAUR; NCT02217475).

Methods: Phase 2b, randomized, double-blind, placebo-controlled,

ongoing 2-year multinational study; primary analysis at Year 1.

Subjects with histologically defined NASH, a non-alcoholic fatty liver

disease activity score (NAS) C4, liver fibrosis (stages 1–3 NASH

CRN), and diabetes or metabolic syndrome (MetS) were randomized

to CVC 150 mg QD or placebo. NAS, resolution of steatohepatitis,

and fibrosis stage were assessed on Year 1 liver biopsies. Markers of

systemic inflammation, treatment-emergent adverse events (TEAEs),

and laboratory abnormalities were evaluated.

Result: Two hundred eighty-nine subjects were randomized: 53%

female; 52% diabetes; 72% MetS; 74% NAS C5; 67% fibrosis stage

2–3. Mean BMI (SD) was 34 kg/m2 (6.5). A similar proportion in

each group achieved the NAS and resolution of steatohepatitis end-

points (Table 1). Improvement in fibrosis by C1 stage and no

worsening of steatohepatitis was obtained in significantly more CVC-

treated subjects than placebo overall (p = 0.023) and in subgroups

with histologically advanced disease characteristics. Improvement in

fibrosis by 2 stages was observed in 11 subjects (8 CVC; 3 placebo).

Seven subjects progressed to cirrhosis (2 CVC; 5 placebo). IL-6, hs-

CRP, and fibrinogen levels were significantly decreased with CVC vs.

placebo. Drug-related, clinical TEAEs of Grade C2 severity occurring

in C2% of subjects were fatigue (2.8%) and diarrhea (2.1%) for CVC;

headache (3.5%) for placebo. There were no differences in laboratory

abnormalities or premature discontinuations between CVC and

placebo.

Conclusion: In the ITT population, CVC was well tolerated and

resulted in twice as many subjects achieving C1 stage improvement

in fibrosis and no worsening of steatohepatitis vs. placebo, after only

1 year of treatment. Importantly, greater treatment benefits were

observed in subjects with higher disease activity and fibrosis stage.
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Prevalence of metabolic syndrome and long-term disease
progression in chronic hepatitis B patients with comorbid
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Background: Chronic hepatitis B with comorbid nonalcoholic fatty

liver disease (CHB/NAFLD) is common and increasing rapidly in

Greater China region. However, the clinical significance of comor-

bidities in these patients remains elusive. We aimed to investigate the

prevalence of metabolic syndrome components and disease progres-

sion in CHB/NAFLD compared with CHB and NAFLD.

Methods: Total 1326 patients with liver biopsy proved CHB

(n = 721, 54.4%), NAFLD (n = 176, 13.3%) and CHB/NAFLD

(n = 429, 32.3%) were included in this study. One thousand and

forty-six (1046, 78.9%; CHB n = 525, CHB/NAFLD n = 345,

NAFLD n = 176) were followed for a mean of 6.4 ± 3.5 (range,

1–15) years which was included in the current analysis. The demo-

graphic data, baseline components of metabolic syndrome, liver

cirrhosis related complications, HCC and liver-related death were

noted. Cox proportional hazards model was used to evaluate the risk

to development to HCC and all-cause mortality, with adjustment of

age, sex, and other demographic data. Kaplan–Meier survival curve

was produced and the differences among three groups were compared

by log-rank test.

Result: Prevalence of hypertension (9.4%, 32/341), obesity (9.3%,

32/343), diabetes mellitus (13.2%, 45/341), and hyperlipidaemia

(12.4%, 39/314) in CHB/NAFLD group at baseline were significantly

higher than those in CHB group [hypertension: 3.2% (17/524); obe-

sity: 0.8% (4/523); diabetes mellitus: 4.2% (22/521); hyperlipidaemia:

2.8% (14/491), respectively. p\ 0.001 for all comparisons], but

significantly lower than those in NAFLD group [hypertension: 15.3%

(27/176); obesity: 13.7% (24/175); diabetes mellitus: 27.3% (48/176);

hyperlipidaemia: 24.4% (43/176), respectively. p\ 0.001 for all

comparisons].

48 (9.2%) patients in CHB group, 3 (1.7%) in NAFLD group, and 46

(13.4%) in CHB/NAFLD group developed liver cirrhosis at the end of

follow-up. The percentage of patients with progression to liver cir-

rhosis in CHB/NAFLD group is significantly higher than that in CHB

group (p\ 0.001) and NAFLD group (p\ 0.001). The patients with

CHB/NAFLD had a significantly higher hazard of progression to

HCC than those in with only CHB (hazard ratio [HR], 3.03,

p = 0.008) while patients with NAFLD had a significantly lower

hazard (HR, 0.07, p = 0.014), after adjustment of baseline charac-

teristics. Patients with CHB/NAFLD had a significant higher hazard

of experiencing liver-related death than those with only CHB (HR,

4.9, p = 0.003) while patients with NAFLD had a significantly lower

hazard (HR, 0.04, p = 0.005), after adjustment of above-mentioned

covariables. The overall survivals among the CHB group, NAFLD

group, and CHB/NAFLD group were equivalent (p[ 0.05).

Conclusion: Prevalence of metabolic syndrome was significantly

higher in CHB/NAFLD compared with CHB. CHB Patients with

comorbid NAFLD had higher risk of progression to HCC and expe-

riencing liver-related death than patients with only CHB.
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Background: Acute on chronic liver failure (ACLF) is associated

with the rapid worsening of liver failure with high mortality. Pre-

diction of survival and early intervention can improve the outcome.

Aim was to derive a dynamic, web based prognostic model and web

based calculator for predicting the outcome in patients of ACLF.

Methods: Total 1402 ACLF cases with 90 days follow up enrolled

into the APASL ACLF Research Consortium (AARC) were analyzed.

A derivation set of 480 cases analyzed for a prognostic model and

calibrated in 922 cases validation set. A equation based dynamic

model was derived to predict the survival and was developed to a web

based calculator.

Result: Of all the baseline parameters, total bilirubin, Creatinine,

Lactate, INR and hepatic encephalopathy were found to be the

independent predictors for 28 days mortality. AARC ACLF score was

developed by an equation i.e. Score = 10*(2.32*loge lactate(meq/

l) + 0.55* loge creatinine(mg/dl) + 0.79* loge Bilirubin (mg/

dl) + 0.05* loge INR + (1.24 if HE = Grade III/IV, or 0.88 if Grade

I/II = 2 or 1 if no HE) - 5.13. The concordance of all patient pairs in

the derivation and validation set showed a good fit (Harrell’c 0.77 and

Sommers’ D 0.53 respectively) for the equation based score. The

expected frequency and observed frequencies from derivation set

(R2 = 0.97) showed a good matching into the validation set

(R2 = 0.94). The prognostic model has a good predictibility as in

AUROC of 0.80 (derivation cohort) and 0.76 (validation cohort). The

score was better than the MELD and CLIF SOFA with an AUROC of

0.81 with a sensitivity and specificity of 75 and 81% negative pre-

dictive value for 28 and 90 days survival. The score had a minimum

of 16 and maximum of 113(Can be gropued to score of 40–80). The

28 days cumulative mortality showed an exponential rise i.e. from

15% (score\40) to 50% (score 54) to 80% (score 65) and more than

95% mortality beyond 83 at admission (p = 0.001). A score below 41

at baseline and within first week was observed in survivors and that

for nonsurvivor being[56 at anytime ponit (p = 0.001). A web based

calculator could predict the 28 and 90 days mortality with 75%

accuracy at anytime points and is dynamic one.

Conclusion: The AARC ACLF score is dynamic and inclusion of

hepatic encephalopathy and lactate enabled the assessment with the

easily measurable bedside parameters and is better than the existing

models.
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Background: Diagnosis of hepatocellular carcinoma (HCC) is par-

ticularly complex for nodules between 1 and 2 cm morphological

criteria alone still pose problems for the differential diagnosis of high-

grade dysplastic nodules versus early HCC. Lipocalin-2 (Lcn2) is

preferentially expressed in hepatocellular carcinoma.

Aim: To determine the possibility of using urinary lipocalin-2 as a

potential marker for early detection of HCC.

Methods: A written informed consent was taken from the all patients

included in our study. Diagnosis of HCC was done by characteristic

vascular enhancement pattern detected by multislice triphasic spiral

CT scan or MRI according to established diagnostic criteria. Serum

samples were taken for assessment of liver tests, alfa fetoprotein

level. Urinary lipocalin-2 levels were measured using ELISA in

patients with HCC (n = 40), patients with liver cirrhosis (n = 40)

and 40 healthy control subjects.

Result: The mean age of patients with HCC (59.53 ± 7.90-years old)

was significantly higher than those with cirrhosis or healthy controls

(P\ 0.01). Males represented 75% (n = 30) in the HCC group. The

mean urinary lipocalin level was significantly higher in the HCC

group (3661.43 ± 3258.71 pg/ml) and it was (238.46 ± 152.89 pg/

ml) in the control group. Lipocalin-2 had a sensitivity of 95% and a

specificity of 100% with area under the curve (AUC) of 0.950;

P\ 0.001 at a cut-off value of 860 pg/ml for diagnosis of HCC.

However, a-fetoprotein (AFP) had a sensitivity of 87.5% and a

specificity of 81.1% at a cut-off value of 22 ng/ml. The sensitivity and

specificity of adding AFP with lipocalin 2 at cutoff value 1003 pg/ml

for diagnosis of HCC showed the same sensitivity and high specificity
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(95%, 100%), respectively, with PPV, NPV was (100%), (94.9%),

respectively.The area under the curve was (0.999) and accuracy was

(97.4), it was statistically significant (P value = 0.001) and

CI = (1.0).

Conclusion: Urinary lipocalin 2 was more effective than AFP at

detecting presence of early stages of HCC. Measuring both urinary

lipocalin 2 and AFP in serum could be used as diagnostic markers for

HCC.
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Diagnostic value of acoustic radiation force impulse (ARFI)
elastography for differentiation of liver nodules
during conventional abdominal ultrasound
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Background: Solid focal liver lesions (FLLs) are very common

findings during conventional abdominal ultrasound (US), rising the

need of a quickly differentiation between benign and malignant

lesions. Acoustic Radiation Force Impulse (ARFI) quantification is an

ultrasound-based elastography method, able to non-invasively eval-

uation of the stiffness of FLLs. Aim of this study was to evaluate the

diagnostic value of US ARFI, for characterizing FLLs.

Methods: Over a total consecutive period of 4 months, all included

patients studied in the US Service of a single center Liver Unit,

underwent ARFI examination. Inclusion criteria were: presence of a

FLL; lesion well visualized at conventional US localized at a maxi-

mum depth of 8 cm. ARFI quantification was performed with an

Acuson S3000 ultrasound system (Siemens�, Munich, Germany).

Measures in the surrounding parenchyma were also performed and the

results of both measurements were reported in m/s. Two experienced

operators performed five measures per lesion and five measures in the

surrounding liver.

Result: A total of 50 FLLs [14 haemangiomas (HEs), 26 hepatocel-

lular carcinomas (HCCs) and 10 metastases (METs)] underwent

ARFI quantifications. Benign lesions showed a significantly lower

stiffness compared to malignant ones (HEs median value 0.97, 95%

CI 0.87–1.79 m/s; malignant with value 2.43, 95% CI 1.81–3.48 m/s;

p\ 0.001; Fig. 1a). Conversely, no differences were found for nod-

ule-to-parenchyma ARFI ratios. ARFI values were able to correctly

differentiate malignant lesions with a c-statistics of 0.86 (95% CI

0.747–0973; Fig. 1b) with sensivity of 64% and specificity of 86% at

a cut-off of 2 m/sec (Fig. 1a).

Conclusion: This study highlights the advantages arising from the

introduction of new technologies in conventional abdominal US. In

particular, our results suggest that ARFI can distinguish between

benign and malignant lesions (HCCs or METs) with a high specificity

at cut off of 2 m/s, in line with other studies. This could be crucial in

case of incidental lesions in order to address following diagnostic

deepening.
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Traditional two-stage hepatectomy vs ALPPS for advanced
metastatic and primary liver cancer: the single-center study
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Background: The oncological outcome for colorectal liver metas-

tases (CRLM) compared to two-stage hepatectomy (TSH) is still

unknown. The aim of this study is to compare the hypertrophic

stimulus on the FLR and the clinical changes associated with both

ALPPS and PVL and assess the intermediate oncological outcomes

after ALPPS in patients with CRLM.

Methods: Retrospective analysis of 30 patients with CRLM and

hepatocellular carcinoma operated with two- stage hepatectomy

technique at the abdominal oncology department P. Herzen Mori who

underwent either ALPPS (n = 15) or TSH (n = 15) at the abdominal

oncology department P. Herzen Mori. After analysis of the whole

cohort, both groups were matched and analyzed. Short-term and

oncological outcomes were compared.
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Result: Fifteen patients (6 male, 9 female), age 57 ± 11.6 years

(39–75) were operated by portal vein ligation (PVL) techniques for

5 ± 3 (2–10), metastases of which the largest was 58 ± 27 mm

(30–122). The median volume of the FLR before PVL was

278.3 ± 73.6 mL (28 ± 8.3%) and 333.5 ± 69.7 mL (34.7 ± 4.9%)

before the second step. After the first stage of hepatic resection FLR

increased by 59.5 ± 65.9% (5–166%, p\ 0.05). The second stage of

hepatic resection was performed in 11 (73.3%) patients. The time

between two steps of the procedure was 72.3 ± 32.8 days. There

were no cases of liver failure.

ALPPS was initiated in 15 patients whose mean age was 59 ± 6.3

(49–72) years. Indications for surgical resection were metastases from

colorectal cancer in 12 (80%) cases and hepatocellular carcinoma in

three cases. One patient had salvage ALPPS after failed PVL. Patients

were operated for 2.8 ± 1.6 metastases of which the largest was

64.6 ± 18.8 mm (40–104). The calculated FLR volume was

313 ± 120 mL (26 ± 7%) before ALPPS-1 and 503 ± 128 mL

(43 ± 7%) before ALLPS-2 (p\ 0.001). The increase in FLR

between the two procedures was 95.3 ± 53.6% (range 13–164%,

p\ 0.001). The average time between the first and second step of the

procedure was 9.4 ± 1.4 days. Major complication (Clavien CIIIb)

rates were 6.7 vs. 13.3% (P = 0.1) and 9.1 vs. 0% (P = 0.88) in the

TSH and the ALPPS arm, respectively. The survival of the ALPPS

group was significantly lower than that of the TSH (2-year survival:

68 vs. 100%, P\ 0.01), medium disease-free survival (24.1 vs.

39.4 months P\ 0.01) (Figs. 1, 2).

Conclusion: Portal vein ligation effectively increased the future liver

remnant in 6–8 weeks. However, it’s not possible to perform the

second step in every third patient. The ALPPS technique can be

associated with a hypertrophic stimulus on the future liver remnant

(FLR) stronger than other techniques–such as portal vein ligation at

early terms. Meanwhile, the ALPPS technique in patients with hep-

atocellular carcinoma associated with a high risk of fatal

complications. Although major complication rates of ALPPS were

similar to those of TSH, survival following ALPPS was significantly

lower than that posterior to TSH.
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Pre-transplant hepatitis B infection as a risk factor for hepato-
cellular carcinoma (HCC) recurrence post liver transplantation
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Background: Hepatitis B (HBV) and hepatitis C (HCV) are the major

causes of HCC both globally and within New Zealand. HCC remains

the leading indication for liver transplantation at NZLTU. Although

recurrence of HBV and HCV infections can be prevented or

effectively treated with oral antivirals, recurrence of HCC is

untreatable and associated with markedly reduced survival. The aim

of this audit is to determine whether any pre-transplant factors can

predict HCC recurrence.

Methods: Retrospective case note review of all patients transplanted

for HCC at NZLTU between 1998–2016. Patient demographics,

aetiology, pre-transplant alphafetoprotein (AFP), cross sectional

imaging, adjuvant therapy, explant pathology and post-transplantation

progress were reviewed.

Result: 170 patients were transplanted for HCC, with median follow-

up from transplant 6.7 years (range 1 month to 18 years). Underlying

aetiology of liver disease was chronic HBV in 67 (39%), chronic

HCV in 74 (44%), alcoholic liver disease (ALD) in 13 (8%) and non-

alcoholic steatohepatitis (NASH) in 8 patients (5%). Median AFP was

9 ng/mL (range 1.2–21708). All patients were within expanded UCSF

criteria on pre-transplant imaging (148 within Milan). Histo-patho-

logical examination of explant demonstrated vascular or lymphatic

invasion in 52 patients (31%). This included 21 of 67 HBV cases

(31%), 20 of 74 HCV cases (27%), 3 of 13 ALD cases (23%) and 3 of

8 NASH cases (37.5%). Overall 13 patients developed recurrent HCC

with median time to recurrence of 12 months. Of the 13 recurrences,

9 were transplanted for HBV (69%), 3 for HCV (23%), and 1 for

haemochromatosis.

The rate of HCC recurrence in patients with lymphovascular invasion

was significantly higher than those without (17 vs 3.0%, p = 0.001).

The rate of HCC recurrence in patients with pre-transplant HBV was

higher than in those without HBV (13 vs 4%, p = 0.05). The rate of

lymphovascular invasion and peak AFP levels were however, similar

in HBV and non-HBV patients.

Of the nine patients with recurrent HBV-HCC, HBsAg became

detectable in serum before detection of recurrent HCC in 7. None had

detectable serum HBV DNA suggesting tumour derived HBsAg (i.e.

integrated HBsAg gene) rather than due to active HBV infection.

On multivariate analysis, only pre-transplant HBV (p = 0.04) and

lymphovascular invasion (p\ 0.01) predicted HCC recurrence.

Conclusion: The risk of HCC recurrence post transplantation was

significantly higher in HBV positive patients, confirming the onco-

genic effect of HBV. Consideration should be given to adopting more

rigorous post-transplant monitoring for recurrence following trans-

plantation for HBV-HCC, including regular HBsAg testing. In

addition, possible prevention strategies should be considered in these

high-risk patients such as perioperative adjuvant chemotherapy and

immunosuppression modulation (steroid-avoidance, sirolimus).
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Liver transplantation for hepatitis B and D virus coinfection
related cirrhosis in Kazakhstan

Zhassulan Baimakhanov1, Maksat Doskhanov1, Shokan Kaniev1,
Erik Nurlanbayev1, Erbol Serikuly1, Aidar Skakbayev1, Almat
Chormanov1,2, Bibigul saparbekovna Ilyassova1, Uligbek
Medeubekov1, Manas Saesembayev1, Bolatbek Baimakhanov1,2

1Department of HPB surgery and liver transplantation, A.N.

Syzganov’s National Scientific Center of Surgery, Almaty,

Kazakhstan; 2Department of Surgery, City Clinical Hospital No. 7,

Almaty, Kazakhstan

Background: Hepatitis B (HBV) and D (HDV) virus coinfection

leads to chronic liver disease and have poor treatment results and poor

prognosis. Liver cirrhosis due to HBV and HDV coinfection is the

leading indication for liver transplantation (LT) in Kazakhstan. A

present study was intended to assess the clinical and virologic out-

comes in such patients following LT.

Methods: Between December 2011 and August 2016, 64 LTs (54

living donor liver transplantations (LDLT) and 10 deceased donor

liver transplantations (DDLT)) were performed at A.N. Syzganov’s

National Scientific Center of Surgery and City Clinical Hospital §7.

We retrospectively analyzed the clinical and virologic outcomes of 40

patients who had undergone LTs viral hepatitis related liver cirrhosis.

The indications for LTs were: HCV related cirrhosis—17, HBV

related cirrhosis—4 and HBV-HDV coinfection related cirrhosis—19.

Prior to LT, 16 patients had DNA-negative status, and another 7

patients had DNA-positive status with contraindications for antiviral

therapy after LT, all patients with HBV alone and HBV-received

nucleoside analogues.

Result: There was no recurrence of HBV or HDV reinfections after

LTs. PCR for viral hepatitis B after transplantations was negative in

all patients, including four patients with DNA-positive status. This

fact could be explained as an impact of hepatitis B immune globulin

(HBIG) usage. The patients who did not receive HBIG had positive

HBsAg until 6 months according to results of immunological analy-

sis. In patients who received human hepatitis B immunoglobulin

HBsAg disappeared within 7 days after LT.

Conclusion: Usage of nucleoside analogues in combination with

HBIG allows reaching the complete elimination of hepatitis B virus.

Patients with DNA-positive status with contraindications for antiviral

therapy prior to LT, can be carefully selected for LT.
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YI007

Supplementation of sodium butyrate reshapes the gut microbiota
of mice with non-alcoholic steatohepatitis (NASH)

Jianzhong Ye1, Wenrui Wu1, Lanjuan Li1

1State Key Laboratory for Diagnosis and Treatment of Infectious

Disease, The First Affiliated Hospital, College of Medicine, Zhejiang

University, Hangzhou

Background: Non-alcoholic steatohepatitis (NASH) occurs as a

serious liver disease with poor prognosis, and gut microbiota are

thought to play a role in the pathogenesis of NASH. It was suggested

that sodium butyrate (SoB) had protective effects on liver damage of

NASH. However, whether SoB could reconcile the dysbiosis of

methionine and choline deficient diet (MCD)-induced NASH mice

remains unclear. We aimed to demonstrate the role of SoB in

reshaping the gut microbiota of mice with NASH.

Methods: Eight-week-old male C57BL/6 J mice were pair-fed either a

MCD control diet or MCD ± 0.6 g/kg body weight SoB. After 6 weeks,

liver damage, inflammatory markers, toll-like receptor signaling, and

tight junction protein levels were determined. The composition of gut

microbiota at 0 weeks (T0), 3 weeks (T3), and 6 weeks (T6) was also

determined by 16S rRNA sequencing on the Illumina Miseq platform.

Result: SoB supplementation resulted in decreased hepatic steatosis,

decreased inflammation, and increased tight junction protein levels

compared with the MCD fed mice without SoB. The MCD ± SoB

mice showed distinct gut microbial structure including differences at

the phylum, genera and species levels. Furthermore, The MCD fed

mice supplemented with SoB adopted a closer configuration with

MCD control diet fed mice with or without SoB.

Conclusion: Our results demonstrated a protective role of SoB in the

development of NASH, and in reshaping the gut microbiota compo-

sition of NASH.

YI008

High prevalence of severe steatosis and significant liver fibrosis
in asymptomatic population with low risk of alcoholic liver
disease and chronic viral hepatitis B and hepatitis C: community-
based study

Nicha Teeratorn1,2, Kessarin Thanapirom1,2, Roongruedee
Chaiteerakij1,2, Piyawat Komolmit1,2, Pisit Tangkijvanich2,3,
Rungsun Rerknimitr1,2, Sombat Treeprasertsuk1,2,3

1Department of Medicine, Division of Gastroenterology, Faculty of

Medicine, Chulalongkorn University, Bangkok 10330, Thailand;
2Thai Red Cross Society, Pathumwan, Bangkok 10330, Thailand;
3Department of Biochemistry and Liver Research Unit, Faculty of

Medicine, Chulalongkorn University, Bangkok 10330, Thailand

Background: In Asian population, the reported prevalence of non-

alcoholic fatty liver disease (NAFLD) has been increasing, ranging

from 8 to 54%. The co-morbidities associated with an increased risk

of NAFLD including metabolic syndrome were reported. We aimed

to determine the prevalence of NAFLD in asymptomatic population

with low risk of alcoholic liver disease and chronic viral hepatitis B

and hepatitis C from a community study in 4 regions of Thailand. In

addition, we aimed to identify factors predicting high liver fat content

and significant liver fibrosis.

Methods: We prospectively enrolled Thai populations, aged

18–80 years, in 11 provinces distributed in 4 regions (Bangkok, Cen-

tral, North, South) of Thailand during March 1, 2013 to September 30,
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2016. Baseline demographic data and history of the risks for liver dis-

eases were collected using questionnaire. All participants underwent

transient elastography as standard procedure for liver stiffness mea-

surement (LSM; kPa). NAFLD was defined as the presence of liver fat

[10% whereas the degree of liver fat[10,[33 and[66% were clas-

sified as mild, moderate and severe steatosis, respectively. Obesity was

defined as body mass index (BMI) C25 kg/m2 and/or waist circum-

ference C90 or C80 cm in male and female, respectively.

Result: There were 871 participants enrolled in the study. According

to inclusion criteria, 643 (73.8%) were eligible for data analysis

(Fig. 1). The mean age was 56 ± 10 years and 70% was female.

Thirty-two percent of the participants were defined as healthy (normal

controlled attenuation parameter (CAP) and LSM) and their median

(interquartile range, IQR) value of CAP and LSM were 185 (42) dB/

m and 4.1 (1.3) kPa. The prevalence of NAFLD patients was 61% and

severe steatosis was 17.2%. Interestingly, 41% of the participants

with BMI \23 kg/m2 and normal waist circumference had NAFLD.

By multivariate analysis, the degree of moderate-to-severe steatosis

were significantly associated with diabetes mellitus (Odd ratio (OR)

1.2, 95% confidence interval (CI) 1.13–1.38, p\ 0.001), dyslipi-

demia (OR 1.1, 95% CI 1.05–1.24, p = 0.006), and higher BMI (OR

1.06, 95% CI 1.05–1.07, p\ 0.001). The significant liver fibrosis;

LSM[8 kPa was 9% and it was independently associated with higher

BMI (OR 1.55, 95% CI 1.23–1.80, p = 0.001). Median LSM of

participants with NAFLD was significantly higher than those with

normal liver fat (5.1 versus 4.4 kPa, p\ 0.001). Additionally, sig-

nificant liver fibrosis was more prevalent in obese group (13.5%) than

those in non-obese group (5.1%), p\ 0.001.

Conclusion: Asymptomatic Asian population with low risk of alco-

holic liver disease and chronic viral hepatitis B and hepatitis C in this

community-based study had high prevalence of NAFLD (61%) and

significant liver fibrosis (9%). Factors associated with moderate-to-

severe steatosis were diabetes mellitus, dyslipidemia, and high BMI.

YI009

A classification model for non-alcoholic steatohepatitis (NASH)
using confocal raman micro-spectroscopy

Jie Yan1, Yang Yu1,2,3, Jeon Woong Kang4, Zhi Yang Tam5,
Shuoyu Xu6, Eliza Li Shan Fong2, Ziwei Song1,2, Lisa Tucker
Kellogg3,5, Peter T.C So3,7,8, Hanry Yu1,2,9

1Institute of Bioengineering and Nanotechnology, Agency for

Science, Technology and Research (A*STAR), Singapore, Singapore;
2Yong Loo Lin School of Medicine, National University of

Singapore, Singapore, Singapore; 3SMART: Singapore-MIT Alliance

for Research and Technology, Singapore, Singapore; 4Laser

Biomedical Research Center, George R. Harrison Spectroscopy

Laboratory, Massachusetts Institute of Technology, Cambridge, USA;
5Duke-NUS Graduate Medical School, Singapore, Singapore;
6Invitrocue Pte Ltd; 7Department of Mechanical Engineering,

Massachusetts Institute of Technology, Cambridge, USA;
8Department of Biological Engineering, Massachusetts Institute of

Technology, Cambridge, USA; 9Mechanobiology Institute,

Singapore, Singapore

Background: Clinically, the histopathological evaluation of liver

biopsies is currently the gold standard for non-alcoholic steatohep-

atitis (NASH) diagnosis. However, significant variation exists

amongst pathologists in the definition of NASH and an unequivocal

agreement has not been reached. In sum, whether for diagnosing

NASH or for NAFLD staging, the traditional histological approach is

fundamentally semi-quantitative, observer-dependent, and includes

only a very limited set of pathological features. Besides being a label-

free approach that enables multiplexing, Raman micro-spectroscopy

provides a biochemical map of the tissue of interest that potentially

enables the identification of spatial–temporal changes in tissue com-

position. Thus, to address the disease progression and spatiotemporal

information, we have created a fully quantitative and objective

approach to NASH detection.

Methods: We combined spontaneous Raman micro-spectroscopy and

machine learning techniques to identify spectral signatures that are

specific to NASH from the liver tissue provided by 42 STAMTM mice

that were administrated with Streptozotocin (STZ), fed with high fat

diet and sacrificed at 6 time points, by using spectrum processing,

biochemical component analysis (BCA) and logistic regression.
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Result: We showed that Raman micro-spectroscopy can detect

macro-steatosis with variation in both its size and distribution, as a

characteristic feature of NASH. Raman reconstructed images were

also able to reveal the spatiotemporal information during the disease

progression. By employing a selected pool of biochemical compo-

nents to represent the liver constituents, we also identified

biochemical changes specific to NASH and showed that the classifi-

cation model is capable of accurately detecting NASH (Area Under

Curve (AUC) = 0.87) in mice.

Conclusion: In this study, we demonstrate that Raman micro-spec-

troscopy can similarly be used for the detection of NAFLD/NASH

through quantification of the biochemical and biological changes at

the cell and tissue level with spatiotemporal resolution. The unique

biochemical fingerprint generated in this study may serve as a useful

criterion to be leveraged for further validation in clinical samples.

YI010

Lipocalin-2 promotes metabolic inflammation in the liver through
mediating gut-liver axis

Dewei Ye1,2, Ying Xu3, Hau Tak Chau4, Jiating Huang2, Jiaming
Wu2, Xiao-an Ren2, Xianglu Rong1,2, Jiao Guo1,2, Aimin Xu1,4

1Joint Laboratory between Guangdong and Hong Kong on Metabolic

Disease, Guangdong Pharmaceutical University, Guangzhou;
2Guangdong Research Center of Metabolic Diseases of Integrated

Western and Chinese Medicine, Guangdong Pharmaceutical

University, Guangzhou; 3Faculty of Medicine, Guangdong

Pharmaceutical University, Guangzhou; 4State Key Laboratory of

Pharmaceutical Biotechnology, The University of Hong Kong

Background: Significant alteration in the profile of gut microbiota

represents a hallmark of obesity-induced nonalcoholic steatohepatitis

(NASH). However, molecular mechanisms linking altered gut

microbiota and NASH progression still remains poorly characterized.

Lipocalin-2 is a secretory glycoprotein originally identified from

human neutrophil granules. The present study aims to delineate the
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role of lipocalin-2 in regulating gut microbiota and NASH

development.

Methods: Lipocalin-2 knockout (KO) mice and wild type (WT) lit-

termates in ApoE deficient C57 genetic background were fed with

high fat high cholesterol (HFHC) diet for 12 weeks to induce NASH.

The profile of gut microbiota was determined by denaturing gradient

gel electrophoresis (DGGE) of 16S rDNA-based PCR fragments.

Result: In HFHC diet-fed WT mice, lipocalin-2 abundance in the

intestine was markedly enhanced in comparison to standard chow

group. Furthermore, HFHC diet-elicited lipocalin-2 enhancement

predominantly occurred in epithelial cells, as evidenced by

immunohistochemistry data. In addition, lipocalin-2 levels in

intestinal fluid showed an approximately fourfold elevation in HFHC

diet-fed WT mice relative to standard chow-fed group. WT mice upon

HFHC diet feeding exhibited dramatic alteration in composition of

gut microbiome. In contrast, diet-evoked alterations in the profile of

gut microbiome were largely restored in lipocalin-2 KO mice. Par-

ticularly, diet-induced obesity causes over 30% decline in intestinal

abundance of beneficial bacterium Akkermansia muciniphila, whereas

this decline was significantly reversed in lipocalin-2 KO mice. The

elevation in the circulating levels of endotoxin was notably sup-

pressed in lipocalin-2 KO mice. Most importantly and functionally,

HFHC diet-evoked histological lesions and inflammatory response in

the liver were significantly attenuated in mice lacking lipocalin-2

when compared to those in WT controls.

Conclusion: Lipocalin-2 acts as one of the key mediators of gut-liver

axis to modulate NASH pathogenesis majorly through regulating the

gut microbiota.
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NAFLD in newly diagnosed type 2 diabetes: prevalence
and estimation of multiplicative effect for combination of various
predicting factors

Amna Subhan Butt1, Saeed Hamid1, Zishan Haider1, Mohammad
Salih1, Fatima Sharif1, Jaweed Akhter1

1Aga Khan University Hospital, Karachi, Pakisthan

Background: Being a risk factor for NAFLD a rapid rise in the

prevalence of type 2 Diabetes (T2DM) has necessitated the investi-

gation of NAFLD in Asians where knowledge about NAFLD is in a

nascent stage. We aim to estimate the prevalence of NAFLD and the

multiplicative effect for combination of predicting factors associated

with NAFLD among Pakistani patients with newly diagnosed T2DM.

Methods: This cross-sectional study was conducted at outpatient

clinics of Aga Khan University Hospital during 2008–2013. Con-

secutive patients C18 years of age with newly diagnosed T2DM were

enrolled. Ultrasound liver was performed to identify NAFLD.

Anthropometric measurements and laboratory investigations were

carried out.

Result: Out of 203 patients with newly diagnosed T2DM, NAFLD

was found in 146 (71.9%) cases. Dyslipidemia (OR 2.38, 95% CI

1.06–5.34, p 0.035), higher LDL (OR 1.02, 95% CI 1.01–1.03,

p 0.003), HbA1c (OR 1.27, 95% CI 0.97–1.68, p 0.045) and diastolic

BP (OR 1.05, 95% CI 1.01–1.10, p 0.009) were significantly asso-

ciated with NAFLD. While physical activity (OR 0.23, p\ 0.0001)

and higher HDL (OR 0.92, p\ 0.0001) were protective factors. A

rising trend in odds of having NAFLD was observed with increasing

number of risk factors. A combination of physical inactivity, HTN,

dyslipidemia, waist circumference, BMI, HbA1c, TG, HDL, LDL and

ALT predicts the highest odds of 10.8 for NAFLD (95% CI 4.9–24,

p 0.001).

Conclusion: We found a high prevalence of NAFLD in Pakistani

patients with newly diagnosed T2DM. Dyslipidemia, higher LDL,

HBA1c and diastolic BP were significantly associated with NAFLD.

A rising trend in odds of having NAFLD was observed with

increasing number of risk factors.

YI012

Untreated patients with chronic hepatitis C were more likely
to have major comorbidities and prescription drug use
than treated patients in the oral direct-acting antivirals (DAAs)
era: results of a population-based study of patients in the United
States

Philip Vutien1,2, Josephine Tran3, Vincent Peichel3, Felix Cao3,
Mindie Nguyen1

1Stanford Medical Center, Palo Alto, CA, USA; 2Rush University

Medical Center, Chicago, IL, USA; 3Optum Inc., Eden Prairie, MN,
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Background: Over three-quarters of patients with chronic hepatitis C

(CHC) in the United States were born between 1945 and 1965. As this

population ages, the increasing rates of medical comorbidities and

polypharmacy may make CHC management more challenging and

especially with drug–drug interactions involving cytochrome P-450

metabolized DAAs. We aimed to measure the prevalence of comor-

bidities and medication use that may be barriers towards initiating

DAAs in a large population-based cohort of American patients with

CHC.

Methods: Using ICD-9 codes, we identified 12,622 consecutive CHC

patients from 1/1/2011 to 9/30/2015 from Optum Insight’s insurance

claims database, one of the largest nationwide prescription drug

coverage plans in the United States. Our treatment group consisted of

6325 patients receiving DAA prescriptions after 11/1/2013. Any

patients treated prior to 11/1/2013 were excluded from the study.

Medical comorbidities were also defined by ICD-9 codes.

Result: Close to half of patients (39%) were female (Table 1). Two-

thirds of patients (66.8%) had government sponsored Medicare part-D

insurance and one-third (33.2%) had commercial insurance. Among

treated patients, sofosbuvir and ledipasvir combination therapy was

the most commonly used treatment regimen (55.6%). Compared to

treated patients (Fig. 1), untreated patients were more likely to have
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end stage renal disease (4 vs. 1.4%, OR = 2.9, p[ 0.001), congestive

heart failure (11.4 vs. 4.4%, OR = 2.8, p\ 0.001), and seizure dis-

order (5.6 vs 3%, OR = 1.9, p\ 0.001). Untreated patients were also

more likely to have active or prior episodes of psychosis compared to

treated patients (9.4 vs. 5%, OR = 2, p\ 0.001) and were more

likely to be prescribed a medication with potentially severe drug–drug

interaction to DAAs (24.7 vs. 21.5% treated, p\ 0.001) including

anticonvulsants (1.7% untreated vs. 0.9% treated, p\ 0.001).

Conclusion: In a large population-based cohort of insured American

patients with CHC, the prevalences of certain major comorbidities

and concomitant medications were significantly higher in untreated

patients compared to treated patients, suggesting that comorbidities

and polypharmacy may still be barriers for antiviral therapy for CHC

even in post-DAA era.
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PRMT5 restricts hepatitis B virus infection via epigenetic
repression of cccDNA transcription and interference with pgRNA
encapsidation
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Background: Chronic hepatitis B virus (HBV) infection remains a

major health problem worldwide, for which current antiviral therapies

can control but rarely achieve a cure due to their inability to eradicate

or inactivate the nuclear episomal form of the HBV genome termed

covalently closed circular (ccc) DNA. Accumulating evidence sug-

gests that the cccDNA associates with cellular histone proteins to

organize into a minichromosome structure and the host epigenetic

modifications critically regulate the maintenance and transcriptional

activity of cccDNA. While the role of acetylation of cccDNA-bound

histone 3 (H3) and histone 4 (H4) in regulation of cccDNA tran-

scription is well recognized, the potential contributions of histone

methylation and related host factors remain obscured.

Methods: We screened a series of histone methyltransferases or

demethylases to identify the most potent one against HBV in

monomeric linear HBV DNA-transfected cells. We further employed

HBV-infected dHepaRG cells and pCMV-HBV-transfected Huh7

cells to confirm the effect of the identified protein on the HBV

cccDNA transcription and viral DNA replication and to analyze the

underlying mechanisms. We also collected liver tissues of patients

with chronic HBV infection to examine the association between the

symmetric dimethylation of arginine 3 on H4 (H4R3me2 s) on

cccDNA and the HBV transcription.

Result: We identified protein arginine methyltransferase 5 (PRMT5)

as an effective restrictor of HBV transcription and replication. In both

the dHepaRG cells with HBV infection and liver samples from the

patients, we found that cccDNA-bound H4R3me2 s was a repressive

marker of cccDNA transcription and was regulated by PRMT5

depending on its methyltransferase domain. Moreover, PRMT5-trig-

gered H4R3me2 s on the cccDNA minichromosome involved an

interaction with the HBV core protein and the Brg1-based hSWI/SNF

chromatin remodeler, which resulted in the downregulation of RNA

Pol II-mediated cccDNA transcription. In addition to the inhibitory

effect on cccDNA transcription, PRMT5 inhibited HBV core particle

DNA production independent of its methyltransferase activity. Fur-

ther study revealed that PRMT5 interfered with pre-genomic RNA

(pgRNA) encapsidation by preventing its interaction with viral

polymerase protein through binding to the RT-RH region of poly-

merase which is crucial for the polymerase-pgRNA interaction.

Conclusion: PRMT5 restricts HBV infection via two-part mecha-

nisms, including epigenetic suppression of cccDNA transcription and

interference with pgRNA encapsidation, which may further prevent

the cccDNA replenishment. These findings improve the understand-

ing of epigenetic regulation of HBV transcription and host-HBV

interaction, thus provide new insights into targeted therapeutic

intervention.
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Expression and antiviral function of TLR7 in chronic hepatitis B
patients and its up-regulation by PEG-IFN-a-2a therapy
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Jian Sun1, Jinlin Hou1, Xiaoyong Zhang1

1Hepatology Unit, Nanfang Hospital, Southern Medical University,

Guangzhou; 2Institute of Virology, University Hospital of Essen,

Essen, Germany

Background: Therapeutic strategy to activate host innate immunity,

like toll-like receptor 7 (TLR7) agonist, had a great potential for the

treatment of chronic hepatitis B (CHB). Here we investigated the

expression of TLR7 in CHB patients with or without Peg-IFN-a-2a

therapy and explored the mechanism contributing its antiviral func-

tion in vitro.

Methods: PBMC samples were collected from 31 healthy controls

(HC) and 80 CHB patients; including 25 HBeAg-positive CHB

patients received Peg-IFN-a-2a therapy. TLR7 expression in PBMC

cells and liver tissues were evaluated using realtime RT-PCR and

microarray analysis, respectively. HepG2.2.15 cells were incubated

with conditioned media (CM) from PBMC treated with the TLR7-

ligand imiquimod. HBV replication was analyzed by Southern blot

and the antiviral cytokines production was examined by ELISA and

antibody neutralization assay. CD19 + B cells were sorted by

MicroBeads and were stimulated with imiquimod in the presence of

IFN-a or not. B cells proliferation, activation, cytokines and antibody

production were determined by FACS and ELISPOT analysis.

Result: TLR7 expression in PBMC and liver tissue was significant

higher in CHB patients than HC (p = 0.003) and had a positive

correlation with ALT levels (p\ 0.001, r = 0.333). To examine the

TLR7-mediated antiviral effect in vitro, exposure of HepG2.2.15 cells

to the CM form HC or CHB PBMC strongly inhibited HBV repli-

cation and antigen expression, largely depend on the production of

IFN-a. Interesting, more pronounced inhibition of HBV replication

and induction of IFN-a were observed in CM from CHB, as compared

to HC. Further, longitudinal analysis revealed that TLR7 levels in

PBMC were steadily increased during 48 weeks of Peg-IFN-a-2a

therapy and its expression at 24 weeks of treatment were much higher

in group with off-treatment complete response (HBeAg seroconver-

sion and HBV DNA\200 IU/ml for at least 6 months after the end of

therapy, n = 7) than non-off treatment complete responders group

(n = 18, p = 0.006). Consistently, peg-IFN-a-2a or recombinant

IFN-a treatment were able to upregulate TLR7 expression in

CD19 + B cells. Moreover, IFN-a was able to work synergistically

with imiquimod to augment HBcAg specific B cells proliferation

(CFSE staining), activation (CD69, CD80, CD86), cytokines (TNF-a,

IL-6, IFN-c) and antibody (IgM, IgG) production.

Conclusion: Our results suggested that TLR7 exerted its inhibitory

effect on HBV replication by IFN-a secretion, while its expression

and antiviral effect were enhanced in CHB patients. Moreover, TLR7

expression was up-regulated by Peg-IFN-a-2a therapy and its ligand

could work synergistically with IFN-a to enhance B cells function,

implying the application of sequential therapeutic strategy with Peg-

IFN-a-2a and TLR7-ligand in CHB patients.

YI015

Hepatitis B virus e antigen-mediated antagonism to antiviral
activity of interferon-inducible DNA-sensor protein IFI16

Yu-Qing Lu1, Lai Wei1, Xiao-Ben Pan1

1Peking University People’s Hospital, Peking University Hepatology

Institute, Beijing

Background: Hepatitis B virus (HBV) is a hepatotropic DNA virus

which leads to acute or chronic infection. The outcome of HBV

infection is determined by the nature and strength of host immune

responses. Gamma interferon (IFN-c) is a key mediator of host innate

and adaptive antiviral immunity against HBV infection in vivo. IFI16

is an IFN-c inducible DNA sensor protein with molecular weight of

90–100KD, which has been reported to stimulate type I IFN

expression upon sensing of intracellular DNA. Our study aims to

elucidate whether IFI16 play roles in the anti-HBV innate immunity.

Methods: Naive liver derived cell lines HepG2, Huh7 and QSG-7701

and HBV stably-integrated cell lines HepAD38 and HepG2.2.15 were

used. The expression and subcellular location of IFI16 in these cells

were detected by western blot and immunofluorescence staining.

Plasmids including pCMV6-XL5-IFI16, pLenti-IFI16-GFP, pUC18-

HBV1.2, pUC18-HBV1.2DE, pBPLV-HBs, pBPLV-HBe, pBPLV-

HBx, pCDNA3.1-HBc183 and pcDNA3.1-HBc173 were used for

transfection.

Result: Both liver-derived cell lines HepG2 and QSG-7701 had low

levels of constitutive nuclear expression of IFI16, which was mod-

erately induced by IFN-a and strongly induced by IFN-c. However,

IFI16 was negative in Huh7 cells and could not be induced by

interferons. The co-transfection of plasmids pCMV6-IFI16 and

pUC18-HBV1.2 significantly inhibited the expression of viral pro-

teins and HBV DNA replication in Huh7 cells. However, the IFI16

bands were smeared detected by western blot. The further co-trans-

fection experiments demonstrated that IFI16 expression was strongly

inhibited by the expression of HBV e antigen, but not viral S, X or

Core protein (1–183 and mutant 1–173). In the HBV stably-integrated

cell lines HepAD38 and HepG2.2.15, IFI16 mRNA and protein were

undetectable and were poor response to interferons induction in

HepAD38 and HepG2.2.15 cells.

Conclusion: The interferon-inducible DNA sensor protein IFI16

functions to inhibit HBV replication, but HBeAg presents an antag-

onist by possibly inhibiting IFI16 at mRNA level. The studies for

mechanism in detail and clinical significant of the antiviral protein are

ongoing.
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YI016

Kinetics analysis of the function of splenocytes from acute-
resolving HBV-mice in breaking HBV tolerance

Qin Wang1, Yanan Liu1, Wen Pan1, Qing Yu1, Jinzhuo Luo1,
Shangqing Yang1, Lu Wang1, Dongliang Yang1, Jia Liu1

1Department of Infectious Diseases, Institute of Infection and

Immunology, Union Hospital, Tongji Medical College, Huazhong

University of Science and Technology, Wuhan

Background: Effective adaptive immune responses are vital for the

clearance of HBV infection. However, little is known about how the

antiviral function of different immune cells of peripheral lymphoid

organs changes during the course of acute-resolving HBV infection.

Here, we investigated the kinetics of functional change of different

splenocytes from acute-resolving HBV-mice in breaking HBV tol-

erance using HBV hydrodynamic injection (HI) mouse model.

Methods: HI was performed to establish acute-resolving (with pSM2

plasmid) or persisting (with pAAV/HBV1.2 plasmid) HBV replica-

tion in CD45.1 and CD45.2 C57BL/6 mice. Total splenocytes, splenic

CD8 + T cells and splenocytes without CD8 + T cells (non-CD8)

were purified from HBV acute-resolving CD45.1 mice at different

time points post virus exposure and were adoptively transferred to

HBV persistence mice. The viremia in the recipient mice was mon-

itored. The phenotype and function of CD45.1 + donor immune cells

were analyzed by flow cytometry.

Result: Viral clearance was achieved in HBV persisting mice by

adoptive transfer of 14 dpi (days post injection) total splenocytes and

21 dpi purified splenic CD8 + T cells from acute-resolving HBV-

mice. Besides, adoptive transfer of 7 dpi non-CD8, 14 dpi CD8 + T

cells and non-CD8, 21 dpi total splenocytes, and 28 dpi non-CD8 led

to a better control of viral replication in the HBV persisting mice.

Interestingly, adoptive transfer of 21 dpi non-CD8 and 28 dpi

CD8 + T cells resulted in a delayed HBV clearance in mice. We

observed increased CD45.1 + CD8 + T cell infiltration in the liver in

14dpi total splenocytes transferred group and 21 dpi CD8 + T cell

transferred group. These CD8 + T cells showed an activation phe-

notype and increased IFN-c production compared to that in other cells

transferred groups.

Conclusion: The antiviral function varies in different splenocytes as

well as at different time points during the course of acute-resolving

HBV replication. The achievement of breaking HBV tolerance relies

on the activation of both splenic CD8 + T cells and non-CD8 cells.

The activation of non-CD8 splenocytes seems to happen prior to the

activation of CD8 + T cells post virus exposure. The non-CD8 also

showed a negative immune regulation property during the late phase

of HBV clearance. Further studies are needed to examine the func-

tional change of different populations of splenocytes during acute-

resolving HBV infection.

YI017

The role of APRI score on determination of disease status
at presentation of HBV and HCV infected Filipino patients

Maria Fleurdeliz r. Goco1, Stephen N. Wong1, Jose D. Sollano1

1Section of Gastroenterology, University of Santo Tomas Hospital,

Manila, Philippines

Background: Performance of AST to platelet ratio index (APRI) as a

non-invasive marker of fibrosis and cirrhosis can be used to monitor

progressive liver disease but with lower accuracy compared to

fibroscan and liver biopsy. Its use on determination of progressive

liver disease for HBV and HCV infected Filipino patients was yet to

be determined. This study aims to identify the role of APRI score on

determination of disease status at presentation in HBV and HCV

positive Filipino patients.

Methods: 847 records of HbsAg and anti-HCV positive patients from

an outpatient clinic in 2 tertiary hospitals in Manila, Philippines were

reviewed and 538 Filipino patients were identified to have AST and

platelet. We computed for the APRI score and grouped patients

according to the computed APRI values: low (\0.5), intermediate

(0.5–1.5) and high score ([1.5). Baseline characteristics for each

group of patients were determined and compared. The APRI scores

were analyzed according to patients’ disease status at presentation.

The scores of HBV positive patients were also compared to that of the

HCV infected patients.

Result: In 538 patients, the mean age was 46 years with male pre-

dominance (66%). 58% of patients had a low APRI score (\0.5) and

14% had high score ([1.5). Majority (93%) of patients who had low

APRI score were asymptomatic at initial presentation and 61% of
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patients who had high APRI score on diagnosis had advanced liver

disease such as cirrhosis (29%) and hepatocellular carcinoma (32%)

(p B 0.05). Majority of HBV and HCV patients with low APRI score

(93 and 87%) were asymptomatic at diagnosis. The incidence of high

APRI score in patients with advanced liver disease at diagnosis is

significantly higher in HCV than HBV infected patients (59 vs. 44%,

p B 0.05).

Conclusion: APRI score is a useful non-invasive method for deter-

mination of disease status on initial diagnosis of HBV and HCV

infection. A low APRI score is a determinant of asymptomatic liver

disease for both HBV and HCV infection. A high APRI score of[1.5

however, identifies patients with advanced liver disease (cirrhosis and

HCC) in HCV than HBV Filipino patients.

YI018

Risk and adverse outcomes of fractures in patients with liver
cirrhosis: two nationwide studies

Yi-Chun Chou1, Chien-Chang Liao2, Ta-Liang Chen2

1China Medical University Hospital, Taichung, Taiwan; 2Taipei

Medical University Hospital, Taipei, Taiwan

Background: Falls were identified as a complication for people with

liver cirrhosis (LC). This study evaluated fracture risk and post-

fracture outcomes in patients with LC.

Methods: We identified 3941 adults aged 20 years and older newly

diagnosed with LC using the Taiwan National Health Insurance

Research Database from 2000 to 2003. Comparison cohort consisted

of 15,764 adults without LC randomly selected by frequency

matching in age and sex. Followed-up events of fracture from 2000

until 2008 were ascertained from medical claims. Adjusted hazard

ratios (HRs) and 95% confidence intervals (CIs) of fracture associated

with LC were calculated in the multiple Cox proportional hazard

models. Another nested cohort study of 600828 hospitalized fracture

patients analyzed for adjusted odds ratios (ORs) and 95% CIs of

adverse events after fracture among patients with and without LC

between 2006 and 2013.

Result: The incidences of fracture for people with and without LC

were 28.0 and 16.9 per 1000 person-years, respectively. Compared

with control, the adjusted HR of fracture was 1.71 (95% CI

1.55–1.87) for LC patients. Previous LC was associated with risks of

septicemia (OR 1.87, 95% CI 1.68–2.0), acute renal failure (OR 1.77,

95% CI 1.43–2.18), and mortality (OR 1.71, 95% CI 1.45–2.01) after

fracture.

Conclusion: LC was associated with higher risk of fracture. Patients

with LC had more complications and mortality after fracture. Fracture

prevention and attention to post-fracture adverse events are needed

for this susceptible population.
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OP001

Addition of ribavirin to daclatasvir plus asunaprevir for chronic
hepatitis C 1b patients with baseline NS5A resistance-associated
variants improved response

Chun-Ming Hong1, Chun-Jen Liu1, Shiou-Hwei Yeh1, Pei-Jer
Chen1

1National Taiwan University Hospital, Taipei, Taiwan

Background: Daclatasvir is a non-structural protein 5A inhibitor with

potent activity against hepatitis C virus genotypes 1–6 in vitro, and

asunaprevir is a non-structural protein 3 protease inhibitor with

activity against genotypes 1, 4, 5, and 6. Despite a 90% SVR rate, the

SVR rate in patients with baseline NS5A-N31/Y93H polymorphisms

decreased to around 50%. Therefore an alternative regimen under the

consideration of cost-effectiveness for such patients would be

important. Whether the addition of ribavirin could improve the SVR

rate among this group of patients remains unknown and hence our

case series was reported.
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Methods: For six adult CHC 1b patients with a pre-existing NS5A-

Y93H (more than 20%) polymorphism, we added ribavirin

(800 mg/day) to daclatasvir/asunaprevir for 24 weeks and followed

through 12 weeks post-treatment. Four of these patients received

interferon/ribavirin treatment before but relapsed while the other two

were naı̈ve cases. Two of them had liver cirrhosis and one had hep-

atocellular carcinoma post-curative therapy. The primary efficacy

end-point was undetectable HCV RNA (an HCV RNA level of

\25 IU/mL) at 12 weeks after the end of the treatment (SVR12).

Result: In total five cases reached SVR12 eventually (SVR rate:

83%). However, the viral load of one remaining patient rebounded

since the 24th week of treatment. No patients developed significant

adverse effects during and after the treatment.

Conclusion: In genotype 1b CHC patients with NS5A-Y93H poly-

morphism, the addition of ribavirin to daclatasvir/asunaprevir may

increase SVR12 rate with minimal side effects, and thus deserves

more comprehensive trials in resource-limited areas.

OP002

Improvement in fibrosis parameters following treatment
with fixed-dose daclatasvir/asunaprevir/beclabuvir in Japanese
patients with chronic hepatitis C virus genotype 1 infection

Norio Akuta1, Joji Toyota2, Yoshiyasu Karino2, Fusao Ikeda3,
Akio Ido4, Katsuaki Tanaka5, Koichi Takaguchi6, Atsushi
Naganuma7, Eiichi Tomita8, Kazuaki Chayama9, Shigetoshi
Fujiyama10, Yukiko Inada11, Hitoshi Yoshiji12, Hideaki
Watanabe13, Hiroki Ishikawa13, Sophie Zhao Yue14, Eugene Scott
Swenson14, Hiromitsu Kumada1

1Toranomon Hospital, Tokyo, Japan; 2Sapporo-Kosei General

Hospital, Sapporo, Japan; 3Okayama University, Okayama, Japan;
4Kagoshima University, Kagoshima, Japan; 5Yokohama City

University Medical Center, Yokohama, Japan; 6Kagawa Prefectural

Central Hospital, Takamatsu City, Japan; 7Takasaki General Medical

Center, Takasaki, Japan; 8Gifu Municipal Hospital, Gifu, Japan;
9Hiroshima University, Hiroshima, Japan; 10Kumamoto Shinto

General Hospital, Kumamoto, Japan; 11Miyazaki Medical Center

Hospital, Miyazaki, Japan; 12Nara Medical University, Kashihara,

Japan; 13Bristol-Myers Squibb KK, Tokyo, Japan; 14Bristol-Myers

Squibb, Princeton, NJ, USA

Background: Treatment with the all-oral, fixed-dose combination of

daclatasvir 30 mg (pangenotypic NS5A inhibitor), asunaprevir

200 mg (NS3/4 protease inhibitor) and beclabuvir 75 mg (non-nu-

cleoside NS5B inhibitor) twice daily (DCV-TRIO) achieved a high

rate of sustained virologic response at follow-up (FU) week 12

(SVR12; 96% in both the overall population and patients with cir-

rhosis) and was generally well-tolerated in hepatitis C virus (HCV)-

infected Japanese patients with/without cirrhosis in the phase 3

UNITY-3 study. Virologic clearance in patients infected with HCV

may be associated with improvement in hepatic fibrosis and decreased

risk of hepatocellular carcinoma. We report an analysis of fibrosis

measures over time in UNITY-3.

Methods: Japanese patients infected with HCV genotype (GT) 1a or

1b who were either treatment-naive or interferon (IFN)-experienced

received DCV-TRIO for 12 weeks. Patients with compensated cir-

rhosis [assessed by biopsy (any time prior to screening with a Metavir

or new INUYAMA Fibrosis Score of F4) or Fibroscan (within 1 year

of screening[14.6 kPa) or Ikeda’s formula score[0 during screening

(no biopsy or Fibroscan required)] were enrolled (approx. 20%).

Assessments of liver fibrosis [FibroTest, FibroScan, FIB-4 index and

AST/platelet ratio index (APRI)] were collected at baseline and post-

treatment FU visits.

Result: A total of 217 patients received at least one dose of DCV-

TRIO and were included in follow-up assessments. Of these 217

patients, 213 (98%) had HCV genotype 1b infection (treatment naı̈ve,

n = 149; IFN-experienced, n = 64), 4 (2%) had genotype 1a infec-

tion, and 57 (26%) had baseline HCV RNA C10,000,000 IU/mL. A

total of 149 patients were female (69%), 46 patients (21%) had cir-

rhosis, 84 patients (39%) had a baseline FibroTest score category of

F3–4, and the majority of patients had IL28B rs12979860 CC

(n = 129 [59%]) or rs8099917 TT (n = 130 [60%]) genotypes. The

median age was 64 years (range, 27–80 years). All median liver

fibrosis assessment scores in DCV-TRIO recipients demonstrated

overall improvements from baseline to FU visits, with numerically

greater improvements in patients with cirrhosis (Table 1). The

FibroTest score category scores improved (C1 category) in 44% of

patients (n = 94/214), remained stable in 51% of patients (n = 108/

214), and worsened (C1 category) in 5.6% of patients (n = 12/214).

Conclusion: DCV-TRIO administered for 12 weeks achieved a high

SVR12 rate and was generally well tolerated, irrespective of cirrhosis

status. Treatment with DCV-TRIO improved measures of hepatic

fibrosis in Japanese patients, and improvements in these measures

were numerically greater in patients with cirrhosis.
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OP003

Post marketing surveillance of daclatasvir/asunaprevir
in Japanese patients with chronic hepatitis C: an interim report

Fumitaka Suzuki1, Naoya Hatanaka2, Etsuya Bando2, Akira
Komoto2

1Toranomon Hospital, Tokyo, Japan; 2Bristol-Myers Squibb K.K.,

Tokyo, Japan

Background: Daclatasvir (DCV) combined with asunaprevir (ASV)

was the first all-oral treatment to be approved in Japan for chronic

hepatitis C virus (HCV) serogroup 1 infection in patients with/without

compensated cirrhosis. We report interim findings of a post-marketing

survey of DCV + ASV in Japanese patients treated in the routine

clinical setting.

Methods: The survey aimed to register a total of 3000 HCV-infected

patients, including 1000 patients with compensated cirrhosis, between

September 2014 and August 2015. All patients received oral DCV

60 mg once daily + ASV 100 mg twice daily for 24 weeks. Patient

background, administration status, concomitant medication, and

measures of safety and efficacy were recorded. This report includes

safety data collected up to 3 July 2016.

Result: Of the 3089 patients registered, 2165 (70.0%) patients (fe-

male, n = 1233 [57.0%]; mean age, 69.1 years [range 21–92];

compensated cirrhosis, n = 862 [39.8%]) are included in the safety

set; 1874 (86.6%) patients have completed the treatment period. The

main reasons for discontinuation in the safety set were adverse events

(n = 146 [6.7%]) and lack of efficacy (n = 86 [4.0%]). A total of 538

patients (24.85%) in the safety set experienced a total of 811 adverse

drug reactions (ADRs). Events corresponding to the composite ADR

term ‘hepatic function disorder’ occurred in 315 patients (14.55%).

Common ADRs were: hepatic function abnormal (n = 133 [6.14%]),

increased eosinophil count (n = 67 [3.09%]), increased alanine

aminotransferase (n = 63 [2.91%]), increased aspartate aminotrans-

ferase (n = 61 [2.82%]), liver disorder (n = 58 [2.68%]) and pyrexia

(n = 53 [2.45%]); rates of ADRs in patients with/without compen-

sated cirrhosis were generally comparable (Table 1). Serious ADRs

which occurred in two or more patients were liver disorder (n = 5

[0.23%]), pyrexia (n = 4 [0.18%]); hepatic function abnormal (n = 3

[0.14%]) hepatic encephalopathy (n = 2 [0.09%]) and jaundice

(n = 2 [0.09%]); all serious ADRs have/are resolved/resolving and all

patients have/are recovered/recovering. No deaths have been reported.

Differences in the rate and frequency of ADRs were observed when

analysed by sex (male, n = 203/932 [21.78%]; female, n = 335/1233

[27.17%]), age (\60 years, n = 70/321 [21.81%]; [80 years,

n = 66/226 [29.20%]), BMI (\18.5 kg/m2, n = 105/321 [34.29%];

35–\40 kg/m2, n = 7/43 [16.28%]), and renal function (CrCl

C80 mL/min, n = 111/543 [20.44%]; CrCl \50 mL/min, n = 60/

185 [31.16%]).

Conclusion: DCV + ASV was generally well tolerated in this interim

analysis of real-world data.

OP004

Real-life treatment outcomes of ledipasvir and sofosbuvir
with or without ribavirin in patients with genotype 4 or 1 chronic
hepatitis C virus infection in Kuwait

Mohamed Alboraie1,2, Motaz Saad1, Haifa Abbas3, Mostafa Afifi1,
Mohamed Elfar1, Drabhijit Dangi1, Tamer Mansour3, Heba
Zaky3, Hassan Elzohry3, Fuad Hasan1,4, Ahmad Alfadhli1

1Haya Al-Habeeb Gastroenterology Center, Mubarak Al-Kabeer

Hospital, Jabriya, Kuwait.; 2Department Of Internal Medicine, Al-

Azhar University, Cairo, Egypt; 3Thunayan Al-ghanim

Gastroenterology Center, Amiri Hospital, Kuwait City, Kuwait;
4Department of Medicine, Faculty of Medicine, Kuwait University,

Kuwait City, Kuwait

Background: Discovery of new direct acting antivirals has revolu-

tionized treatment of hepatitis C. Real life effectiveness data are

emerging and help to optimize treatment decisions in different pop-

ulations. Data from the Middle East are limited about effectiveness of

ledipasvir/sofosbuvir fixed dose combination especially in genotype

4. We aimed to assessed the safety and efficacy of ledipasvir/sofos-

buvir fixed dose combination, with or without ribavirin in patients

with chronic HCV genotype 4 or 1 in Kuwait.

Methods: We retrospectively analyzed real life data of chronic

hepatitis C patients who received ledipasvir/sofosbuvir fixed dose

combination with or without ribavirin in the period between June

2015 and May 2016 in Kuwait. Patients were allocated to two
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treatment arms either ledipasvir/sofosbuvir fixed dose combination

(LDV/SOF) or ledipasvir/sofosbuvir fixed dose combination plus

Ribavirin (LDV/SOF ± RBV) for 12–24 weeks based on AASLD/

IDSA guidelines for treatment of hepatitis C. Patients were further

classified according to presence of cirrhosis and treatment experience.

Quantitative HCV-PCR was done before treatment, at week 4, at

week 12 and at week 24 of treatment when applicable. Patients were

also tested for HCV-RNA at 12 weeks post-treatment.

Result: Our study included 84 chronic hepatitis C Kuwaiti patients

(53.5% females), mean age was 55.7 years (SD ± 10.47), Genotype 4

(76%) and Genotypes 1 (34%). 38% had liver cirrhosis, 47.6% failed

previous treatment with pegylated interferon and ribavirin. 48 patients

(37 Genotype 4, 6 genotype 1a and 5 Genotype 1b) have completed

the course of treatment till date; (1.4% received 24 weeks and 98.6%

received 12 weeks) with sustained virologic response rate (SVR) of

(93.75%) in total. 28/48 (58.3%) received (LDV/SOF) and 20/48

(41.7%) received (LDV/SOF + RBV). The response rate in males

(22/22; 100%) was higher than females (23/26; 88%). SVR in

genotype 4 was 94.6% (35/37), in genotype 1a was 83% (5/6) and in

genotype 1b was 100% (5/5;). SVR rates were 100% (32/32) and

81.25% (13/16) in patients without and with cirrhosis respectively.

SVR rates were 100% (24/24) in treatment naı̈ve and 87.5% (21/24)

in treatment experienced patients. For genotype 4 patients, SVR rates

were 100% for patients without cirrhosis (23/23), 85.7% for patients

with cirrhosis (12/14), 100% for treatment naı̈ve patients (18/18) and

89.5% for treatment experienced (17/19). None of our patients dis-

continued treatment and no serious adverse events were observed.

Conclusion: Ledipasvir/sofosbuvir fixed dose combination with or

without Ribavirin was safe, effective and tolerable in Kuwaiti patients

with chronic hepatitis C. Better outcomes were achieved in treatment

naı̈ve patients and patients without cirrhosis.

OP005

Emergence and persistence of NS5A and NS3 resistance-
associated substitutions in patients infected with HCV genotype
1b and treated with daclatasvir and asunaprevir

Fiona McPhee1, Dennis Hernandez1, Nannan Zhou1, Fei Yu2,
Bernadette Kienzle1, Yue Zhao2, Misti Linaberry2, Stephanie
Noviello2, Ming Lung Yu3, Sang Hoon Ahn4, Yoshiyasu Karino5,
Kazuaki Chayama6, Hiromitsu Kumada7

1Bristol-Myers Squibb, Wallingford, CT, USA; 2Bristol-Myers

Squibb, Princeton, NJ, USA; 3Hepatitis Center and Hepatobiliary

Division, Department of Internal Medicine, Kaohsiung Medical

University Hospital, Kaohsiung; 4Yonsei University College of

Medicine, Seoul, South Korea; 5Sapporo Kosei General Hospital,

Sapporo, Japan; 6Hiroshima University, Hiroshima, Japan;
7Toranomon Hospital, Tokyo, Japan

Background: For hepatitis C virus (HCV)-infected patients with

virologic failure on a direct-acting antiviral regimen, it is important to

understand the emergence and post-treatment persistence of resis-

tance-associated substitutions (RAS) to help guide potential

retreatment options. A pooled analysis of emergent RAS was per-

formed in HCV genotype (GT-)1b-infected patients receiving the

approved regimen daclatasvir (DCV; 60 mg QD) and asunaprevir

(ASV; 200 mg tablet or 100 mg capsule BID), and the persistence of

DCV- and ASV-resistant substitutions through C192 (range

192–228) weeks post-treatment was assessed.

Methods: Patients infected with HCV GT-1b without a sustained

virologic response (SVR) and with HCV RNA C1000 IU/mL on or

after treatment with DCV + ASV for 24 weeks were included from 5

Phase 2 and 3 global and Japanese studies (AI447011, AI447017,

AI447026, AI447028, and AI447031). Baseline and post-baseline

plasma samples were sequenced at a sensitivity cut-off of C20% of

the viral population. To determine the persistence of emergent RAS,

samples at the end of study (up to post-treatment Week 48) and/or

from a 3-year long-term follow-up rollover study (AI444046) were

also sequenced (sensitivity cut-off C20 and C1% for select samples).

Result: Of 1059 patients treated with DCV + ASV, 152 without an

SVR met the criteria for resistance testing. Of these, 89% (136/152)

had NS5A and 95% (145/152) had NS3 sequences at both baseline

and virologic failure (VF). NS5A RAS emerged in 99% (134/136) of

VF—at L28 (1%; n = 2), P29 (1%; n = 2), R30 (7%; n = 9), L31

(65%; n = 89), P32 (3%; n = 4), P58 (8%; n = 11), or Y93 (48%;

n = 65). NS3 RAS emerged in 89% (129/145) of VF—at V36 (1%;

n = 1), Y56 (8%; n = 12), Q80 (3%; n = 4), R155 (1%; n = 2), or

D168 (88%; n = 127). Of those patients with both NS5A and NS3

sequences at VF, 79% (112/142) had RAS at L31 and Y93 for NS5A

and D168 for NS3. For VF patients with emergent DCV- and ASV-

resistant substitutions who were monitored to post-treatment Week

96, replacement of these RAS was observed in 7% (2/28) of NS5A

and 71% (17/24) of NS3 sequences, while for the few patients

monitored to post-treatment Week 192 and beyond, replacement of

emergent DCV- and ASV-resistant substitutions were observed in 0%

(0/8) of NS5A and 88% (7/8) of NS3 sequences.

Conclusion: RAS to both DCV and ASV emerged in most HCV GT-

1b- infected patients treated with DCV + ASV who experienced VF.

For those patients monitored beyond 96 weeks post-treatment, NS5A

RAS persisted while NS3 RAS were generally no longer detected.

Therapy options for DCV + ASV treatment failures may depend on

the timing of retreatment: an NS3 inhibitor-containing regimen may

be possible if NS3 RAS are no longer observed, while regimens not

impacted by the NS5A-L31 + Y93 and NS3-D168 RAS combination

would offer an immediate alternative.

OP006

Sofosbuvir-based treatment of acute hepatitis C in patients
hemodialysis

Yingli Hee1, Yingren Zhao2, Tianyan Chen2

1First Affiliated Hospital, School Of Medicine, Xi’an Jiaotong

University, Xi’an; 2Department of Infectious Diseases, First Affiliated

Hospital, School of Medicine, Xi’an Jiaotong University, Xi’an

Background: In January 2016 the HD centre of a local hospital in

North of Shaanxi province notified the health administration of three

patients who seroconverted to anti-HCV antibody positivity after

routine screening carried out. Multidisciplinary team carried out an

epidemiological investigation. Interviews were further extended to

patients to collect information about other possible risk factors of

HCV exposure.

Methods: A total of 35 hemodialysis patients were diagnosed acute

HCV infection. Alanine aminotransferase, anti-HCV antibody,HCV

RNA(COBAS TeqMan),genotypes(sequencing NS5B and hypervari-

able region), liver stiffness measurement (fibroscan) were evaluated.

Thirty-four patients treated with 200 mg sofosbuvir and 90 mg

daclatasvir daily. Virological response and adverse events were

evaluated.

Result: At the time of data abstraction (Nov 11, 2016), Of the 34

patients, none discontinued treatment early. SVR12 was achieved by

82.35% (28/34). Median eGFR was not significantly changed during

treatment. Aggravated fatigue (8/34), hyperkalemia (12/34), anaemia,

increased rEPO dosage were most commonly events during the

treatment and relieved after cession of SOF based treatment.
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Conclusion: Our results strongly suggest that SOF-based antiviral

therapy, with 200 mg SOF, is safe and effective for the treatment of

acute hepatitis C patients with hemodialysis.

OP007

Resistance analysis of samples from patients infected with HCV
genotype 1b and treated with daclatasvir, asunaprevir,
and beclabuvir with or without ribavirin

Fiona McPhee1, Dennis Hernandez1, Nannan Zhou1, Joseph
Ueland1, Fei Yu1, Vincent Vellucci1, Xin Huang2, Xuning Wang2,
Hiroki Ishikawa3, Yoshiyasu Karino4, Hiromitsu Kumada5

1Bristol-Myers Squibb, Wallingford, CT, USA; 2Bristol-Myers

Squibb, Princeton, NJ, USA; 3Bristol-Myers Squibb KK, Tokyo,

Japan; 4Sapporo Kosei General Hospital, Sapporo, Japan;
5Toranomon Hospital, Tokyo, Japan

Background: The combination daclatasvir (DCV) plus asunaprevir

(ASV) is approved in Japan for treatment of HCV genotype (GT-) 1b.

Sustained virologic response (SVR) with DCV + ASV therapy is

reduced in HCV patients harboring NS5A resistance-associated sub-

stitutions (RAS), such as L31 M/V or—Y93H, at baseline. The

impact of these NS5A RAS on SVR12 was examined in a pooled

analysis of patients treated with DCV (60 mg QD or 30 mg

BID) + ASV (200 mg BID) and beclabuvir (BCV; 75 mg BID), an

NS5B polymerase thumb pocket 1 inhibitor, with or without ribavirin

(RBV) for 12 weeks. DCV, ASV and BCV may have been given

separately or as a 30/200/75 mg fixed-dose combination.

Methods: Baseline and available post-baseline plasma samples from

patients with or without cirrhosis and infected with HCV GT-1b who

were treated with DCV + ASV + BCV for 12 weeks in 5 Phase 2 and

3 global and Japanese studies (AI443014, and UNITY-1, -2, -3, and -

4) were sequenced using population-based sequencing (sensitivity

cut-off C20%) or next-generation sequencing (NGS; sensitivity cut-

off C1%). In SVR analyses assessing the impact of baseline RAS (at

NS5A-L31 or -Y93, NS3-D168, or NS5B-P495), patients who

received \4 weeks of treatment for non-virologic reasons, or who

responded to treatment before being lost to follow-up, were excluded.

Result: NS5A RAS were detected in 16% (85/537) of baseline samples

from HCV GT-1b infected patients treated with DCV + ASV +

BCV ± RBV: 16% (19/118) of cirrhotic and 16% (66/419) of non-cir-

rhotic patients. SVR12 in patients with baseline NS5A RAS was 100%

(85/85; 19/19 with cirrhosis and 66/66 without cirrhosis) compared with

[99% (451/452; 98/99 with cirrhosis and 353/353 without cirrhosis) in

patients without these RAS. Three patients (1 with cirrhosis and 2 without

cirrhosis) with baseline RAS conferring high level DCV resistance

(NS5A substitutions at both L31 and Y93) achieved SVR12. A single

patient with NS3-D168E at baseline in UNITY-2 achieved SVR12. No

tested patient had baseline NS5B-P495 RAS. A single treatment-expe-

rienced, cirrhotic patient in UNITY-2 from the United States, with high

baseline HCV RNA ([107 IU/mL) and no baseline NS5A RAS, relapsed

with emergent NS5A-Y93H only; no NS3 or NS5B RAS were detected

by NGS. Sub-analyses by viral load (\or C107 IU/mL) and age (\or

C65) showed SVR rates of 99–100%. Among 14 patients (all Japanese)

excluded from the SVR analyses due to receiving\4 weeks of treatment,

7 patients with no emergent NS3 or NS5B RAS by NGS experienced

virologic failure on or after treatment discontinuation; low-level DCV-

resistance RAS (R30H or L31 V) emerged in 4 of these 7 patients with

virologic failure without NS5A RAS at baseline.

Conclusion: In a pooled analysis of cirrhotic and non-cirrhotic

patients infected with HCV GT-1b with DCV-resistant substitutions

and treated with DCV + ASV + BCV ± RBV for C4 weeks, 100%

achieved SVR12.

OP008

Reactivation of hepatitis B virus in patients of chronic hepatitis C
with current or past hepatitis B virus infection treated with pan-
oral direct acting anti-virals

Ming-lun Yeh1,2, Chung-feng Huang1,2, Ching-i Huang1, Jee-fu
Huang1,2, Chia-yen Dai1,2, Ming-Lung Yu1,2,3, Wan-Long
Chuang1,2

1Hepatitis Center and Hepatobiliary Division, Department of Internal

Medicine, Kaohsiung Medical University Hospital, Kaohsiung;
2School Of Medicine, College of Medicine, Kaohsiung Medical

University, Kaohsiung; 3Liver Center, Division Of Gastroenterology,

Massachusetts General Hospital, Harvard Medical School, Boston,

MA, USA

Background: Hepatitis B virus (HBV) may reactivate when treat

chronic hepatitis C (CHC) with pan-oral direct acting anti-virals

(DAA). We aim to investigate the risk of HBV reactivation during

DAA therapy.

Methods: CHC patients, receiving pan-oral DAA therapy from Dec.

2013 to Aug. 2016 were evaluated. Fifty-seven patients with past

HBV infection (negative hepatitis B surface antigen (HBsAg) and

positive hepatitis B core antibody (Anti-HBc)) and 7 patients with

current HBV infection (positive HBsAg) were enrolled. The serum

HBV and HCV markers were regularly measured during therapy. The

aims of the study included HCV sustained virological response (SVR)

and HBV virological/clinical reactivation.

Result: The overall SVR12 rate was 96.7% and two patients, one with

positive HBsAg, happened relapse of HCV after completing therapy.

No episode of HBV virological reactivation was observed among

patients with past HBV infection. For the 7 patients with current HBV

infection, HBV reactivation with clinical hepatitis flare was found in

one of the three patients with pre-treatment detectable HBV DNA.

Recovery without liver transplantation was observed after entecavir

administration. Transient HBV DNA breakthrough without con-

comitant hepatitis flare was observed in another one patient with pre-

treatment undetectable HBV DNA. HBsAg level demonstrated only

small fluctuation (\1 log10 IU/mL) in most of the patients.

Conclusion: There was only little impact of Anti-HBc seropositivity

on HCV efficacy and safety. For CHC patients with current HBV

infection, the risk of HBV reactivation was alive and monitoring HBV

DNA level during therapy was warranted.

OP009

Dramatic response of hepatitis C patients chronically infected
with HCV genotype 3 to sofosbuvir based therapies in Punjab,
Pakistan

Muhammad haroon Yousaf1, Muhammad Iftikhar Yousaf1, Sajid
Iqbal1

1Shalamar Institute of Health Sciences, Lahore, Pakisthan

Background: Sofosbuvir is thought the next milestone in the

advancement of medication for hepatitis C. It is thought as an ef-

fective antiviral drug with rare side effects as compared to

interferons with a long list of side effects. There was no previous

large scale study reported from Pakistan to demonstrate the efficacy

of Sofosbuvir based therapies and their adverse effects. Primary

objective was to explore worth of the Sofosbuvir based treatment in

the patients infected with HCV genotype 3 in Punjab, Pakistan. This

study also aims to assess the effect of viral load on treatment efficacy
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and to analyze rapid virological response (RVR) at week four to

predict sustained virological response (SVR).

Methods: 1375 patients, chronically infected with genotype 3 of

Hepatitis C virus were treated at Shalamar Hospital Lahore, Pakistan

from August 2014 to May 2016. Patients were separated in two

groups. In first group, all the patients were treated for 6 months with

sofosbuvir + ribavirin, while in second group peg-IFN-alfa-2a was

added with sofosbuvir + ribavirin for 3 months treatment. Out of

1375 patients, 64.36% were either non-responders or relapsers to peg-

IFN-alfa-2a + ribavirin, while 35.64% were treatment naive. SVR

was assessed at week-12 of the treatment termination (SVR 12).

Result: First group’s patients showed 100% (847/847) response to

sofosbuvir + ribavirin at the end of therapy (ETR) and 99.17% (840/

847) SVR 12. In second group, 99.62% (526/528) patients showed

ETR and 97.91% (515/526) revealed SVR 12 (Table 1a). Relapse rate

in the patients with [40 years age was higher in 2nd group patients

(6.54%) as compared to 1st group (1.21%), while in the patients with

B40 years, relapse rate from 1st group was observed 0.46 and 0.95%

from second group (Table 1a). The rate of SVR was higher in pre-

viously treated patients of 1st group (99.34%) as compared to naı̈ve

patients (97.80%). In second group the situation was contrast where

the naive patients revealed better SVR than treated patients, 99.25 and

93.70% respectively (Table 1a). The patients with \2 MIU/mL of

baseline viral load demonstrated good response as compared to the

patients with [2 MIU/mL baseline viral load (Table 1b). RVR at

week-4 was found very effective predictor of SVR in both groups.

Those patients who were unable to drop[2 log viral load at week-4

reported 35.30% relapse rate from first group and 23.33% from sec-

ond group. Headache, anemia and fatigue were common side effects

in both groups whereas overall reported side effects was found higher

in 2nd group patients (Table 2).

Conclusion: An exceptional response to sofosbuvir based therapy

was found in HCV genotype 3 infected patients. Because most of the

population is infected with Hepatitis C virus genotype 3 in Pakistan,

these findings give us a hope to get rid of hepatitis C with proper and

timely use of Sofosbuvir based therapy.
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OP010

Utilizing opiate substitution therapy (OST) as a tool for long-term
engagement in HCV infected people who inject drugs (PWID)

Arshia Alimohammadi 1, Ghazaleh Kiani1, Tyler Raycraft1,
Rajvir Shahi1, Arpreet Singh1, Brian Conway1

1Vancouver Infectious Diseases Centre, Vancouver, Canada

Background: In the era of highly effective all-oral HCV treatment

regimens, adherence and long-term follow-up are key to achieving a

sustained virologic response (SVR), and reducing rates of recurrent

viremia (RV) after successful therapy among individuals at ongoing

risk of HCV infection. Opiate substitution therapy (OST) can be an

effective tool to address these issues, especially if delivered within a

multidisciplinary setting—especially if dealing with active people

who inject drugs (PWID). We have evaluated this approach at our

centre.

Methods: An observational evaluation was conducted among HCV-

infected patients seen at the Vancouver Infectious Diseases Centre

(VIDC), where they had access to a multidisciplinary model of care

addressing medical, psychiatric, social and addiction-related needs

prior to, during and after HCV therapy. A part of addressing patients’

addiction related needs includes enrollment in OST programs on site,

or at nearby locations. All HCV-infected PWID on all-oral regimens

that completed therapy were included in this analysis. The endpoint

was the occurrence of RV, as a determinant of re-engagement in risk

behaviors.

Result: To date, 40 PWID have completed all-oral HCV therapy at

VIDC with an SVR rate of 93%. Fourteen of these individuals were

under some form of OST, either on daily, or weekly dispensed

medication. Ten were receiving methadone and four were on sub-

oxone therapy. With a median follow-up of 1.5 years in this cohort,

there have been no cases of RV.

Conclusion: OST is an important tool to maintain HCV-infected

PWID in care after successful therapy. In our hands, such individuals

appear to remain in care and we have yet to detect a single case of

recurrent HCV infection in our population. Longer term follow-up in
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multidisciplinary care (including OST) will help in the design and

evaluation of optimal approach in this population of ‘‘core transmit-

ters’’ of HCV infection.

OP011

The analysis on morbidity and mortality of viral hepatitis
in China from 2003 to 2015

Mingyuan Zhang1, Ruihong Wu2, Junqi Niu2

11st Hospital of Jilin University, Jilin; 21st Hospital of Jilin

University, Jilin

Background: To discribe trends of viral hepatitis in China in

recent years, provide the evidence for future prevention and control

measures of viral hepatitis.

Methods: The incidence and death data of viral hepatitis in the report

of Chinese legal infectious diseases from 2003 to 2015 were collected

and analyzed.

Result: The incidence of viral hepatitis was rising from 2003 (68.55/

100,000) to 2007 (108.44/100,000), then in a downward trend, in

2015, it was 89.47/100,000, The total cases of reported viral hepatitis

were 16630489, reported cases of hepatitis B and hepatitis C,

accounting for 80.09% (13319880) and 9.98% (1659195), respec-

tively; the incidence of hepatitis B was rising from 2003 (53.32/

100,000) to 2009 (88.82/100,000), then decreased, in 2015, it was

68.57/100,000; incidence of hepatitis C increased obviously from

2003 (1.57/100,000) to 2015 (15.26/100,000), its constituent in viral

hepatitis increased from 2003 (2.29%) to 2015 (17.06%); The inci-

dence cases of hepatitis A was decreased from 2003 (7.37/100,000) to

2015 (1.66/100,000),The incidence cases of unidentified hepatitis

were decreased was decreased from 2003 (5.45/100,000) to 2015

(1.98/100,000), for hepatitis E, it was increased from 2003 (0.72/

100,000) to 2011 (2.18/100,000), then in a downward trend, in 2015,

it was 1.99/100,000. The mortality of viral hepatitis was in a rising

trend was rising from 2003 (0.079/100,000) to 2006 (0.103/100,000),

then in a downward trend, in 2015, it was 0.035/100,000, The total

death cases of viral hepatitis were 176,976, which, cases of hepatitis B

and hepatitis C, accounting for 75.49% (9104) and 12.48% (1505),

The reported deaths caused by hepatitis B was in a rising trend from

2003 (0.057/100,000) to 2006 (0.076/100,000),then decreased, in

2015, it was 0.026/100,000; The reported deaths caused by hepatitis C

was generally in a rising trend from 2003 (0.005/100,000) to 2013

(0.011/100,000), while, after 2013, it decreased, in 2015, it was 0.007/

100,000; constituent of hepatitis C inducing death among viral hep-

atitis increased from 2003 (5.74%) to 2015 (20.04%), the highest was

in 2014 (23.50%), The mortality of hepatitis A decreased from 2003

(0.0052/100,000) to 2015 (0.0007/100,000), The mortality of hep-

atitis E decreased from 2003 (0.0036/100,000) to 2015 (0.0008/

100,000),but showed a rising trend in 2006 (0.0041/100,000) and

2011 (0.0029/100,000), The mortality of unidentified hepatitis related

death decreased from 2003 (0.0085/100,000) to 2015 (0.0004/

100,000).

Conclusion: During 2003–2015, the morbidity of viral hepatitis

remained high, the mortality showed a downward trend. The mor-

bidity and mortality of Hepatitis A and unidentified hepatitis were

decreased in general, Hepatitis B and hepatitis C are the major targets

in the prevention and treatment of viral hepatitis in China.

OP012

Significant reduction on hepatic and extrahepatic disease burdens
after successful treatment among chronic hepatitis C patients

Yu-ju Lin1, Yong Yuan2, Hwai-I Yang3, Ming-Lung Yu4, Wan-
Long Chung4, Jia-horng Kao5, Chen-Hua Liu5, Sheng-Nan Lu6,
I-Shyan Sheen7, Gilbert LItalien8, Mei-hsuan Lee1, Chien-Jen
Chen9

1Institute of Clinical Medicine, National Yang-Ming University,

Taipei, Taiwan; 2Global Health Economics and Outcome Research,

Bristol-Myers Squibb, Princeton, NJ, USA; 3Genomics Research

Center, Academia Sinica, Taipei, Taiwan; 4Hepatobiliary Division,

Department of Internal Medicine and Hepatitis Center, Kaohsiung

Medical University Hospital and Kaohsiung Medical University

College of Medicine, Kaohsiung; 5Graduate Institute of Clinical

Medicine, Department of Internal Medicine and Hepatitis Research

Center, National Taiwan University College of Medicine and

Hospital, Taipei, Taiwan; 6Division of Hepatogastroenterology,

Department of Internal Medicine, Kaohsiung Chang-Gung Memorial

Hospital and Chang Gung University College of Medicine,

Kaohsiung; 7Division of Hepatology, Department of

Gastroenterology and Hepatology, Linkou Medical Center, Chang

Gung Memorial Hospital, Taoyuan; 8Yale University School of

Medicine, New Haven, CT, USA; 9Academia Sinica, Taipei, Taiwan

Background: Sustained virological response (SVR) of hepatitis C

virus (HCV) is a significant event presenting as the successful

antiviral treatment of HCV. This study aimed to evaluate the hepatic

and extrahepatic mortality rates among patients with or without SVR.

Methods: A total of 5309 patients with detectable HCV RNA were

enrolled during 2004–2013 in this prospective study. All of the

patients received interferon-based regimens and were followed till 31

December, 2014. Status of SVR was determined by a sensitive HCV

RNA test 24 weeks after the cessation of treatment. Patients who had

undetectable HCV RNA 24 weeks after the end of treatment were
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defined as the patients with SVR. On the other hand, those who

remained seropositive for HCV RNA were defined as non-SVR.

Clinical data was collected via a standardized method. The entry date

was defined as the date to define SVR or non-SVR. The National

Death Certification Registry Profiles contains the information of the

date and causes of death. The national identification number, date at

birth and sex were used as the linking variables to double check the

vital status and causes of deaths of the study participants. The ICD-9

codes were used to identify the diseases for subsequent statistical

analyses. For each patient, the person-years of follow-up were cal-

culated from the entry date to either the date of death or to 31

December, 2014 for those who were still alive then. Mortality rates of

specific causes were expressed per 100,000 person-years. Mortality

rates of hepatic or extrahepatic diseases were estimated by stratifying

patients with SVR or non-SVR. The Cox’s proportional hazards

models were applied to estimate the hazard ratios (HRs) and 95%

confidence intervals (CIs) on the risks of several diseases associated

with SVR.

Result: Among the 5309 patients with chronic hepatitis C infec-

tion, there were 4564 patients achieved SVR and 745 patients did

not achieve SVR (non-SVR). There were 144 deaths occurred after

27,566 person-years of follow-up, giving the all-cause mortality

rate of 522.4 per 100,000 person-years. The hepatic and extra-

hepatic mortality rates were 326.5 and 195.9 per 100,000 person-

years. Patients with SVR had decreased all-cause, hepatic, and

extrahepatic mortality rates than patients without SVR. The all-

cause, hepatic, and extrahepatic mortality rates among patients

with SVR was 345.3, 233.0, and 166.4 compared with 1359.9,

963.3, and 396.6 among patients without SVR in correspondingly.

The age-gender-adjusted HRs (95% CIs) showed 3.20 (2.26–4.54),

3.89 (2.53–5.98), and 2.25 (1.22–4.15) on all-cause, hepatic and

extrahepatic deaths by comparing the patients with SVR to the

patients without SVR.

Conclusion: Successful treatment of HCV reduced the risks for all-

causes mortality. In addition, patients with SVR had decreased risk

for hepatic deaths as well as extrahepatic deaths.

OP013

Can we do one-stop-shop evaluation of conditions both of liver
and lesion with gadoxetic acid disodium-enhanced magnetic
resonance and IDEAL-IQ image?

Zhang Chunyu1, Zhang Huimao1, Fu Yu1, Li Yongrui1, Mu
Shengnan1

1The First BETHUNE Hospital of JILIN University, Jilin

Background: Egadoxetic acid disodium (Gd-EOB-DTPA) is an

emerging hepatobiliary-specific MR contrast agent.Within the

liver,Gd-EOB-DTPA can improve lesion detection and provide clues

in terms of malignancy. Biliary excretion of Gd-EOB-DTPA can be

used to evaluate the anatomic structure and patency of the biliary

system. IDEAL-IQ image can be isolated six sequences. These can

evaluate lipid and iron deposition at the same time. We can also

identify if the lesion included fat or lipid to help us diagnose the

lesion. This work evaluated conditions of both liver and lesion with

Gd-EOB-DTPA-enhanced MRI and IDEAL-IQ image of 783

patients. If the patient needs surgery, we also evaluated artery, vein

and bile duct in liver before surgery. In addition, we evaluated liver

function with image of hepatobiliary phase.

Methods: 783 patients (546 males, age 25–85 years) underwent Gd-

EOB-DTPA-enhanced MRI and IDEAL-IQ scan (MR750, GE

Healthcare). These patients either had high risk factors of hepato-

cellular carcinoma (HCC), history of tumor in other organs, or liver

lesion found by Ultrasound. We drew interested area at each segment

in the liver to avoid intrahepatic bile ducts, blood vessels, and lesions.

We evaluated lipid deposition with fat-fraction images, and evaluated

liver iron deposition with R2* images. We drew interested area at the

same location of the lesion at in-phase and out-of-phase images to

identify if the lesion contained fat or lipid. For suspected malignant or

unsure intrahepatic lesions, we evaluated vein and bile duct in liver

with Gd-EOB-DTPA-enhanced MRI. We measured the signal inten-

sity at right lobe of liver and erector spinae, respectively, in pre-

enhancement and hepatobiliary phase images in cirrhosis patients to

evaluate liver function.

Result: 49 patients with suspected malignant or unsure lesions needed

surgery, we evaluated artery, vein and bile duct in liver before sur-

gery. Artery phase can display artery branches above grade 4 and

venous phase can show venous branch above grade 4, which can

provide useful information before surgery. Two patients had hepatic

artery variation. A, For 56 patients, we spotted lesions, at hepato-

biliary phase, that were not found by common enhancement scan, and

changed our treatment accordingly 24 patients could not receive

surgery due to bad liver function. Among them, only one malignant

lesions was found in the liver. 241 patients have no lesions, we

assessed lipid and iron depositions and liver functions. 33 patients had

different degrees of fatty liver and five patients had different degrees

of iron deposition in the liver.

Conclusion: One-stop-shop Gd-EOB-DTPA-enhanced MRI and

IDEAL-IQ scan can provide a lot of valuable information and can

increase diagnostic confidence. We can diagnose liver lesion and

exam intrahepatic vessels and bile duct structure at the same time,

which were beneficial to treatment.

OP014

Using APRI to triage need for elastography to assess liver fibrosis
prior to HCV treatment in community settings

Joseph S. Doyle1, David M. Iser2, Amanda J. Wade3, Alexander J.
Thompson2, Margaret E. Hellard3, TAP Study Investiators

1Department of Infectious Diseases, The Alfred and Monash

University, Melbourne, Australia; 2St Vincents Hospital Melbourne,

Fitzroy, VIC, Australia; 3Burnet Institute, Melbourne, Australia

Background: Fibrosis assessment prior to hepatitis C (HCV) treat-

ment is recommended, however access to elastography is limited by
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resources in many settings, even in high-income countries. This study

aims to assess whether routine blood tests can be used to triage need

for non-invasive fibrosis assessment in a community-based cohort of

people who inject drugs (PWID).

Methods: The HCV Treatment And Prevention (TAP) Study exam-

ines the feasibility of community-based HCV treatment for PWID

using oral sofosbuvir/ledipasvir ± ribavirin in Melbourne. Haema-

tological, biochemical and fibrosis assessment using transient

elastography (FibroScanTM) were performed at screening. The

AST:Platelet Ratio Index (APRI) was calculated and compared with

valid FibroScan scores (10 readings [60% success; \30% IQR/me-

dian) at screening. Cirrhosis (Ishak F4) was defined as FibroScan

score C12.5 kPa. Negative (NPV) and positive predictive values

(PPV) were calculated for predicting cirrhosis at high (2.0) and low

(1.0) APRI.

Result: Of participants screened to date, APRI was calculable in

142/154, and valid FibroScan was available among 138/142. Partic-

ipants were 69% male, median age 38 years (IQR 33–44 years), with

median body mass index 23.5 (IQR 20.6–26.7). Median APRI was

0.56 (IQR 0.32–0.97). Median FibroScan score was 5.8 kPa (IQR

4.7–6.9 kPa); 6 and 13% had liver stiffness C12.5 and C9.5 kPa,

respectively. Two individuals had discrepant APRI \1.0 and

FibroScan [12.5 kPa score: both were male, aged 32 and 35 years

old, with BMI 27.5 and 22.5, and ALT 74 and 70 U/l, respectively.

Using an APRI cut off of 1.0, NPV for cirrhosis was 96% (95% CI

90–99%), and PPV was 19%. Using an APRI cut off of 2.0, NPV for

cirrhosis was 94% (95% CI 89–97%) and PPV was 40%.

Conclusion: A low APRI score (\1.0) may be an acceptable com-

munity screening test to exclude cirrhosis where FibroScan is

unavailable. Use of APRI may facilitate treatment initiation in such

settings. APRI threshold [1.0 should not be used to diagnose

cirrhosis.

OP015

Demographic, epidemiological and virological characteristics
of newly recognized anti-HCV positive slovenian patients:
2008–2014

Katja Seme1, Mario Poljak1, Sergeja Gregorcic2, Mojca Maticic3

1University of Ljubljana, Faculty of Medicine, Ljubljana, Slovenia;
2University Clinical Centre Ljubljana, Ljubljana, Slovenia;
3University Clinical Centre Ljubljana, Ljubljana, Slovenia

Background: The prevalence of hepatitis C virus (HCV) infection in

Slovenia has been estimated at 0.4%. We aimed to review the

demographic, epidemiological and virological characteristics of the

newly recognized HCV-infected individuals in Slovenia in order to

detect unrecognized high risk groups that might need regular

screening for HCV infection.

Methods: All individuals that tested positive for HCV infection from

2008 until June 2014 in the Laboratory for Molecular Microbiology

and Diagnostics of Hepatitis and Aids at the Institute of Microbiology

and Immunology, Faculty of Medicine, University of Ljubljana, were

included in the study. Anti-HCV, HCV RNA and if indicated geno-

type were determined. Epidemiological data were collected from the

patient’s referral form or from the additional questionnaire sent to the

referring physician for the purpose of the study.

Result: A total of 1205 individuals were included

(38.9 ± 14.4 years), 70.3% men (37.7 ± 12.9 years); 29.7% women

41.3 ± 17.1 years. 80% were 50 years old or younger. Intravenous

drug use (IVDU) was the most commonly reported HCV transmission

route (62.3%), followed by healthcare associated risk (5.9%), sexual

exposure (1.9%); 27.4% participants recalled no known risk factors.

Genotypes 1 (47.7%) and 3 (48.1%) predominated. IVDU signifi-

cantly correlated to infection with genotype 3 (OR 5.0; 95% CI,

3.5–7.2); health-care associated risk factor (OR 9.8; 95% CI 3.9–24.9)

and unknown risk factors (OR 4.6; 95% CI 3.0–7.1) significantly

correlated to other genotypes (1, 2, 4 and 5). The health-care asso-

ciated risk factor was more commonly reported in females (OR 1.9;

95% CI 1.2–3.1, p = 0.01)) and IVDU in men (OR 2.45; 95% CI

1.9–3.1, p\ 0.001)). The individuals with IVDU were significantly

younger (average age 33.2 years, 95% CI 32.6–33.7) compared to the

individuals with health-care associated exposure (average age

56.0 years, 95% CI, 52.4–59.6) (p\ 0.001). Demographic (women

older than 50 years) and virological (genotype 1) similarities between

HCV infected persons with unknown risk for HCV infection and

those with health-care associated risk factors were found.

Conclusion: In Slovenia regular screening for HCV infection in

IVDU programs should be continued as well as all activities to pre-

vent new blood borne infections among drug users. The screening

strategy for already recognized high risk groups should be continued.

Elderly, especially women, could present a hidden risk population.

Active interviewing on healthcare associated risk factors, particularly

older population, females in particular and offer testing if they recall

HCV risk exposure should be implemented. At present, no significant

additional high-risk groups were recognized to be in need for HCV

screening in Slovenia.

OP016

A nurse-led model of care for prisoners with viral hepatitis:
experience from the Victorian state wide hepatitis program

Lucy McDonald1, Anne Craigie1, Alex Thompson1, Annabelle
Gibson1, David Iser1

1Department of Gastroenterology, St Vincent’s Hospital, Fitzroy,

Melbourne, VIC, Australia

Background: There are more than 6000 prisoners in Victoria with an

estimated sero-prevalence for hepatitis C (HCV) of over 40%. Prior to

2016, multiple barriers to care resulted in limited engagement with

clinical services for viral hepatitis. A nurse-led state-wide hepatitis

program (SHP) has been developed and implemented in 14 Victorian

prisons to assess, treat and manage prisoners living with chronic viral

hepatitis.

Methods: All prisoners are offered screening for viral hepatitis on

prison entry and when moving between prison sites. Seropositive

prisoners are referred to the SHP clinics at each site for clinical

assessment by a Clinical Nurse Consultant (CNC), including mea-

surement of liver stiffness (LSM) by transient elastography

(portable FibroScan). CNCs conduct interviews, clinical assessments,

liver stiffness measurement, and organize blood tests with participants

in their local prisons. There is limited involvement by supervising

hepatologists – patients are triaged for face-to-face and telemedicine

consultations. Treatment must be completed within expected sentence

duration. For this analysis, we report the baseline characteristics, and

describe the first 10 months of the nurse-led recruitment experience.

Result: Since October 2015, 651 prisoners have been assessed.

Prisoner interest and acceptability has been good. The majority of

prisoners are male (585 male/69 female). HCV genotype is most

commonly 1A (45%) or 3 (49%) (Fig. 1). Only 20% of prisoners have

required hepatologist review. FibroScan was successfully performed

in 565 patients. Valid readings were obtained in [97% of patients

(IQR/median\30% and measurement success[60%). Three patients

had known cirrhosis and did not have testing. A small number of

obese patients were not able to be scanned. Twenty-four percent of

prisoners were found to have moderate to advanced liver stiffness
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(liver stiffness [9.5 kPa) and 15% had a FibroScan result of

[12.5 kPa consistent with cirrhosis (Fig. 2). AST to Platelet Ratio

Index (APRI) was found to be a good surrogate marker for excluding

advanced fibrosis with a false negative rate of 3.6% compared with

FibroScan (APRI score\1.0). Twenty-six percent of patients had an

APRI[1.0). More than 65% of prisoners assessed to date are eligible

for treatment within the program based on sentence duration (median

sentence duration 9 months). Prisoners who are released prior to

antiviral therapy are being linked to community care. The treatment

program commenced on March 1st 2016. Central pharmacy dis-

pensing of drugs occurs using the HSDS100 program; adequate

pharmacy EFT has been identified as critical for maximising treat-

ment numbers.

Conclusion: High level uptake of an innovative nurse-led model of

care has overcome many of the barriers associated with engaging

prisoners in care and treatment for liver disease.

OP017

Analysis of testing and infection status of hepatitis B
among maternities during 2012–2014 in China

Wang Xiaoyan1, Wang Qian1, Dou Lixia1, Qiao Yaping1, Su Min1,
Chan Po-lin2, Wang Ailing1

1National Center for Women and children’s Health, China CDC;
2World Health Organization, Western and Pacific Region, China

Office

Background: Viral hepatitis is a major public health problem in

China and has a substantial impact on the health of people, according

to the results of a nationwide cross-sectional seroepidemiologic study

of hepatitis virus infection in china, 2006, the positive rate of hepatitis

B among general population is 7.18%, and there are differences

between different areas and ages. Since the end of 2010, Chinese

government had launched national program of Prevention of Mother

to Child Transmission of HIV, Syphilis HBV. This research aim to

analysis the testing and infection status of hepatitis B among mater-

nities who received antenatal care routinely.

Methods: According to the National guideline of PMTCT of HIV,

Syphilis and HBV, every MCH hospitals and medical facilities collect

relevant HBsAg testing data of maternities every month and filled into

the uniform information table, after checking the quality of data, they

input the data through National MIS of PMTCT. We collect the data

from 2012–2014 of nationwide.

Result: The total number of maternities who received antenatal care

services in the area that carry out PMTCT of HBV is more than 38.93

million during 2012 to 2014, 97.79% of them had got HBsAg test

service during pregnancy or labor period, the testing rate of HBsAg

from 2012 to 2014 is 97.05, 97.35 and 98.86% respectively, and the

trend is increasing (p\ 0.05). The average positive rate of hepatitis B

is 6.55%, which is higher than the result of general women from 1 to

59 years old from the survey of 2006. The positive rate from 2012 to

2014 is 6.28, 6.96 and 6.40%, respectively. The positive rate in some

provinces located in the eastern and southern area of China is much

higher than other provinces. The testing rate of HBsAg in eastern,

middle and western area of China is 96.67, 98.72 and 97.65%

respectively (X2 = 122,791.6, p\ 0.000), and the positive rate in

these three areas is 9.08, 5.91 and 5.31% respectively

(X2 = 149,063.5, p\ 0.000). The differences are significantly.

Conclusion: With the scaling up the National PMTCT services, more

and more pregnant women could get HBV testing during routine ANC

services in China. The difference of HBsAg positive rate is very

significant among different regions in China. To explore the effec-

tiveness of PMTCT of HBV will be the next key issue of public

health.

OP018

Trends about spectrum of liver diseases from 2006 to 2014

Bo Liu1, Jun Li1

1The First Affiliated Hospital with Nanjing Medical University,

Nanjing

Background: Over the past 30 years, the prevalence of liver diseases

especially acute and chronic viral hepatitis is high in China. Recently,

with the development of vaccination and appropriate management,

the viral hepatitis-related mortality and morbidity become low.

However, other liver diseases except acute and chronic viral hepatitis

lead to more attention. We analyzed the types of liver diseases which

derived from 2006 to 2014 in order to know about the trends of

spectrum of liver diseases in the department of medicine.

Methods: The diagnosed materials of patients from department of

medicine were obtained by use of hospital patients data base. Types

of liver diseases were analyzed every year between 2006 and 2014.

Result: For patients with liver diseases, acute and chronic viral

hepatitis, hepatic cirrhosis, liver tumor, drug induced liver disease,

liver failure and autoimmune liver diseases ranked the top six and the
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constituent ratio was 47.74, 17.20, 8.03, 7.90, 5.66, 3.63%, respec-

tively. From 2006 to 2014, the number of patients with acute and

chronic viral hepatitis was 3535 which accounted for 47.17% of all

patients with liver diseases hospitalized in the department of medi-

cine. The highest ratio of patients with acute and chronic viral

hepatitis was 59.89% in the year 2006, and then the ratio above

decreased gradually till 2009. However, the ratio rose from the year

2010 and became stable which was 45.00% or so. Hepatitis B, C and

E viruses were the main reason for patients with acute and chronic

viral hepatitis, and the total constituent ratio was over 90%. Hepatitis

B co-infected C and hepatitis B co-infected E were the most common

type of co-infection. However, about 5% acute and chronic viral

hepatitis still had no viral evidence. Except for the virus induced viral

hepatitis, hepatic cirrhosis and liver tumor, trends of drug and

autoimmune mechanism induced liver damage became more often

and the constituent ratio was from 3.66% in 2006 up to 10.22% in

2014 for drug use and the constituent ratio was from 1.28% in 2006

up to 3.14% in 2014 for autoimmune reason.

Conclusion: Even if great progress have been accomplished by use of

vaccination and other methods, the viral hepatitis was still a great

challenge for China. Although the number of disease caused by virus

was still large, non-viral factors such as drug and autoimmune liver

diseases should be given more care.
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OP019

Real world clinical outcomes and disease progression of HCV
treatment-naı̈ve patients in China: an interim analysis
from the CCgenos study

Hui-ying Rao1,2,3, Hong Chen4, Jia Shang5, Qing Xie6, Zhi-liang
Gao7, Jun Li8, Yongtao Sun9, Jianning Jiang10, Lei Wang11,
Longfeng Zhao12, Lunli Zhang13, Weibo Yang14, Junqi Niu15,
Zuojiong Gong16, Guozhong Gong17, Qingyan Bo18, Lan Wei18,
Runqin Li18, Lai Wei1,2,3

1Peking University People’s Hospital, Beijing; 2Peking University

Hepatology Institute, Beijing; 3Beijing Key Laboratory For Hepatitis

C And Immunotherapy For Liver Disease, Beijing; 4The First

Hospital of Lanzhou University, Lanzhou; 5Henan Provincial

People’s Hospital, Zhengzhou; 6Shanghai Ruijin Hospital, Jiaotong

University School of Medicine, Shanghai; 7The Third Affiliated

Hospital of Sun Yat-sen University, Guangdong; 8The First Affiliated

Hospital of Nanjing Medical University, Nanjing; 9Tangdu Hospital,

Xi’an; 10The First Affiliated Hospital of Guangxi Medical University,

Nanning; 11The Second Hospital of Shandong University, Shandong;
12The First Affiliated Hospital of Shanxi Medical University,

Shaanxi; 13The First Affiliated Hospital of Nanchang University,

Nanchang; 14The First Affiliated Hospital of Kunming Medical

University, Kunming; 15The First Hospital of Jilin University,

Changchun; 16Renmin Hospital of Wuhan University, Wuhan; 17The

Second Xiangya Hospital of Central South University, Changsha;
18Bristol-Myers Squibb, New York, USA

Background: In China chronic hepatitis C virus (HCV) infection

represents a considerable healthcare burden. Although interferon-

based therapy has been the standard-of-care (SOC) for many years,

few long-term, real-life studies have assessed interferon-based treat-

ment in China. The abstract is to report the interim data of the

observational long-term follow-up study, and analyze the treatment

outcomes and disease progression in a cohort of treatment-naı̈ve, Han

ethnic, patients with chronic HCV infection.

Methods: Patients who had participated in the CCgenos cross-sec-

tional study were invited to enter this 5-year follow-up. Clinical

information and centralized HCV RNA measures were collected at

scheduled study visits every 6 months for untreated patients; every

3 months for treated patients.

Result: Among 512 patients enrolled, 338 (66.0%) received inter-

feron-based treatment; 174 (34.0%) remained untreated over a median

of 4.8 (1.2–5.0) years. Most patients with baseline cirrhosis were

untreated (26/46, 56.5%). Rates of sustained virologic response

(SVR24) were 70.9% (232/327) overall; and 41.7% (15/36) among

patients with cirrhosis. SVR24 rates were higher among patients with

GT2 [87.2% (82/94)] or GT 3 [87.5% (21/24)] infection than among

patients with GT1b [62.2% (115/185)], including those with an IL28B

CC genotype of GT-1b [64.6% (95/147)] (Table 1). The duration of

interferon-based therapy was frequently longer than recommended

[53.6% (98/183) of GT1b-infected were treated for[1 year]. Patients

treated in spite of having at least one interferon ineligibility criteria

achieved low SVR24 rates [59.5% (69/116)]. The probability of

progression to cirrhosis over time was significantly lower in the

treated compared to untreated group (P\ 0.0001). For HCC the

Kaplan–Meier curve implies a trend towards reduced probability of

progression amongst treated patients, however the difference was not

significant (P = 0.4411) (Fig. 1). Ten deaths occurred during follow

up and nine patients were related with decompensated cirrhosis/HCC

and one death not related with liver disease.

Conclusion: There remains a high unmet need for effective HCV

treatment in China, evidenced by a high proportion of patients

remaining untreated by the current SOC and relatively low SVR24

rates for patients with both GT1b infection and cirrhosis. With the

approval of more effective and better tolerated DAA regimens with

shorter treatment durations, it is hoped that more patients will benefit

from HCV treatment.
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OP020

Long-term follow-up of patients with chronic HCV infection
and compensated or decompensated cirrhosis following treatment
with sofosbuvir-based regimens

Alex Thompson1, Maria Buti2, Bradley Freilich3, Kathryn
Kersey4, Joe Llewellyn4, Diana Brainard4, Michael Curry5,
Andrew Muir6

1St. Vincent’s Hospital, Melbourne, Australia; 2Department of

Medicine, Hospital General Universitari Vall d’Hebron and Ciberehd

del Instituto Carlos III, Madrid, Spain; 3Kansas City Research

Institute, Kansas City, USA; 4Gilead Sciences, Foster City, USA;
5Beth Israel Deaconess Medical Center, Boston, USA; 6Duke

University School of Medicine, Durham, NC, USA

Background: Significant advances in the treatment of chronic hep-

atitis C have been made with direct acting antiviral (DAA) regimens.

While sustained virologic response (SVR) rates may now be achieved

in most patients, data on long term virologic and clinical outcomes

with these regimens are needed. A recent report suggested HCC

incidence may not be reduced after successful DAA therapy. The

objective of this ongoing registry study is to evaluate long term

outcomes in patients with cirrhosis who achieved SVR following

treatment with a sofosbuvir-(SOF) based regimen.

Methods: Patients with compensated or decompensated cirrhosis who

achieved SVR after receiving a SOF-based regimen are eligible for

enrolment. Patients may enrol within 60 weeks of completing a

treatment study or transfer from another SVR registry study, or within

2 years of achieving SVR following treatment in a clinical practice

setting. Patients return for visits every 24 weeks for 5 years. Durability

of SVR and clinical outcomes (decompensation, HCC, transplantation,

and liver-related death) and laboratory parameters relating to disease

progression/regression are followed in all patients.

Result: 1067 patients have been enrolled as of 12 September 2016.

Mean age (range) is 59 (33, 83), 67% are male, and 19% had decom-

pensated cirrhosis. Median (range) time since end of treatment was 597

(55, 1310) days. SVR was maintained in[99% of patients (1066/1067);

and the rate of HCC per 100 years was 0.5 and 2.61 in compensated and

decompensated cirrhotics, respectively. Table 1 shows changes in pre-

treatment CPT class from baseline (beginning of HCV therapy) to

48–72 weeks from baseline. In patients with decompensated cirrhosis

pretreatment, CPT class B or C improved (from CPT B to A or from CPT

C to B or A) in 58% and was unchanged in 42%. Change in laboratory

parameters and time to event for clinical signs will be presented.

Conclusion: At baseline of this registry study, SVR was maintained in

[99% of patients with cirrhosis post-treatment with a SOF-based

regimen. All patients with decompensated cirrhosis pretreatment

improved or maintained the same CPT classification at 48–72 weeks

from start of therapy. This ongoing study will provide information on

whether achieving SVR following treatment with an HCV DAA

regimen will improve longer term liver function and reduce the rate of

liver-related complications, including HCC.

OP021

Ethnic differences in incidence of cirrhosis, hepatic
decompensation, and hepatocellular carcinoma (HCC)
between males and females with chronic hepatitis C (HCV)
infection: Results of an ethnically diverse North American cohort
of 5,432 patients

Pauline Nguyen1, An Le1, Joseph Hoang1, Lee Ann Yasukawa2,
Susan C Weber2, Marcia L. Stefanick3, Gabriel Garcia1, Mindie
Nguyen1

1Division of Gastroenterology and Hepatology, Stanford University

Medical Center, Stanford, USA; 2Center for Clinical Informatics,

Stanford University School of Medicine, Stanford, USA; 3Stanford

Center for Prevention Research, Stanford University School of

Medicine, Stanford, USA

Background: Studies of sex differences in HCV infection are limited

and few compare sex differences within ethnicity. Our aim is to

characterize HCV infection in Asians and Whites by sex in a United

States university medical center.

Methods: Consecutive White and Asian patients with HCV infection

were identified via electronic ICD 9 query. HCV diagnosis was con-

firmed by chart review and other data were also extracted via individual

chart review. Patients either self-identified or were identified by their

physicians as Asian or White. In total the cohort included 5432 patients:
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874 Asian (487 males, 387 females) and 4558 White (2811 male, 1777

female) patients. Baseline characteristics and clinical labs, as well as

outcomes were analyzed by race and sex.

Result: Among Asians with HCV infection, males were significantly

younger than females with an average age of 59 ± 13 years vs

61 ± 14 years (p = 0.04), more likely to be overweight (62.6 vs 46.9%),

with higher alcohol (24 vs 13%) and tobacco (48 vs 13%) use

(p\ 0.0001), more likely to have cirrhosis (47 vs 41%), decompensation

(36 vs 30%) and HCC (26 vs 15%) (p\0.0001); however, antiviral

treatment rates (52 vs 51%) and SVR (46 vs 48%) were similar. Among

Whites, males were older than females with an average age of

54 ± 10 years vs 53 ± 12 years (p = 0.002), more likely to be over-

weight (69 vs 61%) (p\ 0.0001), also with higher alcohol (36 vs 31%)

(p = 0.02) and tobacco (67 vs 59%) use at presentation (p\ 0.0001). The

distribution of antiviral therapy use and SVR rates between the sexes were

similar to those of Asian patients In regards to cirrhosis and HCC inci-

dence, there were no significant differences between males and females

among Asians (Fig. 1). This pattern was also seen in rates of progression

to hepatic decompensation with males and females having similar 5 years

(0.28 vs 0.24) and 10 years (0.39 vs 0.38) incidences without statistical

significance. However, both cirrhosis and HCC incidence were signifi-

cantly higher in males compared to females (Fig. 2) among Whites. White

males also had a higher 5 years (0.20 vs 0.16) and 10 years (0.47 vs 0.34)

incidence of hepatic decompensation than females (p = 0.002).

Conclusion: At presentation, male patients had higher rates of cirrhosis

and HCC in both Asians and Whites. However, White male patients were

older and had higher incidence of new cirrhosis, liver decompensation,

and HCC than White female patients, while Asian male patients were

significantly younger and had similar rates of disease progression as

females. Higher risk patients should be identified and targeted for earlier

intervention such as antiviral therapy and/or HCC surveillance.

OP022

Risk factors for familial clustering of hepatitis C virus
in a Chinese han population

Luo Bifen1, Rao Huiying1, Gao Yinghui1, Wei Lai1

1Peking University People’s Hospital, Peking University Hepatology

Institute, Beijing

Background Hepatitis C is curable but reinfection may happen in

patients who have achieved sustained viral response (SVR) from

household contact. The objective was to investigate risk factors for

familial clustering of HCV in Chinese Han population.

Methods: 997 Han ethnic HCV treatment-naı̈ve adult patients were

enrolled into a cross-sectional study with stratified sampling based on

the populations of five geographic regions across China to examine

the genetic and physiological parameters associated with the phe-

nomenon of HCV familial clustering.

Result: Of the total 997 patients, there were 59 patients who had at

least one family member with HCV infection by patients’ self-report.

Comparison between patients with and without HCV familial clus-

tering by univariate regression analysis showed that genotype 2,

sexual transmission, long term exposure to HCV patients, monthly

family income per person less than 2000 yuan, farming occupation,

south and north region were association with HCV familial clustering.

And blood transfusion showed negative association. Multiple logistic

regression analysis suggested that long term exposure to HCV
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patients and low family income were correlation with HCV familial

clustering, while blood transfusion showed negative association.

Conclusion: To reduce reinfection from household contacts, educa-

tion and awareness raising on HCV transmission route and familial

clustering should be strengthened, especially in HCV patients’ family

members, low income families and patients who infected HCV

without blood transfusion.

OP023

Genetic polymorphism of epidermal growth factor rs4444903
influences susceptibility to HCV-related liver cirrhosis
and hepatocellular carcinoma in a Chinese Han population:
a case–control study

Wei Hou1

1Tianjin Second People’s Hospital and Tianjin Institute of

Hepatology, Tianjin

Background: Genetic polymorphism in the epidermal growth factor

(EGF, rs4444903) gene has been demonstrated to be associated with

the clinical deterioration in hepatitis C virus (HCV)-related liver

cirrhosis (LC) and the development of hepatocellular carcinoma

(HCC). Whether this single nucleotide polymorphism (SNP) influ-

ences susceptibility to HCV-related LC and HCC in the Chinese Han

population is largely unknown.

Methods: Therefore, in this case–control study, a total of 187 Chi-

nese Han patients with chronic HCV infection, including 62 HCV-

related LC patients, 46 HCV-related HCC patients, and 79 chronic

hepatitis C (CHC) patients without LC and HCC were enrolled, and

the genetic polymorphism was genotyped via a matrix-assisted laser

desorption/ionization time of flight mass spectrometry (MALDI-TOF

MS) assay. The logistical regression analysis was employed to ana-

lyze the correlation between these genetic polymorphisms and risk of

HCV-related LC and HCC.

Result: The results demonstrated that the EGF rs4444903 GG

genotype was associated with increased risk of HCV-related LC and

HCC compared to the AA + AG genotype after an adjustment on age,

gender, body mass index (BMI), duration of HCV infection and HCV

RNA level (OR = 2.188; 95% CI = 1.072–4.465; P = 0.031,

OR = 3.104; 95% CI = 1.319–7.307; P = 0.010, respectively) under

the recessive model.

Conclusion: In conclusion, EGF rs4444903 GG genotype is associ-

ated with higher susceptibility to HCV-related LC and HCC in the

Chinese Han population. Screening of host genetic polymorphisms

might be helpful in designing effective and efficient LC and HCC

surveillance programs for chronic HCV-infected patients.

OP024

Ultrastructure of hepatocytes in chronic hepatitis C patients who
achieve a sustained virological response

Haruyo Aoyagi1, Hiroko Iijima2, Francesc Puig-basagoiti1, Zheng
Xin1, Yu-Ting Kao1, Gewaid e. Hossam1, Takuma Zaitsu1, Mami
Matsuda1, Koichi Watashi1, Ryosuke Suzuki1, Takahiro
Masaki1,3, Noritomo Shimada4, Keizo Kato5, Akihito Tsubota3,
Ayako Mimata6, Yuriko Sakamaki6, Shizuko Ichinose6, Kenjiro
Wake7, Takaji Wakita1, Hideki Aizaki1

1National Institute of Infectious Diseases, Bethesda, USA; 2Hyogo

College of Medicine, Hyogo, Japan; 3The Jikei University School of

Medicine, Nishinomiya, Japan; 4Ootakanomori Hospital, Chiba,

Japan; 5Shinmatsudo Central General Hospital, Matsudo, Japan;
6Tokyo Medical and Dental University, Yushima, Japan;
7Minophagen Pharmaceutical Co., Ltd., Tokyo, Japan

Background: Treatment for patients with chronic hepatitis C (CHC)

infection has remarkably improved, as[90% of patients treated with

direct-acting antivirals (DAA) are expected to achieve a sustained

virological response (SVR). However, approximately 10% of patients

who achieve SVR (SVR patients) develop hepatocellular carcinoma

(HCC) within 10 years. Therefore, carcinogenesis after SVR remains

problematic. The present study aimed to elucidate the liver pathology

after SVR and to improve the management of the increasing number

of SVR patients.

Methods: Hepatitis C virus (HCV) JFH1 strain was propagated in

human hepatoma cell line, Huh7. Liver needle biopsy specimens were

obtained from HCV RNA-positive patients with chronic liver disease

and HCV RNA-negative SVR patients. Viral genomes were analyzed

by PCR and cellular ultrastructure was assessed using transmission

electron microscopy (TEM) in liver samples from SVR patients.

Result: We detected HCV RNA in 4 out of 15 samples of liver tissue

after SVR, suggesting that HCV could be latent in the liver even when

HCV RNA is undetectable in serum. We detected HCV RNA in 3 out

of 13 patients that developed HCC after SVR, suggesting that HCV

was not a direct cause of the HCC. A comparison of the hepatic stage

of fibrosis (F) in SVR patients between carcinogenesis and no car-

cinogenesis revealed an increase in F stages among those who

developed HCC after SVR. Therefore, liver stiffness is an important

indicator of carcinogenesis after SVR. Structural abnormalities in

organelles such as nuclear membrane disruption, cristae destruction in

swollen mitochondria, as well as vacuolation and membrane vesicle

formation of the ER were observed in hepatocytes of SVR patients

regardless of the time after achieving SVR. When comparing CHC

patients with SVR patients, the number of double membrane vesicles,

the sites of active viral RNA replication, and glycogen accumulation

were significantly decreased in biopsy of SVR patients. Conversely,

Mallory-denk bodies were significantly increased in SVR patients.

Furthermore, more dilated and degranulated ER were observed in

patients who developed HCC after achieving SVR (SVR-HCC) than

in HCC-free (SVR-noHCC) patients’ liver tissue.

Conclusion: Abnormal organelles in SVR patients indicate a persis-

tent disease state (post-SVR syndrome). Long-term follow-up of

patients is recommended after achieving SVR.
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OP025

Cell culture model supports entire blood-borne hepatitis C virus
life cycle

Xuan Guo1, Junwen Li1

1Tianjin Institute of Health and Environmental Medicine, Tianjin

Background: HCV infection continues to be a huge health and

economic burden to the world population. The inability to efficiently

cultivate HCV in vitro has presented major obstacles in understanding

its pathogenesis and developing effective therapeutics. This is due to

the fact that HCV has high host specificity and infection is limited

mainly to primates.

Methods: HCV-positive serum samples were obtained from patients

with chronic HCV infection and did not receive any antiviral therapy

prior to this study. Human fetal liver tissues were obtained from

legally aborted fetuses at 12–20 weeks. Cells were isolated and cul-

tured according to the protocol previously we described. HCV

replication was monitored with quantitative RT-PCR, three-dimen-

sional structured illumination microscopy, and western blot after

hFLSCs were naturally infected by bbHCV. Moreover HCV particles

and intracellular replication compartments were detected by immune

electron microscopy.

Result: High virus production from hFLSCs infected with bbHCV

results revealed that 2.9 9 106 GCs of HCV RNAs were detected in

hFLSCs and reached a plateau at 14 h postinfection. HCV RNA

levels revealed a fluctuating pattern, which remained between 105–

107 GCs per 105 cells or 1 mL of culture media during 60 days. More

importantly, both positive-and negative-strand HCV RNA could be

intermittently detected in cells by RT-PCR. It was demonstrated that

infected hFLSCs expressed HCV structural and non-structural pro-

teinsefficiently (Fig. 1).

Observation of HCV particles by electron microscopy: We

observed spherical particles with a mean diameter of approximately

55 nm. The inner ring of these virus particles had a slight angular

morphology and a diameter of 30–35 nm, which was consistent with

that of a nucleocapsid. HCV particles were also visualized by immune

electron microscopy using an E1-specific antibody, and showed gold-

labeled spherical structures with an electron-dense inner core (Fig. 2).

Infectivity of HCV from cell culture: hFLSCs were incubated with

culture media containing 2.3 9 106 GCs of HCVcc. After 2 days,

HCV RNA levels were detectable in supernatants. The infectivity was

3.1 ffu/mL at 2 days, and reached a maximum of 1.3 9 105 ffu/mL

by 28 days after infection).

HCV infection or replication blocking by anti-E2, anti-CD81
antibodies and peginterferon a-2a: HCV RNA levels and infectivity

significantly decreased in infected hFLSCs by monoclonal antibod-

ies specific for HCV E2 or CD81. We also demonstrated that

peginterferon a-2a inhibited virus replication in hFLSCs in a dose

dependent manner.

Conclusion: hFLSCs culture system could naturally imitate the entire

bbHCV life cycle in various genotypes.

OP026

Outcomes of daclatsavir + sofosbuvir combination therapy
in HEP C G3 patients

Muzzaffar Lateef Gill1

1Maroof International Hospital, Islamabad, Pakistan

Background: Sofosbuvir and Daclatsavir is current new gold stan-

dard for Hepatitis C, G3 patients.

We decided to study this combination of treatment in our population

for Hepatitis C, G3 patients.

Methods: We enrolled 100 treatment naive patients and 100 treat-

ment experienced patients without cirrhosis. They were labelled as

Group-1 and Group-2 respectively. Both groups received 400 mg

sofosbuvir and 60 mg daclatsavir for 12 weeks.

Inclusion criteria
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HEP C G3 patients HCV PCR[100,000; platelets[75,000; INR

\1.5 and FibroScan \10 kPa, These patients had regular 04 weeks

follow-up, every enrolled patient has baseline CBC, TSH, BSR, PCR

quantative genotype and Fibro-scan. Treatment experienced patients

have previous therapy with Peg-interferon and Ribavirin.

Primary endpoint SVR @ week 12

Result: 65% patients were male in both groups, median age was 45,

median HCVRNA = 600,000 IU/ml.

• Group 1

• 96 out of 100 (96%) treatment naive patients were PCR

negative at week 12.

• Group 2

• 85 out of 100 (85%) among treatment experienced patients

were PCR negative.

No severe side effects were seen in any group.

Conclusion: 12 weeks regimen of daclatsavir + sofosbuvir is a new

reasonable gold standard for HEP C G3 patients. It has very good

efficacy and excellent safety profile.

OP027

Study of cardiovascular profile of untreated decompensated
chronic hepatitis C patients

Shivam Sachan1,2,3, V. K. Dixit1,2,3, S. K. Shukla1, Gaurav Garg1,
S. K. Singh1, Raju Kumar1,3

1Institute of Medical Sciences, BHU, Varanasi, India; 2Varanasi,

India, 3Varanasi, India

Background: There are several infectious etiologies proposed for

coronary artery disease (CAD) in recent years on the basis of epi-

demiological associations, but there is no consensus regarding a

causative role. The association between hepatitis C virus (HCV)

infection and CAD is less clear. A small number of reported studies

have shown conflicting results. Persons with HCV infection are at an

increased risk of developing hepatic steatosis, which shares many

clinical features with the metabolic syndrome. Hepatic steatosis has

also been associated with elevated levels of markers of inflammation

and endothelial dysfunction. These factors suggest a biologically

plausible mechanism of increased risk of CAD in at least a subset of

HCV infected persons.

Methods: Forty-eight adult (age[18 years) treatment naive subjects

with decompensated chronic hepatitis C and an equal number of

controls were studied. Standard M-mode 2D ECHO and Doppler

echocardiographic examinations were done in all subjects. Left ven-

tricular ejection fraction was calculated using the standard formula.

Carotid artery intima media thickness (CIMT), was measured by

USG. Age[50 and\18 years, subjects in HE, critically ill subjects,

prior history of CAD, T2DM, CKD and those unable to provide

informed consent were excluded. The control group comprised of age,

sex and education matched normal healthy volunteers. The exclusion

criteria were the same as those for cases. Then the data was analysed

with the appropriate statistical methods. Student T test, Chi Square

test and Two Sample Proportion Tests were used to calculate the

P value. Tests were considered significant if P values were less than

0.05.

Result: Both cases and controls were comparable regarding their age,

gender, socioeconomic status, education and residence. Most com-

mon genotype was 3b. There was no significant difference between

ECG abnormalities of cases and controls. Mean left ventricular end

diastolic dimension of cases was 63.1 ± 4.6 mm while it was

55.2 ± 4.1 mm among controls (p value \0.0001), mean left ven-

tricular end systolic dimension of cases was 33.1 ± 2 mm while it

was 31.9 ± 1.2 mm among controls (p value = 0.0006), mean ejec-

tion fraction of cases was 54.6 ± 9.8% while it was 60.1 ± 8.7%

among controls (p = 0.004).

2D ECHO abnormalities were present in 20 (41.66%) out of 48 cases

while they were present in only 10 (20.83%) out of 48 controls

(p = 0.028) which was significant. Decreased LVEF was found in 14

(29.16%) out of 48 cases while it was found in 5 (10.41%) out of 48

controls (p = 0.021).

Mean CIMT of cases was 0.84 ± 0.16 mm while it was

0.75 ± 0.13 mm in controls (p = 0.0032) which was significant.

Conclusion: Most common genotype was 3b, 2D ECHO abnormal-

ities were significantly higher in cases as compared to control, CIMT

was significantly higher in cases as compared to control, no signifi-

cant relationship between ECG and echo abnormalities between cases

and controls.
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Background: Acute kidney injury associated with hepatorenal syn-

drome (HRS) does not only affect survival in patients with

decompensated cirrhosis but also influences outcomes after liver

transplantation (LT). Even though LT has proved to be the best

treatment for both types of HRS, the rates of survival and HRS

reversal after LT vary across regions and according to patients’

characteristics. We therefore conducted a systematic review and

meta-analysis to estimate and pool the post-liver transplant rates of

death, HRS reversal and acute cellular rejection (ACR).

Methods: Relevant literatures reporting percentages of survival, HRS

reversal and/or acute rejection were searched from Pubmed, Scopus,

and conference abstract. Once, the studies were identified, quality

assessment of the studies was performed using Newcastle-Ottawa scale.

Death rates, incidence of HRS reversal and ACR were pooled by a meta-

analysis for pooling proportion. Random-effect model was used if

presence of heterogeneity, otherwise a fixed-effect model was applied.

Result: Twenty studies were included for analysis. The death rate was

pooled from 17 of 20 studies, with a total of 891 HRS patients and

2880 of Non-HRS patients. The overall death rates (person-year) for

HRS and non-HRS after LT were 0.25 (95% CI 0.18–0.33) and 0.19

(95% CI 0.14–0.26), respectively. As for the risk ratio of overall death

rate of HRS patients compared with non-HRS patients was 1.29 (95%

CI 1.14–1.47, p-value \0.001). Subgroup analysis showed that the

1-year post-LT death rate for type-1 HRS was higher than for type-2

HRS [0.25 (95% CI 0.17–0.38) vs. 0.16 (95% CI 0.10–0.25). The

HRS reversal incidence was 0.82 (95% CI 0.69–0.93). The incidence

rate of ACR was 0.13 (95% CI 0.03–0.27).

Conclusion: Over 80% of HRS cases are reversible after liver

transplantation. However, mortality of patients following transplan-

tation is higher than for liver transplantation with non-HRS.

OP029

Comparable short and long-term outcomes in deceased donor
and living donor liver retransplantation

Kenneth Sh Chok1,2, Albert Cy Chan2,3, James Yy Fung2,3, Jeff
WC Dai3, Tom Tt Cheung2,3, Cm Lo2,3

1The University of Hong Kong, Pokfulam, Hong Kong; 2State Key

Laboratory For Liver Research, Pokfulam, Hong Kong; 3The

University of Hong Kong, Pokfulam, Hong Kong

Background: Most studies of liver retransplantation were published

more than a decade ago. Those published recently all have their focus

on deceased donor liver retransplantation (re-DDLT). Living donor

liver retransplantation re-LDLT remains an untouched topic. To

determine if re-LDLT is a justifiable alternative to re-DDLT.

Methods: Liver retransplantation recipients were divided into the re-

DDLT and re-LDLT groups. The groups were compared in terms of

demographic characteristics, pre-retransplant and intraoperative details,

and short- and long-term outcomes. Risk for living donors was examined.

Result: Twenty-nine patients had a total of 33 re-DDLTs and 15

patients received re-LDLT. The re-LDLT group had significantly

lighter grafts (median, 525 vs. 1295 g, p B 0.001), smaller ratio of

graft weight to estimated standard liver volume (median, 56.98 vs.

107.7%, p B 0.001), shorter cold ischemia (median, 106 vs. 451 min,

p B 0.001), and lower international normalized ratio on postoperative

day 14 (median, 1.1 vs. 1.15, p = 0.013). The groups were otherwise

comparable. Grade-5 complication occurred to two patients in the re-

DDLT group. The groups were similar in patient survival (p = 0.326)

and graft survival (p = 0.102). No living donors died, but three (20%)

of them developed grade-1 complications.

Conclusion: With the required expertise, re-LDLT can produce satis-

factory results which are comparable to those of re-DDLT while

keeping the donor risk at bay. In places where the demand for deceased

donor liver grafts far outstrips supply, re-LDLT can be considered as an

alternative to re-DDLT if the expertise is available and if the potential

recipient benefits can balance out the potential donor risks.

OP030

Efficacy and safety of basiliximab as initial immunosuppression
in liver transplantation: a single center study

Mohammed Hashim1, Ayman Alsebaey Alghoraieb2, Amr
Ragab1, Hossam Eldeen Soliman3, Imam Waked1

1Hepatology Department, National Liver Institute, Shebeen El-Kom,

Egypt; 2National Liver Institute, Menoufia University, Shebeen El-

Kom, Egypt; 3Hepatobiliary and Pancreatic Surgery Department,

National Liver Institute, Shebeen El-Kom, Egypt

Background: The interleukin-2 receptor antagonist; basiliximab is

used to allow delayed introduction of calcineurin inhibitors (CNI)

after liver transplantation and thus delay their renal insult. However,

there is only little evidence for the safety and the efficacy of this

regimen. This study aimed to evaluate the effectiveness and safety of

basiliximab induction in liver transplantation.

Methods: This study included 179 patients who were classified into

two groups: standard triple immunosuppression (IS) regimen of

steroid, tacrolimus (TAC) and mycophenolate mofetil (MMF)

(n = 137) and induction IS regimen of basiliximab, low dose steroids

and MMF with delayed introduction of CNI (n = 42). All patients

were followed after liver transplantation for at least 6 months or until

death. This study included 179 patients who were classified into two

groups: standard triple immunosuppression (IS) regimen of steroid,

tacrolimus (TAC) and mycophenolate mofetil (MMF) (n = 137) and

induction IS regimen of basiliximab, low dose steroids and MMF with

delayed introduction of CNI (n = 42). All patients were followed

after liver transplantation for at least 6 months or until death.

Result: There were no significant differences in patient survival, graft

dysfunction, infection rate or type, or wound healing between both groups.

The acute rejection rate was equivalent in both groups. Renal dysfunction

in the first 6 months post-transplant was less in the basiliximab group in

comparison to the other group (7.1 and 20.4% respectively).

Conclusion: Basiliximab-induced IS protocol is a safe regimen that

reduces medium-term renal dysfunction and achieves similar survival

without increasing the acute rejection or infection rate in liver

transplantation recipients.
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Pediatric liver allograft health with normal liver function test,
10 years after liver transplant

Saista Amin1,2

1Kokilaben Dhirubhai Ambani Hospital, Mumbai, India; 2Mumbai,

India

Background: • Current long-term survival rate of liver transplant

(LT) in children with end stage liver disease is over 80%.

• Liver function tests are the most common mode of assessing graft

status.

• Abnormal graft histology of variable severity has been reported in

children despite normal liver function tests.

To Evaluate the liver histology in children with normal liver

function tests and radiology (ultrasound), 10 years after LT.

Methods: 62 children, 10 years after liver transplant with normal

liver functions (AST, ALT, GGT, bilirubin, albumin) who consented

for liver biopsy, were studied prospectively. Incidence and risk factors

for abnormal graft histology were also evaluated.

• Children transplanted between the period 1985–2002 were enrolled

in the study.

• Inclusion criteria:

–10 years post LT

–normal LFT

–normal USS

–consent for biopsy

Result: Of the 62 children (32 male), age being between 11 and

25 years, median age was 14 (±2 years), at the time of biopsy. 53

children had abnormal histology (fibrosis/steatosis/both). On Ishak

staging stage 3 and 4 fibrosis was found in 23 (43.5%) children. 11

(20.7%) had stage 1 fibrosis, 17 (32%) with stage 2. Recipient related

risk factors evaluated were episodes of acute rejection, biliary and

vascular complications, CMV infection, de novo autoimmune hep-

atitis and PTLD. Donor related risk factors evaluated were age, sex,

cmv status, graft steatosis. Both donor and recipient risk factors were

comparable with normal and abnormal histology groups.

Conclusion: Normal liver biochemistry does not reflect graft histol-

ogy. Hence a caution has to be observed while predicting allograft

health without liver biopsy.

OP032

Pre-emptive therapy for CMV viremia in living donor liver
transplant recipients: a single center experience

Kashif Nawaz1, Yasir Abbas1, Mohammad Salih1, Naeem Ullah1

1Shifa International Hospital, Islamabad, Pakisthan

Background: Cytomegalovirus (CMV) infection is among the most

common complications after liver transplantation. Virus infects

50–100% of humans. Primary CMV infection in immune competent

individuals presents most commonly as an asymptomatic illness,

whereas in liver transplant recipients clinical disease presents with

high morbidity and even transplant rejection. The risk of CMV

infection and disease can be categorized by the pre-transplant CMV

(IgG) status of both the recipient and the donor. D-/R + and D +/

R + are considered at moderate risk for CMV infection in post-

transplant period. There are two major strategies for CMV disease

prevention after liver transplantation: preemptive therapy and

antiviral prophylaxis. No studies on CMV in post-transplant setting

have been conducted in Pakistan. We present our cohort of recipients

of living donor liver transplant who were at moderate risk of CMV

disease and underwent pre-emptive therapy.

Methods: Objective: To determine the incidence of CMV viremia in

recipients of living-donor liver transplant and its association with

acute cellular rejection and cmv related morbidity.

Methods: It was a retrospective cohort study of 300 living donor liver

transplant recipients from 29/4/2011 till 26/4/2016. Data was col-

lected from records. All adult patients were of moderate risk group

(D-/R + , D +/R +). Simple means and standard deviation was cal-

culated for continuous variables while frequency statistics were

calculated for categorical ones.

Result: A total of 157 post liver transplant patients were analyzed,

with a mean age of 46. Males were 132/157 (84.1%). There were

48/157 (30.6%) patients who had positive post-transplant CMV DNA

either at or after day 7, whereas 109/157 (69.4%) patients were CMV

DNA -Ve. Total 49/157 (31.2%) developed ACR in Post-transplant

period. 15/48 (31.2%) patients who had CMV viremia developed

ACR, whereas 34/109 (31.1%) patients not having CMV viremia also

developed ACR.

Conclusion: CMV viremia is neither related to significant graft

dysfunction in the form of ACR nor to CMV related morbidity due to

tissue invasive disease. So, pre-emptive approach should be practiced

in resource constrained countries.

Data on CMV related mortality is to be updated (in process).

OP033

Gsk3b regulates macrophage pro-inflammatory immune
activation via AMPK-mediated induction of small heterodimer
partner (SHP)

Haoming Zhou1, Xuehao Wang1, Yuan Zhai2, Ling Lu1

1The First Affiliated Hospital of Nanjing Medical University,

Nanjing; 2The Dumont-UCLA Transplant Center, Department of

Surgery, David Geffen School of Medicine at UCLA, Los Angeles,

CA, USA

Background: Glycogen synthase kinase 3 (Gsk3b) has been found to

play key roles in ischemia and reperfusion injuries (IRI) of multiple

types of organs in studies using GSK3 inhibitors. However, Gsk3 has

two isoforms, a and b, while current available Gsk3 inhibitors do not

differentiate these two isoforms, and do not target specific type of
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cells. Thus, the role of Gsk3b in regulation of liver inflammatory

immune activation and potential functional mechanism still remains

controversial.

Methods: We created myeloid specific Gsk3b KO mice using Lyz-

Cre/Loxp-Gsk3b system to studied its roles in regulating macro-

phages response against IR in a murine liver partial warm ischemia

model. We studied Kuppfer cells (KCs) and bone marrow derived

macrophages (BMDM) activation in vitro and intracellular signalling

pathway as well.

Result: Myeloid specific Gsk3b KO mice protected livers from IRI

(sALT and liver histological analysis) with diminished pro-inflam-

matory immune responses (measured by qRT-PCR of TNF-a, IL-6,

IL-10, CXCL10 gene expressions), as compared with WT controls.

In vitro, Gsk3b deficient KC and BMDM expressed much higher

levels of IL-10. Phosphorylation of stat3 and stat6 were slightly

enhanced in KO macrophages. AMPK activation in KO cells was

increased as shown by higher level of activating phosphorylation at

Thr172 and lower level of inhibitory phosphorylation at Thr479.

Small heterodimer partner (SHP) was induced dramatically in

Gsk3KO cells in response to LPS stimulation, while their levels in

WT cells were not changed. AMPK inhibition with dorsomorphin

resulted in a general suppression of inflammatory TNF-a and IL-6

production, and completely abrogated the differences of IL-10 pro-

duction between KO and WT cells. In vivo dorsomorphin treatment

did not affect liver IRI in WT mice, but increased liver injuries in

Gsk3b KO mice. SHP knock down by siRNA transfection in vitro in

macrophages increased TNF-a and IL-6 but decreased IL-10 pro-

duction, and abrogated differences between WT and Gsk3b KO cells.

Conclusion: Gsk3b regulates macrophage inflammatory response by

inhibiting AMPK-SHP signalling pathway.

OP034

Cancer after liver transplantation: a nationwide study in Taiwan
1997–2011

Chien-Chang Liao1

1Taipei Medical University Hospital, Taipei, Taiwan

Background: Risk factors of de novo malignancies after liver

transplantation in the Chinese population were not completely

understood.

Methods: From the insurance claims of Taiwan’s National Health

Institute Research Database in 1997–2011, we investigated 1343 liver

transplantation recipients and 13,430 matched non-transplantation

persons were selected for comparison. During the follow-up period,

the incidence rate, hazard ratios (HRs), and 95% confidence intervals

(CIs) of cancer after liver transplantation and associated factors

were calculated in the Cox propotional hazard models.

Result: Compared to the general population, several de novo

malignancies were more common following liver transplantation

(HR = 2.02, 95% CI = 1.34–3.05). Age more than 50 years

(HR = 2.62, 95% CI = 2.07–3.30), hypertension (HR = 1.34, 95%

CI = 1.08–1.67), and chronic obstructive pulmonary disease

(HR = 1.37, 95% CI = 1.04–1.80) were factors associated with

cancer after liver transplantation. Oral cancer (HR = 3.58, 95%

CI = 1.20–10.7) and other cancer (HR = 3.15, 95%

CI = 1.68–5.91) were associated with liver transplantation.

Conclusion: Liver transplantation was associated with de novo can-

cer. Surveillance protocols should be intensified based on the

current epidemiologic data.
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Portal flow is the main predictor of early graft dysfunction
regardless of the GRWR status in living donor liver
transplantation—a retrospective analysis of 134 patients

Bhavin Vasavada1, C. L. Chen2

1Shalby Hospitals, Ahmedabad, India; 2Director, Liver Surgery and

Liver Transplant, Los Angeles, USA

Background: Sometimes even in adequate graft to recipient weight

ratio (GRWR) settings and after ruling out all other causes, recipients

still show features of the small for size syndrome. The purpose of this

study was to evaluate all causative factors responsible for early graft

dysfunction fulfilling the definition of the small for size syndrome,

regardless of the GRWR status, and with particular emphasis on

portal flow (ml/min/100 g). We also tried to establish whether a high

portal flow on intraoperative Doppler study immediately after reper-

fusion can predict graft dysfunction.

Methods: Early graft dysfunction was defined according to the def-

initions given for the small for size syndrome by the Kyushu

University Group. Patients undergone living donor liver transplanta-

tions between January 2010 and December 2012 were analyzed. We

routinely do Doppler ultrasound (USG) immediately after reperfusion

and daily for 5 days. The portal vein flow after routine Doppler

examination immediately after reperfusion was noted as the portal

vein flow at day 0.

Result: 19 of 134 patients showed features of early graft dysfunction

as defined. On univariate analysis, hepatitis C virus (HCV) and portal

vein flow immediately after reperfusion were significant predictors of

postoperative graft dysfunction. (p = 0.008 and p\ 0.0001). On

multivariate logistic regression, only portal vein flow after reperfusion

(p = 0.002) remained as the significant predictor of postoperative

graft dysfunction. A portal flow of greater than 190 (ml/min/100 g)

was significant in predicting graft dysfunction (p\ 0.0001) with an

AUROC of 0.709. GRWR was not a significant predictor.

Conclusion: A portal vein flow immediately after reperfusion[190/

ml/min/100 g. reliably predicted whether a graft would behave as

small for size or not, regardless of the GRWR status. Portal vein flow

was the most significant predictor of graft dysfunction.

OP036

Direct acting anti-viral (DAA) therapy (DAA) increases cure
and improves metabolic profile in liver transplant recipients
with hepatitis C virus (HCV) infection

Junaid Beig1, Edward Gane Edward1

1Auckland City Hospital, Auckland, New Zealand

Background: Recurrent HCV infection is universal post liver trans-

plantation for HCV cirrhosis (HCV-OLT), associated with

progressive hepatic and extrahepatic complications that can be pre-

vented by HCV eradication. Interferon (IFN)-based treatment has

poor adherence and safety profile. New direct acting anti-viral

(DAAs) with cure rate [95% and discontinuation rate \1% in liver

transplant recipients, not only eradicate recurrent HCV infection but

may also reduce metabolic complications in this population. The aim

of this study is to look into the prevalence of metabolic abnormalities

in liver transplant recipients who received new DAAs treatment in

comparison to those treated with IFN-based therapy.

Methods: Retrospective database search was conducted on 134

hepatitis C-related transplant (HCV-OLT) recipients to identify those

treated with DAA or interferon (IFN)-based antiviral therapy. Pre-

transplant data included demographic factors; transplant indications,

virologic data and features of metabolic syndrome. Post-transplant

data included the type of anti-viral therapy, SVR and differences in

post-transplant metabolic disorders.

Result: At median follow-up of 6.5 years (range 1 month to

17 years), 70 (52%) HCV-OLT recipients had received anti-viral

therapy, of whom 34 (49%) received IFN-free DAA therapy and

36 (51%) had IFN-based therapy. SVR rates were higher in

recipients treated with DAAs than in those treated with IFN-based

therapy (88 vs. 42%; p 0.001), including those with advanced

fibrosis (62 vs. 33%; p 0.003) and those with severe hepatic

steatosis (35 vs. 14% p = 0.05). Following antiviral therapy, the

prevalence rates of diabetes (26 vs. 42%), hypertension (47 vs.

67%), dyslipidemia (47 vs. 67%) and CKD (24 vs. 42%) were

lower in the DAA-treated patients compared to these treated with

IFN-based therapy.

Conclusion: Recently approved DAA therapies should eradicate

recurrent HCV infection and reduce both liver and metabolic com-

plications following HCV-OLT for HCV cirrhosis. Further follow-up

will determine the long-term benefits of DAA therapy in this

population.
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Correlation of nucleos(t)ide analogues with the renal function
in chronic HBV infected patients: a large-sample cross-sectional
study in China

Zhanyi Li1, Yuankai Wu1, Fangji Yang1, Guoli Lin1, Xiangyong
Li1, Yutian Chong1

1The Third Affiliated Hospital of Sun Yat-sen University, Guangzhou

Background: The use of nucleos(t)ide analogues (NAs) has drasti-

cally improved the prognosis of patients with chronic hepatitis B

(CHB). However, the duration of NA treatment is not well defined.

The safety of long-term treatment with NAs has gradually gained

more attention. NAs, particularly adefovir have been reported to be

associated with long-term nephrotoxic effects. The present study

aimed to evaluate the effects of NAs on estimated glomerular filtra-

tion rate (eGFR) fluctuations in Chinese chronic hepatitis B (CHB)

patients.

Methods: This single-center cross-sectional study enrolled 1010

CHB patients who were followed up from January 2006 to October

2014 in the Third Affiliated Hospital of Sun Yat-sen University. The

CHB patient subgroups included those treated with lamivudine

(n = 57), adefovir (n = 225), telbivudine (n = 159), and entecavir

(n = 276), while untreated patients (n = 293) served as control. The

eGFR was calculated by the Chronic Kidney Disease Epidemiology

Collaboration formula.

Result: The mean age of the patients was 39.75 ± 10.04 years, and

78.8% of the study population was male. Of the study population,

16.1% had cirrhosis. The mean drug duration of each group was as

follows: LAM, 58.61 ± 21.79 months; ADV, 58.70 ± 17.33 months;

LdT, 42.99 ± 15.76 months; and ETV, 53.34 ± 20.04 months.
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38.12% (385/1010) patients, whose serum creatinine levels were

within the normal range, already had mild renal impairment. The

number of patients with eGFR \90 mL 9 min-1/1.73 m2 in lami-

vudine, adefovir, telbivudine, entecavir, and control groups was 13

(22.8%), 103 (45.8%), 16 (10.1%), 101 (36.6%), and 70 (23.9%),

respectively. The incidence of renal impairment in the LdT group was

the lowest (P\ 0.001 vs control; P = 0.023 vs LAM; P\ 0.001 vs

ADV; P\ 0.001 vs ETV) and that in the ADV group was the highest

(P\ 0.001 vs control; P = 0.002 vs LAM; P\ 0.001 vs LdT;

P = 0.037 vs ETV) among all the groups.

Conclusion: Renal abnormality is prevalent in CHB untreated

patients and patients treated with NAs. Adefovir appears to be cor-

related with renal impairment more frequently than other NAs. Renal

impairment can happen in patients whose serum creatinine levels

were within the normal range so the eGFR should be used to evaluate

renal function in patients treated with NAs.

OP038

Efficacy and safety of 240 weeks of treatment with tenofovir
disoproxil fumarate for Chinese patients with chronic hepatitis B

Jinlin Hou1, Zhiliang Gao2, Qing Xie3, Jiming Zhang4, Jifang
Sheng5, Jun Cheng6, Chengwei Chen7, Qing Mao8, Wei Zhao9,
Hong Ren10, Deming Tan11, Junqi Niu12, Shijun Chen13, Chen
Pan14, Hong Tang15, Hao Wang16, Yimin Mao17, Jidong Jia18, Qin
Ning19, Min Xu20, Shanming Wu21, Jun Li22, Xinxin Zhang3,
Wenyan Zhang23, Lian Liu23
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Shanghai; 8Southwest Hospital, Third Military Medical University,

Chongqing; 92nd Hospital of Nanjing, Nanjing; 102nd Affiliated

Hospital Chongqing Medical University, Chongqing; 11Xiangya

Hospital Central-South University, Changsha; 121st Affiliated Hospital
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Jinan; 14Fuzhou Infectious Disease Hospital, Fuzhou; 15West China

Hospital, Sichuan University, Chengdu; 16Peking University People’s

Hospital, Beijing; 17Renji Hospital Affiliated to Shanghai JiaoTong

University, Shanghai; 18Beijing Friendship Hospital Affiliated to

Capital University, Beijing; 19Tongji Hospital of Tongji Medical

College, Wuhan; 20Guangzhou Eighth Municipal People’s Hospital,

Guangzhou; 21Shanghai Public Health Clinical Center, Shanghai; 22The

First Affiliated Hospital with Nanjing Medical University, Nanjing;
23GlaxoSmithKline R&D

Background: We assessed the efficacy, safety, and resistance

development of tenofovir disoproxil fumarate (TDF) treatment for up

to 240 weeks in hepatitis B e antigen (HBeAg)-positive and HBeAg-

negative chronic hepatitis B (CHB) patients in China.

Methods: Patients who completed 48 weeks of randomized treatment

with TDF or adefovir dipivoxil (ADV) were eligible to receive open-

label TDF for a total study duration of 240 weeks. Virologic, sero-

logic, biochemical, safety and resistance were monitored throughout

the study. Liver biopsy was performed in a subset of patients at

baseline, Week 48 and Week 240.

Result: Overall, 497/512 (97.0%) subjects (198 HBeAg positive and

299 HBeAg negative) entered the open-label phase; originally, 252

subjects were randomized to TDF (TDF–TDF) and 245 subjects were

randomized to ADV (ADV-TDF). 457/512(89.3%) subjects com-

pleted 240-week treatment, of which 14 subjects were excluded from

per-protocol population mostly due to prohibited medication and out

of window-visit. For per-protocol population at 240 weeks, virologic

suppression [HBV DNA\400 copies/mL (69 IU/mL)] was achieved

in the majority of subjects (TDF–TDF vs. ADV-TDF) in HBeAg

positive (95.5 vs. 97.7%) and HBeAg negative (100.0 vs. 99.2%).One

(0.2%) HBeAg positive patient of genotype B achieved HBsAg loss at

Week 240. 188 patients had evaluable liver biopsy samples at base-

line, and 27/188 (14.4%) had both baseline and year 5 liver biopsy

results.19/27 (70.4%) patients had histological improvement

(Table 1).No resistance to TDF was detected through 240-week

treatment. The overall frequency of AEs was comparable between

TDF–TDF and ADV-TDF group (56.0 vs. 50.0%), as were the inci-

dence of AEs related to the study drug (7.0 vs. 9.1%). Only one SAE

in TDF–TDF group (reported as synovitis) considered probably

related to study medication. AEs that resulted in permanent discon-

tinuation (0.8 vs. 0.4%) or dose interruption (2.3 vs. 2.4%) were low

and similar in both groups. 2 cases (0.8%) of Hepatocellular carci-

noma were reported at year 3 and 5. One subject in TDF–TDF group

had confirmed creatinine increase of 0.5 mg/dL above the baseline

value of 0.8 mg/dL during Week 96 to Week 132. The creatinine

decreased since Week 144 continually and was 1.10 mg/dL at Week

240. There were three patients with confirmed serum phosphate

\2 mg/dL, of which one had Grade 2 phosphate value at baseline and

phosphate fluctuated between Grade 2 to 3 during treatment. The

other two had Grade 3 phosphate value at baseline with no worsening

during treatment. No patients with confirmed CrCl \50 mL/min or

serum creatinine C2.0 mg/dL were observed.

Conclusion: TDF demonstrated high potency and lack of resistance

and good tolerability in Chinese CHB subjects receiving long-term

TDF monotherapy. (Study funding source: GSK.)
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Efficacy of telbivudine in HBeAg-negative chronic hepatits B
patients: results after 104-week of treatment

Weiqiang Gan1, Yiting Li1, Xiaohui Huang1, Yingfu Zeng1, Gang
Ning1, Chaoshuang Lin1

1The Third Affiliated Hospital of Sun Yat-sen University, Guangzhou

Background: Currently, there is few data showing the efficacy of

telbivudine on HBeAg-negative chronic hepatits B (CHB) patients.

The present study was performed to evaluate the safety and efficacy

of 104-week treatment of telbivudine (LDT) in Chinese HBeAg-

negative CHB patients.

Methods: In this multi-center, open-label study, 173 HBeAg-negative

CHB patients received LDT 600 mg/day for 104 weeks. HBV DNA

level, liver biochemical tests, quantitative hepatitis B surface antigen

(qHBsAg) titre, creatinine kinase (CK) level, the estimated

glomerular filtration rate (eGFR) calculated by the Chronic Kidney

Disease Epidemiology Collaboration (CKD-EPI) formula, and safety

assessments were conducted.

Result: The baseline ALT level, HBV DNA and qHBsAg were

139.83 U/L, 6.0 log10 IU/mL and 3.64 log10 IU/mL, respectively.

80% of patients had achieved ALT normalization (\35 U/L) at week

24, 85% at week 52, and 88% at week 104. HBV DNA unde-

tectable (\20 IU/mL) rate was 84% at week 24, 94% at week 52, and

92% at week 104. There was a decrease in qHBsAg titres from

baseline to week 24, from 3.64 to 3.43 log10 IU/mL (p\ 0.001), and

the corresponding decreases at week 52 and week 104 versus baseline

were 0.43 log10 IU/mL (p\ 0.001) and 0.61 log10 IU/ml

(p\ 0.001), respectively. After 104-week treatment, eGFR increased

by 10.22 mL/min versus baseline, from 94.74 to 104.96 mL/min

(p\ 0.001). Genotypic resistance to LDT was observed, and the

resistance rate was 0.6% at week 24, 4.0% at week 52, and 8.7% at

week 104 respectively. LDT was well tolerated, although 55% of

patients had elevated CK, no significant renal or additional toxicities

were observed. For most patients, their CK levels slightly elevated

(Grade 1–2). Although 9 of 173 (5%) patients had Grade 3–4 CK

level elevation, it didn’t last long, and the elevation was only seen in 1

visit (7/9) and 2 visits (2/9) and returned to the lower Grades while

continuing treatment. The only patient who had Grade 4 CK level

elevation exercised the day before the blood sample collection and

CK level became Grade 2 4 weeks later while continuing treatment.

Among these patients with elevated CK level, musculoskeletal side

effects including myalgia and muscle weakness did not show up in

most patients.

Conclusion: In HBeAg-negative CHB patients, LDT treatment was

well tolerated and effective, which could achieve virological sup-

pression through 104-week treatment in the majority (92%).

OP040

Effectiveness of peginterferon alfa-2a (40KD) therapy in HBeAg-
negative Chinese patients with chronic hepatitis B at 3 years post-
treatment: sub-analysis of the prospective, global, observational
S-collate study

Lai Wei1, Yao Xie2, Xinyue Chen3, Xiaoou Li4, Yongping Chen5,
Jiming Zhang6, Qing Xie7, Caiyan Zhao8, Hong Ren9, Hongfei
Zhang10, Hong Tang11, Marco Castillo12, Yan Huang13

1Peking University People’s Hospital, Peking University Hepatology

Institute, Beijing; 2Liver Disease Department, Beijing Ditan Hospital,
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Department, Beijing You An Hospital, Capital Medical University,
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Hospital, Hangzhou; 5Department of Infection and Liver Diseases,

The First Affiliated Hospital of Wenzhou Medical University,

Wenzhou; 6Department of Infectious Diseases, Shanghai Huashan

Hospital, Fudan University, Shanghai; 7Department of Infectious

Diseases, Shanghai Ruijin Hospital, Jiaotong University School of

Medicine, Shanghai; 8The Third Hospital of Hebei Medical

University, Shi Jiazhuang; 9Department of Infectious Diseases, The

Second Affiliated Hospital of Chongqing Medical University,

Chongqing; 10No. 2 Infectious Disease Section, Beijing 302 Hospital,

Beijing; 11West China Hospital, Sichuan University, Chengdu; 12F.

Hoffmann-La Roche, Basel, Switzerland; 13Shanghai Roche

Pharmaceutical Co. Ltd, Shanghai

Background: HBeAg-negative chronic hepatitis B (CHB) is less

common in China than in Europe, and few data are available on the

outcome of treatment with peginterferon alfa-2a (40 KD) (PegIFN

alfa-2a) in the Chinese population. However, HBeAg-negative dis-

ease has increased in incidence in China in recent years. The

objective of the observational S-collate study (NCT01011738) was to

assess HBsAg clearance and other outcomes up to 3 years after

stopping PegIFN alfa-2a treatment in patients with CHB. The aim of

this analysis is to report outcomes in hepatitis B e antigen (HBeAg)

negative Chinese patients enrolled in the trial.

Methods: Patients initiated PegIFN alfa-2a therapy per investigator

discretion and in accordance with local clinical practice and labelling.

Efficacy was assessed during 3 years of post-treatment follow-up.

Response rates were calculated for the modified intention-to-treat

(mITT) population (all adult patients who received C1 dose of

PegIFN alfa-2a, and for patients with available data at the time point

of interest.

Result: Of 128 patients in the mITT population, 105 (82%) received

at least 48 weeks’ treatment, and 110 (86%), 106 (83%) and 89

individuals (70%) completed 1, 2 and 3 years of post-treatment
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follow-up. A majority of HBeAg-negative patients were male (83%,

Table 1). At baseline, the mean age was 36 years, the mean HBV

DNA level was 4.7 log10 IU/mL, and the mean ALT ratio was 2.6

times the upper limit of normal (ULN). At 3 years post-treatment

HBsAg clearance was documented in 7% (9/128, 95% confidence

interval [CI] 3–13%) in the mITT population, and 13% (9/69, 95% CI

6–23%) in patients with data (Table 2). The combination of HBV

DNA \2000 IU/mL and ALT normalisation was achieved in 53%

(41/78) of patients at end of treatment and 32% (20/62) at 3 years

post-treatment (patients with data). There were no reports of

decompensated liver disease, ascites, encephalopathy, or variceal

bleeding. One case of hepatocellular was detected during the study in

HBeAg-negative Chinese patients. This patient died 3 years post-

treatment due to lung metastases and multi-organ failure. No other

HBV-related deaths were reported in the HBeAg-negative Chinese

population.

Conclusion: The results in Chinese HBeAg-negative patients from

S-Collate are consistent with the results of large global phase 3

studies and show that HBsAg loss can be sustained for up to 3 years

in some patients treated with PegIFN alfa-2a.

Funding: F Hoffmann-La Roche Ltd.
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No resistance to tenofovir alafenamide detected through 48 weeks
of treatment in patients with chronic hepatitis B

Young-Suk Lim1, Wan-Long Chuang2, Andrea Cathcart3, Yang
Liu3, John F Flaherty3, Michael D Miller3, Anuj Gaggar3,
Kathryn M Kitrinos3, Henry Lik-Yuen Chan4

1Department of Gastroenterology, Asan Liver Center, Asan Medical
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Korea; 2Department of Medicine, Kaohsiung Medical University,

Kaohsiung City; 3Gilead Sciences, Foster City, CA, USA;
4Department of Medicine and Therapeutics, The Chinese University

of Hong Kong, Hong Kong

Background: Presented herein are the Week 48 resistance analyses

for 2 Phase 3 studies (GS-US-320-0108, GS-US-320-0110) evaluating

tenofovir alafenamide (TAF) vs tenofovir disoproxil fumarate (TDF)

for treatment of chronic hepatitis B in HBeAg + and HBeAg - oral

antiviral (OAV)-naı̈ve or OAV-experienced adults. Integrated analy-

ses for the East Asian and non-East Asian populations were

compared.

Methods: Patients were randomized 2:1 to receive TAF or TDF.

Baseline (BL) resistance mutations in HBV pol/RT were assessed

using INNO–LiPA Multi-DR v2/3 assay. Pol/RT population

sequencing was done for patients with C24 weeks of treatment who

experienced virologic breakthrough (VB) at Week 48 or discontinued

with HBV DNA C69 IU/mL. VB was defined as HBV DNA C69 IU/

mL after achieving\69 IU/mL or a C1.0-log10 increase from nadir.

Deep sequencing was conducted for VB patients with HBV DNA

C159 IU/mL. Phenotypic analysis using recombinant HBV in HepG2

cells was performed for VB patients who were adherent to study drug.

Result: 610/1298 (47%) patients randomized and treated were East

Asian (TAF: n = 401/866; TDF: n = 209/432). At BL, most patients

harbored wild type pol/RT (89.2%). Of patients with resistance

mutations (10.8%), a higher percentage were in OAV-experienced

patients (21.6%) vs OAV-naive patients (7.6%). After up to 48 weeks

of treatment, a small and similar percentage of patients qualified for

sequence analysis (East Asian: TAF 2.0%, TDF 1.4%; non-East

Asian: TAF 3.4%; TDF 4.9%). In the TAF arm, 8 East Asian patients

and 16 non-East Asian patients qualified: 15 patients had no change

from BL, 4 were unable to be sequenced (UTS), and 5 had poly-

morphic site substitutions. In the TDF arm, 3 East Asian patients and

11 non-East Asian patients qualified: 6 patients had no change, 4 were

UTS, 2 had polymorphic site substitutions, and 2 had conserved site

substitutions (rtQ67Q/H, rtQ288Q/stop). VB was often associated

with study drug nonadherence (TAF, 44%; TDF, 62%). Of the 16

patients who qualified for deep sequencing; 2 polymorphic substitu-

tions were detected in 2 patients each (rtN123D, TAF n = 1, TDF

n = 1; rtH124D, TAF n = 2) and 1 adefovir resistance-associated

substitution was detected in 1 patient (rtN236T, TDF n = 1). rtN236T

was detected at a level of 14.7% at Week 48; however, rtN236T was

not observed at BL nor in visits preceding/following Week 48 and the

patient resuppressed HBV DNA with continued treatment. No deep

sequencing substitutions were associated with sustained VB; 3 of 3

patients remaining on study achieved HBV DNA \69 IU/mL with

continued treatment. Phenotypic analysis of 2 East Asian patients and

8 non-East Asian patients (TAF n = 6, TDF n = 4) showed no

reduction in susceptibility to TAF or tenofovir, respectively.

Conclusion: No resistance to TAF was detected through Week 48.
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Longterm nucleotide analogue treatment has increase of renal
toxicities compared to entecavir treatment in patients
with chronic hepatitis B

Young Youn Cho1, Young Chang1, Joon Yeul Nam1, Hyeki Cho1,
Seong Hee Kang1, Jeong-Hoon Lee1, Yoon Jun Kim1

1Department of Internal Medicine and Liver Research Institute, Seoul

National University College of Medicine, Seoul, Republic of Korea

Background: Nucleotide analogues (adefovir and tenofovir) have

concerns of renal toxicities. Chronic hepatitis B patients treated with

adefovir (ADV) based regimens are changing to tenofovir (TDF)

based treatments in Korea due to national imbursement policies. The

aim of this study is to reveal longterm renal effects of ADV experi-

enced TDF treated patients compared to entecavir (ETV) treated

patients.

Methods: In this retrospective single center study, we selected 87

patients who were treated with ADV and subsequent TDF from June

2008 to Dec 2013. And they were matched by treatment duration of

ADV plus TDF (ADV + TDF group) with ETV treated patients, and

treatment duration of tenofovir only (TDF group) with ETV treated

patients. We analyzed creatinine increase over 0.5 mg/dL, GFR

decrease under 25%, phosphorus decrease under 2.0 mg/dL, and dose

reduction of antiviral agents.

Result: Median follow-up period were 60.0 months for ADV + TDF

group and 24.0 months for TDF group, respectively. There were no

difference in creatinine increase (5.7 and 2.3%, P = 0.25), but more

GFR decrease (31.0 and 14.9%, P = 0.02) events occurred during

follow-up in ADV + TDF group compared to ETV group, respec-

tively. Dose reduction of antiviral treatments was higher in

ADV + TDF group compared to ETV group, but not significantly

different (6.9 and 2.3%, P = 0.27), respectively. There were no dif-

ference in creatinine increase (1.1 and 3.4%, P = 0.30), and GFR

decrease (10.3 and 12.6, P = 0.59), but more hypophosphatemia

(12.6 and 1.2%, P\ 0.01) events occurred during follow-up in TDF

group compared to ETV group, respectively.

Conclusion: Nucleotide analogues showed significant decrease in

GFR compared to ETV, and TDF showed significant hypophos-

phatemia development compared to ETV. Although there was no

significant decrease in GFR at TDF treatment duration, clinicians

should be aware of renal toxicity development, and further long term

study needs to be performed in this population.

OP043

High HBsAg loss rate in HBeAg loss CHB patients SWITCH
from NUC to Peg-IFN alfa-2a (NEW SWITCH study)
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Background: HBsAg loss has been defined as the ideal endpoint in

CHB treatment and may indicate clinical cure. The primary objective

of NEW SWITCH study is to evaluate the HBsAg loss rate with PEG-

IFNa-2a (40KD) 48 or 96 weeks therapy in HBV DNA suppressed

HBeAg loss NUC-treated CHB patients.

Methods: This study is a multi-center, randomized study conducted

at 25 centers in China. HBeAg-positive CHB patients, who had

received adefovir, lamivudine or entecavir for 1–3 years and achieved

HBV DNA suppression (\200 IU/ml) and HBeAg loss, were ran-

domized 1:1 to receive Peg-IFN alfa-2a for 48 weeks (Arm A) or

96 weeks (Arm B) with the first 12 weeks overlapping NUC therapy

and followed-up for 48 weeks after treatment. The primary endpoint

was HBsAg loss at the end of treatment (EOT) (ClinicalTrials.gov:

NCT01464281).

Result: 303 patients received at least 1 dosage of study medicine

were included in the ITT population. Among 153 patients randomized

to Arm A, 22 (14.4%) achieved HBsAg loss at EOT, compare with 31

out of 150 (20.7%) in Arm B (P = 0.1742). Compared with 48 weeks

Peg-IFN treatment, the 96 weeks Peg-IFN treatment also showed

trends in better response in HBsAg loss at end of follow-up (EOF) and

HBsAg seroconversion, HBeAg seroconversion and HBV DNA

continued suppression at EOT and EOF (Table 1).

In patients treated with Peg-IFN alfa-2a for 96 weeks, HBsAg loss

rate at EOT was 40% (28/70) in patients with lower HBsAg level at

baseline (\1500 IU/ml) and 58.7% (27/46) in patients with lower

HBsAg level at baseline and week 24 (\200 IU/ml). Similar popu-

lations in patients treated with Peg-IFN alfa-2a for 48 weeks (26.5%

(18/68) and 51.4% (18/35)) were also found (Table 2).
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Conclusion: Our data showed HBsAg loss is an accessible endpoint

in patients who SWITCH from NUC to Peg-IFN, especially for those

who have lower HBsAg level at baseline and at week 24. Patients

with a Peg-IFN treatment duration of 96 weeks showed slight

improvement in HBsAg loss at EOT compared to 48-week treatment

group. Exploratory data analysis is worth attention to explore who

may benefit from extending duration in this study.
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Induction of IFN-k3 as an additional pharmacological effect
of nucleotide, not nucleoside, analogs: a new potential target
for hepatitis B virus infection
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Background: Interferon (IFN)-k3 is known to directly inhibit repli-

cation of several kinds of viruses including HBV, and induce IFN-

stimulated genes (ISGs). In chronic hepatitis C, interleukin (IL)-28B,

encoding IFN-k3, was identified as a significant factor for favorable

response to pegylated-IFN/ribavirin by genome-wide association

study. However, its clinical significance in hepatitis B virus (HBV)

infection is still elusive. Our aim of this study is to investigate clinical

roles of IFN-k3 in patients with HBV and its association with

nucleos(t)ide analog (NUC) treatment.

Methods: Using our newly-developed chemiluminescence enzyme

immunoassay for IFN-k3 that show high sensitivity and high speci-

ficity, serum IFN-k3 levels were measured in a total of 254 patients

with HBV infection (asymptomatic carriers; n = 83, chronic hepati-

tis; n = 103, liver cirrhosis; n = 25, and hepatocellular carcinoma;

n = 43) treated with or without NUCs, and compared with their

clinical backgrounds. Serum IFN-k3 levels during treatment with

NUC were also measured using series of samples for each patient

with HBV and/or HIV. mRNA and protein levels of IFN-k3 were

evaluated in vitro by treating several cell lines from different origins

with NUC. Expression lvels of ISGs (MX1 and OAS2), or HBV

surface antigen (HBsAg) levels in hepatoma cells was examined

following stimulation with supernatant from adefovir pivoxil (ADV)-

or entecavir (ETV)-treated colon cancer cells as well as recombinant

IFN-k3.

Result: Higher serum IFN-k3 levels were observed in HBV patients

treated with nucleotide analogs (ADV, tenofovir disoproxil fumarate;

TDF), compared with those treated with nucleoside analogs (lami-

vudine; LAM, ETV), or treatment, with no differences in their clinical

backgrounds. Serum IFN-k3 levels were increased after initiation of

nucleotide analogs, and not nucleoside analogs, in each patient,

regardless of HBV or HIV infection. In vitro experiments showed

that nucleotide analogs directly and dose-dependently induced IFN-

k3 production only in colon cancer cells among cells tested, which

was confirmed by mRNA up-regulation and positive immunohisto-

chemical staining. In addition, recombinant IFN-k3 inhibited HBsAg

production in a dose-dependent manner. The supernatants from ADV-

treated colon cancer cells significantly up-regulated MX1 and OAS2,

and inhibited HBsAg production in hepatoma cells, compared with

ETV-treated cells.

Conclusion: We provide the first demonstration that nucleotide

analogs, and not nucleoside analogs, have an additional pharmaco-

logical effect to induce IFN-k3, followed by ISG induction, which

contribute to HBsAg reduction. This would have a significant clinical

impact for anti-HBV effects in the liver because IFN-k3 induced in

the gastrointestinal tracts enters the liver via the portal vein. There-

fore, this mechanistic link might provide novel insights and potential

targets for anti-HBV treatment.
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A prospective cohort study comparing the efficacy and safety
of entecavir monotherapy versus de novo combination
of lamivudine and adefovir dipivoxil in naı̈ve HBeAg-positive
CHB patients with high HBV viral load (The Climber Study):
an interim analysis

Di Wu1, Wei Guo1, Peng Wang1, Yanhong Xu1, Weming Yan1, Ke
Ma1, Meifang Han1, Dong Xu1, Qin Ning1
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Tongji Medical College, Huazhong University of Science and

Technology, Wuhan

Background: A substantial proportion of HBeAg-positive chronic

hepatitis B(CHB) patients has high viral load (HBV DNA levels

[107 copies/ml). These patients are particularly likely to display

partial treatment responses with less potent nucleos(t)ide analogues

with low barrier to resistance. The aim of this study was to compare

the efficacy, safetyand emergence of resistance mutation to ente-

cavir(ETV) monotherapy versus de novo combination of lamivudine

(LAM) and adefovirdipivoxil (ADV) in naı̈ve HBeAg-positive CHB

patients with high HBV viral load (HVL).

Methods: According to the Climber Study protocol, NA-naive

HBeAg-positive chronic hepatitis B patients with high HBV viral load

(HBV DNA [2 9 106 IU/ml by COBAS AmpliPrep/COBAS Taq-

Man HBV v2.0) were designed to entry this study. Patients were

assigned into 2 groups: monotherapy group (ETV 0.5 mg/day) or

combination therapy group (LAM 100 mg/day + ADV 10 mg/day)

for 96 weeks. 174 patients were recruited in a single center; 173

received C1 study drug dose. Interim data of 134 patients who have

completed 96 weeks of treatment were analyzed.Eleven patients who
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were HBeAg-negative or HBV DNA levels \107 copies/ml at base-

line was excluded from the modified intention-to-treat population

(ETV n = 80, LAM + ADV n = 43).

Result: Baseline characteristics in monotherapy group and combi-

nation therapy groupwere as follows: age (27.01 ± 7.21 years vs.

31.07 ± 7.64 years, P = 0.005), gender ratio (male/female, 53/27

vs.36/7, P = 0.033), mean baseline HBV DNA level

(7.97 ± 0.58 log10 IU/ml vs. 8.20 ± 0.49 log10 IU/ml, P = 0.055),

mean baseline ALT (166.70 ± 112.22 vs. 138.97 ± 64.92 U/L,

P = 0.106). The rates of HBV DNA\20 IU/ml were 30.00% (24/80)

in monotherapy group and 11.63% (5/43) in combination therapy

group (P = 0.017) at week 48, and 47.50% (38/80) in monotherapy

group and 34.88% (15/43) in combination therapy group (P = 0.175)

at week 96. At week 96, the rates of HBeAg loss and HBeAgsero-

conversion were 31.25% (25/80) and 11.25% (9/80) in monotherapy

group and 20.93% (9/43) and 4.65% (2/43) in combination therapy

group (P[ 0.05). No virological breakthrough occurred in the

monotherapy group, while 3 patients in the combination therapy

group had virological breakthrough with confirmed LAM-resistant

variants (1 case rtL180 M + rtM204I, 2 cases rtM204I).There were

no serious adverse events in both groups.

Conclusion: ETV monotherapy showed greater HBV DNA sup-

pression in naı̈ve HBeAg-positive chronic hepatitis B patients with

high HBV viral load compared with de novo combination therapy of

LAM and ADV. Bothtreatment strategies were well tolerated. Addi-

tionally, ETV monotherapy showed a suboptimal viral suppression in

HVL CHB patients, a difficult to treat population, thus further study is

needed to explore better strategy.
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Single-nucleotide polymorphism in HLA DPA1 gene associates
with occult hepatitis B infection (OBI) in Indonesian blood donors
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Background: A recent genome-wide study showed that several

Single-Nucleotide Polymorphisms (SNPs) in Human Leukocyte

Antigen (HLA)-DPA1/DPB1 gene were associated with Hepatitis B

Virus (HBV) infection, including susceptibility, persistent infection,

or disease progression. We focused on the SNPs in HLA gene in

relation to Occult Hepatitis B Infection (OBI) among Indonesian

population.

Methods: 456 healthy participants (380 men and 76 women; age

29.95 ± 9.78 years) with HBV surface antigen (HBsAg) negative

were collected in Yogyakarta, Indonesia. The anti-HBs and anti-HBc

antibodies were assayed with chemiluminescence immunoassays

(CLIA). OBI was determined by the detection of HBV-DNA using

nested PCR in at least two regions out of four ORF among samples

with anti-HBs and/or anti-HBc positive (seropositive). We confirmed

the HBV-DNA titer using Roche-LightCycler� 96 Real-Time PCR

System. SNP in HLA-DPA1 were genotyped using real-time Taq-

Man� genotyping assays.

Result: 122 cases (26.75%) were detected by anti-HBs and/or anti-

HBc antibody. Among them, 17 cases were shown as OBI and

compared with cases without OBI. All OBI cases had low viral load,

with HBV-DNA 3.3 Log copy/ml or less. As for the seropositive

cases, the prevalence of minor allele of rs3077 (T) in HLA-DPA1

gene among OBI was significantly higher than that among cases

without OBI (59 and 33%, respectively). In addition, this minor allele

was associated with increasing risk of OBI detection (OR 3.87, 95%

CI 1.58–9.49, P = 0.0015, additive genetic model). There is no sig-

nificant difference of age and gender between cases with OBI and

without OBI among seropositive samples (P = 0.136, P = 1.000,

respectively).

Conclusion: Our result suggests that variation in HLA-DPA1 gene

was associated with increased probability of OBI detection in

Indonesian Blood Donors.

OP047

Evulation of prolidase enzyme, hidroxiprolyne and galectin levels
as a marker for fibrosis in patients with chronic hepatitis B

Recep Tekin1, Ozcan Deveci1, Mustafa kemal Celen1

1Department of Infectious Disease and Clinical Microbiology, Dicle

University School of Medicine, Diyarbakir, Turkey

Background: The fibrosis can be detected using non-invasive

methods including prolidase activity, proline levels and galectin-3

(GAL-3) detection in the serum. The aim of the this study was to

investigate the liver fibrosis through non-invasive methods in chronic

hepatitis B patients.

Methods: This prospective case control study includes 56 patients

with Chronic Active Hepatitis B (CAHB), 57 patients with inactive

hepatitis B (IHB), and 60 healthy matched control subjects. The first

group included the CAHB (HBsAg: positive; HBV DNA[2000 IU/

ml; normal or high ALT value) undergo a liver biopsy, while the

second group included the IHB (HBsAg: positive; HBV DNA: neg-

ative; normal ALT value). The third group comprised the healthy

controls. Serum prolidase enzyme activities (SPEA), proline and

galectin-3 levels were measured for each group.
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Result: Patients with CAHB had significantly higher SPEA levels

(1004.3 ± 186.8 IU/L) than did the controls (196.5 ± 306 IU/L)

(p\ 0.001). Significantly higher serum GAL-3 levels were found in

the CHB group compared with HBV carrier and the control groups

(27.4 ± 32.2, 6.5 ± 13.4, 3.1 ± 5.7 ng/ml, respectively, p\ 0.001).

The relationship between serum prolidase activity, hidroxiprolyne and

fibrosis (p\ 0.05) (Fig. 1). There were no significant differences in

ALT levels between inactive HBV carriers and the control groups

(p[ 0.05).

Conclusion: Our results suggest that prolidase activity and hidrox-

iprolyne levels can be considered as a marker for fibrosis in CAHB

and that increased these markers appears to be related to disease

progression.

OP048

EFTUD2 inhibits hepatitis B virus infection in a RIG-I-dependent
manner

Chuanlong Zhu1, Tiantian Zhu2, Kun Wang2, Fei Xiao3, Ke Jing1,
Lianhua Kong1, Yuan Liu1, Jun Li1

1Department of Infectious Disease, the First Affiliated Hospital of

Nanjing Medical University, Nanjing; 2Department of Infectious

Disease, Anhui Provincial Hospital, Anhui Medical University, Hefei;
3Department of Microbiology and Immunology, Stanford University

School of Medicine, Stanford, USA

Background: Recently, RIG-I has been identified dually functions as

an innate sensor and direct antiviral factor for hepatitis B virus (Sato

S, et al. Immunity, 2015). We have reported that EFTUD2 exercised

antiviral ability via RIG-I pathway in HCV JFH1 culture system (Zhu

C, et al. J Virol, 2015), but its role in HBV infection remains

unknown. In this study, we evaluate whether EFTUD2 can restrict

HBV infection through regulating RIG-I expression.

Methods: We overexpressed EFTUD2 by plasmid transfection, then

performed siRNA knockdown of RIG-I in HepG2.2.15 or HBV-in-

fected HepG2-NTCP cells. Selected gene expression were monitored

by quantitative PCR and Western-blot. Levels of viral antigen

expression and HBV DNA were measured by enzyme-linked

immunosorbent assay and quantitative PCR, respectively.

Result: EFTUD2 overexpression inhibited HBV replication from

6,511,626 ± 1,108,827 to 3,030,405 ± 403,128 (P = 0.0069) in

HepG2.2.15 cells, and meanwhile reduced HBsAg and HBeAg pro-

duction by 58.9 ± 9.1% (13.49 ± 1.27 vs 5.54 ± 1.25; P = 0.0015)

and 39.7 ± 2.0% (22.86 ± 1.83 vs 13.79 ± 1.34; P = 0.0022) in

culture supernatants, respectively. We further confirmed EFTUD’s

anti-HBV ability in a novel HBV culture system, namely HepG2-

NTCP infected with HBV. Moreover, EFTUD2 overexpression

resulted in a increase in RIG-I mature mRNA level in both

HepG2.2.15 and HBV-infected HepG2-NTCP, indicating RIG-I

mediate EFTUD2’s antiviral effect, which could be reversed by

specific siRNA against RIG-I.

Conclusion: Our data demonstrate that EFTUD2 restricts HBV

infeciton through upregulating RIG-I expression, and may provide a

potential antiviral target for anti-HBV therapy in the future.

OP049

Function and mechanism analysis of liver sinusoidal endothelial
cells regulating CD8 + T cell immunity during HBV infection

Qing Yu1, Jinzhuo Iuo1, Qin Wang1, Yanan Liu1, Lu Wang1,
Shangqing Yang1, Jia Liu1, Dongliang Yang1

1Department of Infectious Diseases, Institute of Infection and

Immunology, Union Hospital, Tongji Medical College, Huazhong

University of Science and Technology, Wuhan

Background: Liver sinusoidal endothelial cells (LSECs) play a

crucial role in maintaining the homeostasis of the hepatic microen-

vironment through induction of Ag-specific T cell tolerance.

However, certain virus infection or TLRs stimulation can induce the

maturation of LSECs, which reverts their suppressive properties to

induce T cell immunity. So far, little is known about whether or how

the function of LSECs in regulating T cell immunity is regulated

during HBV infection. Here, we investigated function and mechanism

of liver endothelial cells regulating CD8 + T cell immunity during

HBV Infection.

Methods: Mice were hydrodynamic injected (HI) with pAAV/

HBV1.2 or pSM2 or pcDNA3.1/HBeAg, and their LSECs were

freshly isolated and co-cultured with polyclonal TCR-activated T

cells. LSECs freshly isolated from naı̈ve mice were stimulated by

recombinant HBV antigen protein and co-cultured with polyclonal

TCR-activated T cells. The phenotype and function of LSECs were

characterized by flow cytometry, quantitative PCR, and functional

assays.

Result: We demonstrate that HBV replication in liver reverted

LSECs suppressive properties to induce T cell immunity at 14 days

after HBV HI. Compared to LSECs of naive mice or HI control mice,

LSECs of HBV HI mice could enhance the IFN-c production by

TCR-activated CD8 + T cells at 14 days post injection (dpi). 14 dpi

LSECs of HBV replicating mice showed increased IL-6 and TNF-a
production but no change of co-stimulatory molecules expression

compared to naive and HI controls. Further analysis showed that both

in vitro and in vivo HBeAg stimulation could induce the maturation

of naive LSECs and reverted their suppressive properties to induce T

cell immunity. HBeAg stimulation also triggered the IL-6 and TNF-a
production of LSECs. When TNF-a was blocked, HBeAg-stimulated

LSECs partially lost their potential to promote IFN-c production by

activated T cells. Moreover, HBeAg-stimulated LSECs showed an

activation phenotype with increased MHC-I expression and decreased

PD-L1 expression.

Conclusion: Both HBV replication and HBeAg stimulation revert

LSECs suppressive properties to induce T cell immunity, which is

probably mediated by the inflammatory cytokines production by

LSECs. Further study is needed to characterize the mechanism of

HBV induced LSEC maturation.
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IL28B rs12979860 single nucleotide polymorphism in patients
with chronic hepatitis delta virus infection in Mongolia

Azjargal Batjargal1

1School of Pharmacy and Biomedicine, Glasgow, Scotland

Background: It is estimated that 6–7% of Mongolian population

(approximately 50–60% of all HBV carriers, 56% of patients with

chronic liver diseases) are chronically co-infected with

HDV. The treatment of patients with HDV remains a challenge, with

limited treatment options and low efficacy. IL28B gene encodes

interferon-lambda 3 which belongs to type III IFNs family including

IFN-k1, IFN-k2 and IFN-k3. IL28B (IFN-k3) produces an antiviral

state by triggering a cascade through the JAK-STAT pathway that up-

regulates the IFN-stimulated genes (ISGs). As with HCV, IFN-a and

ISGs are thought to be important in the immune response to HDV,

and pegylated IFN-a is only one treatment to chronic hepatitis D

infection. Therefore, the rs12979860 polymorphism may affects

natural history, clinical features and treatment response of the other

chronic hepatitis virus infection, namely HBV and HDV. The aim of

this study was to determine the relationship between rs12979860

polymorphism and some clinical features in patients with chronic

hepatitis delta virus infection.

Methods: All subjects were native Mongolians and provided written

informed consent for participation and for use of their genetic

material for this study. Peripheral blood samples were obtained from

all patients for serological, virological, clinical tests and IL28B

genotype analyses. For confirmation of HBV infection, patients were

assessed for the presence of HBsAg and anti-HCV. In the next step,

the HBV infected patients were assessed for the presence of anti-HDV

IgG and anti-HDV IgM antibodies. From those, we randomly have

chosen treatment naı̈ve 57 patients for this study. Quantitative

detection of HDV-RNA and HBV-DNA in serum was performed.

IL28B rs12979860 SNP genotyping, virological, serological tests,

CBC, biochemical and coagulation tests were performed for those 50

patients.

Result: This study recruited 50 adult Mongolian patients infected

with CHD, including 26 women (52.0%) and 24 men (48.0%), with a

mean age of 40.4 ± 10.9 years. 33 patients (66.0%) carried the

rs12979860CC homozygous genotype, whereas the remaining 17

were homo-(9 patients, 18.0%) or heterozygotes (8 patients, 16.0%)

for the T allele. Alkaline phosphatase, direct bilirubin values were

higher (p\ 0.05) and total protein levels were lower (p\ 0.05) in

patients homozygotes for the mutated rs12979860T allele as com-

pared with carriers of the rs12979860C allele. AFP levels were

significantly higher (p = 0.02) in the rs12979860 TT genotype group.

Liver enzymes including AST, ALT and GGT were higher in patients

who carry C allele.

Conclusion: The IL28B rs12979860 CC genotype was the most

frequent in patients with hepatitis delta virus chronic infection. The

IL28B rs12979860 polymorphism correlates with inflammatory

activity of the liver and AFP levels. Additional studies are necessary

to understand the immune mechanisms of IL28-B polymorphism in

HDV infection.

OP051

Inverse relationship of hepatic steatosis and hepatitis B viremia:
results of a matched case control study

Rex Hui1, Wai-kay Seto1, Ka-shing Cheung1, Lung Yi Mak1,
Kevin Sh Liu1, James Fung1, Danny Ka-ho Wong1, Ching-lung
Lai1, Man-fung Yuen1

1Department of Medicine, The University of Hong Kong, Hong Kong

Background: The potential interaction between chronic hepatitis B

(CHB) and non-alcoholic fatty liver disease (NAFLD), two of the

most prevalent liver diseases worldwide, has not been well-defined.

Controlled attenuation parameter (CAP) is a non-invasive method to

quantify steatosis. This study aimed to use CAP to determine the

association between NAFLD, metabolic parameters and virologic

factors in CHB patients.

Methods: From December 2014 onwards, we recruited CHB patients

without concomitant liver diseases or secondary causes of steatosis.

Liver biochemistry, serum hepatitis B virus (HBV) DNA and meta-

bolic parameters were measured. Recruited patients underwent liver

stiffness (LS) and CAP measurements using transient elastography

(Fibroscan, Echosens, Paris). Severe fibrosis was defined using the

European Association for the Study of the Liver guidelines (C9 kPa

for patients with normal alanine aminotransferase). Steatosis was

defined as CAP C222 dB/m, with mild, moderate and severe steatosis

defined as CAP 222–232 dB/m, CAP 233–289 dB/m and CAP

C290 dB/m respectively. Metabolic syndrome was defined using the

International Diabetes Federation definition. Steatotic and non-stea-

totic CHB patients were matched in a 1:1 ratio according to age,

gender, antiviral treatment status and among on-treatment patients,

treatment duration.

Result: 1202 CHB patients (mean age 51.8 years, 51.4% male, 90.7%

hepatitis B e-antigen negative) were included in the analysis, with 601

matched steatotic and non-steatotic patients respectively. 696 patients

(57.9%) were on nucleoside analogues for a median duration of

76.2 months (interquartile range 38.6–102.9 months). Steatosis

compared with non-steatotic patients had a higher median LS value

(5.4 vs 5.0 kPa respectively, p\ 0.05). Patients with severe steatosis,

when compared to patients with mild to moderate steatosis, had a

significantly increased probability of severe fibrosis (23.2 and 12.6%

respectively, p\ 0.05). In multivariate analysis, central obesity,

reduced high-density lipoprotein, increased triglyceride and body-

mass index (BMI) were independent predictors of steatosis (all

p\ 0.05). Among treatment-naı̈ve patients, median serum HBV

DNA was significantly lower in steatotic individuals than in non-

steatotic patients (3.0 vs 3.4 log IU/ml, p\ 0.05), the inverse rela-

tionship between HBV DNA and steatosis remained significant in

multivariate analysis (odds ratio 0.859, 95% CI 0.743–0.994,

p\ 0.05).

Conclusion: Severe steatosis as defined by CAP measurements was

associated with increased fibrosis in CHB patients. In treatment-naı̈ve

patients, serum HBV DNA was an independent negative predictor of

steatosis, signifying steatosis could potentially play a role in

inhibiting viral replication.
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Differential expression of miRNAs could affect
the immunopathogenesis of HBV infection

Yasuteru Kondo1, Takayuki Kogure2, Norikazu Monma3, Ryo
Funayama2, Keiko Nakayama2, Kazuho Ikeo3, Yasuhito Tanaka4

1Sendai Kousei Hospital, Sendai, Japan; 2Tohoku University

Hospital, Sendai, Japan; 3National Institute of Genetics, Mishima,

Japan; 4Nagoya City University Medical School, Nagoya, Japan

Background: Previously, we reported the profiles of disease-specific

miRNAs in the peripheral blood by using deep sequencing analysis

(PLoS One 2013). Moreover, we reported that the differential

expression of chemokines might affect the differential immune

reactions among various kinds of HBV genotypes (JVI2015). These

reports indicated that viral replication could affect the expression of

various kinds of soluble factors including miRNAs and exosomes.

miRNAs in the exosomes could affect the immune reactions.The aim

of this study is to identify the miRNAs that could affect the differ-

ential immune reactions between HBV genotype B and C.

Study Design: Permission for the study was obtained from the ethics

committee at our institute. in vitro analysis: The consensus sequence

was identified and used as a template for 1.24-fold the HBV genome

of different genotypes. Huh7 and HepG2 cells were used for the

transfection experiment of HBV expression. Total RNAs were iso-

lated from the HBV-replicating hepatocytes and exosomes in the

culture supernatant of the HBV-replicating hepatocytes. Illumina

deep sequencing for the initial screening to determine the read

numbers of miRNA expression was carried out. The network analysis

was carried out using mirror 2.0 and DAVID Bioinformatics

Resources 6.7. The mimic and inhibitor of miR34c were transfected

into the Jurkat, Molt-4 and primary lymphocytes. The expression of

PD-L1 was analyzed using realtime PCR and multi-color flow

cytometry analysis. Ex vivo analysis: Total RNAs in the serum from

hepatitis B genotype B, C and healthy subjects were analyzed by deep

sequencing.

Result: The expressions of 147 and 219 miRNAs were significantly

changed in Huh7 cells with the HBV-genotypes B and C each

(FDR\ 0.05). Among them, 125 miRNAs were common in Huh7

cells with genotypes B and C. The expression of 32 and 35 miRNAs

were significantly changed in the exosomes from Huh7 cells with

HBV-genotype B and C. Among them, 18 miRNAs were common in

genotype B and C. Only one miRNA (miR34c) expression in the

hepatocytes and exosomes was different between genotypes B and C

(p\ 0.01). The network analysis indicated that miR34c could affect

the apoptosis and PD-L1 expression. The transfection of the miR34c

mimic significantly suppressed the expression of PD-L1 in THP-1,

Molt-4, Jurkat, primary monocytes and Tregs. Moreover, the trans-

fection of the miR34c mimic significantly enhanced the apoptosis of

Huh7 cells and HepG2 cells.

Conclusion: The differential expression of miR34c could affect the

genotype-specific immunopathogenesis of HBV by modification of

the PD-L1 expression.

OP053

Gaussia luciferase illuminates HBV cccDNA for screening HBV
cure drugs, HBV infection is not required

Feng Li1, Liang Cheng2, Christopher Murphy2, Yang Wang2,
Anqi Ma3, Natalia Reszaka-Blanco2, Yaxu Wu2, Chaobaihui Ye2,
Liqun Chi2, Jianming Hu4, Jian Jin3, Xiaoping Tang1, Lishan Su2

1Institute of Infectious Diseases, Guangzhou Eighth People’s

Hospital, Guangzhou Medical University, Guangzhou, Guangdong

Province; 2Lineberger Comprehensive Cancer Center, Department of

Microbiology and Immunology, University of North Carolina at

Chapel Hill, Chapel Hill, NC, USA; 3Department of Structural and

Chemical Biology, Department of Oncological Sciences, and

Department of Pharmacology and Systems Therapeutics, Icahn

School of Medicine at Mount Sinai, New York, NY, USA;
4Department of Microbiology and Immunology, Penn State College

of Medicine, Hershey, USA

Background: Chronic hepatitis B virus (HBV) infection is generally

not curable with current anti-viral drugs. Virus rebounds after stop-

ping treatment from the stable HBV covalently-closed-circular DNA

(cccDNA). Cure HBV relies on the elimination or completely inhi-

bition of cccDNA, the template for generating new HBV virus.

However, the developmentof drugs that directly target cccDNA is

hampered by the lack of robust HBV cccDNA models. cccDNA exists

as minichromosome and can persist for long times. Among several

different forms. The trivial amount of cccDNA, compared with other

forms of HBV DNA, make accurate quantification of cccDNA costly

and time consuming.

Methods: We engineered a minicircle HBVcccDNA with a Gaussia

Luciferase reporter (mcHBV-GLuc cccDNA), which serves as a

surrogate to measure cccDNA activity. The mcHBV-GLuc cccDNA

was easily produced in bacteria, and it formed minichromosomes as

HBV cccDNA episome DNA does when it was transfected into

human hepatocytes. The cccDNA was well characterized and was

used to screen an epigenetic drug library.

Result: Compared to non-HBV minicircle plasmids, mcHBV-GLuc

showed persistent HBV-GLuc activity and HBx-dependent gene

expression. Importantly, the mcHBV-GLuc cccDNA showed resis-

tance to both type 1 and type 2 interferons (IFN), indicating its unique

similarity to HBV cccDNA that is usually resistant to long-term IFN

treatment in chronic HBV patients. To investigate the epigenetic

mechanism of cccDNA activity, we screened an epigenetic inhibitor

library, and identified the H3K9me2 methyl-transferase G9a as a

modulator of HBV cccDNA activity. The H3K9me2 level was con-

firmed to be associated with mcHBV cccDNA and with HBV

cccDNA minichromosome both in vitro and in HBV infected

humanized mouse liver. G9a overexpression suppressed HBV

cccDNA activity, but stabilized its maintenance in human

hepatocytes.

Conclusion: The mcHBV-GLuc cccDNA model is independent of

HBV infection, and GLuc reporter makes the cccDNA detection

much easier and makes it possible to high-throughput screen millions

of compounds. The new system will be valuable for investigating

HBV cccDNA biology and for developing cccDNA-targeting drugs.

OP054

Inhibition of BRD4 enhances the HBV cccDNA transcription

Joel Celio Francisco1, Zhuojuan Luo1, Dai Qian1, Roxanne Hui
Heng Chong2, Yee Joo Tan1, Guan-Huei Lee3,4, Chengqi Lin1,5

1A*STAR Institute of Molecular and Cell Biology, Singapore,

Singapore; 2Yong Loo Lin School of Medicine, National University

of Singapore, Singapore, Singapore; 3Yong Loo Lin School of

Medicine, National University of Singapore, Singapore, Singapore;
4National University Hospital, Singapore; 5Southeast University,

Nanjing

Background: Chronic hepatitis B virus (HBV) infection is the major

cause of liver cirrhosis and hepatocellular carcinoma. HBV
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reactivation during or after chemotherapy is a potentially fatal com-

plication for cancer patients with chronic HBV infection. The positive

transcription elongation factor b, P-TEFb, composed of the kinase

module CDK9 and its regulatory subunit CyclinT, is essential in

regulating transcription by RNA Pol II. P-TEFb exists in multiple

complexes in vivo, including the BRD4/P-TEFb complex. It has been

found that Super Elongation Complex (SEC) and BRD4/P-TEFb co-

regulate gene expression. Here we studied the effects of BRD4

inhibition on HBV transcription.

Methods: We performed chromatin immunoprecipitation-quantita-

tive PCR to assess the interaction of components within the P-TEFb

containing complexes with the HBV genome in HepG2.2.15

cells. JQ1 was used to specifically displace BRD4 from the acetylated

chromatin, disrupting the bromodomain dependent interaction of

BRD4 to chromatin. We also determined the effect of JQ1 on the

HBV replication level by an ELISA analysis of HBsAg level in the

culture medium collected. shRNA-mediated knockdown of the central

component of SEC, AFF4, in HepG2.2.15 cells.

Result: Different P-TEFb complexes are involved in the transcription

of the HBV viral genome. Both BRD4 and the SEC bind to the HBV

genome. The treatment of bromodomain inhibitor JQ1 stimulates

HBV transcription and increases the occupancy of BRD4 on the HBV

genome, suggesting the bromodomain independent recruitment of

BRD4 to the HBV genome. JQ1 also leads to the increased binding of

SEC to the HBV genome and SEC is required for the JQ1 induced

HBV transcription.

Conclusion: These findings reveal a novel mechanism by which the

HBV genome hijacking the host P-TEFb containing complexes to

promote its own transcription. An important clinical implication is the

potential risk of HBV reactivation during therapy with a BRD4

inhibitor, such as JQ1 or its analogs, which is a promising treatment

for acute myeloid leukemia.
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Liver-specific SIRT1 deletion aggravates hepatic fibrosis
by regulating BAs metabolism and suppressing the expression
of IQGAP1

Haiyue He1, Song Zhang2, Yongzhan Nie2, Xiaowei Liu3

1Department of Digestive Diseases, Second Xiangya Hospital,

Central South University, Changsha; 2Xijing Hospital of Digestive

Diseases, Fourth Military Medical University, Xi’an; 3Department of

Digestive Diseases, Xiangya Hospital, Central South University,

Changsha

Background: Liver fibrosis is a reversible wound-healing response

characterized by the accumulation of extracellular matrix (ECM). In

response to the stimulation of liver injury factors, heptocytes necrosis

or apoptosis and results in inflammation-connected activation of

hepatic stellate cells. Bile acids as a component of liver microenvi-

ronment regulate production of proinflammatory mediators and

activate apoptosis signaling pathways in hepatocytes. While SIRT1 is

a NAD+ -dependent protein deacetylase that play a key role in aging,

inflammation, cancer,especially lipid metabolism. SIRT1 also

contributes importantly to bile acids (BAs) homeostasis via dysreg-

ulating FXR activity and expression. Here, we study the influence and

potential mechanisms of SIRT1 in regulating liver fibrosis, whether

mediated by modulation of bile acids synthesis.

Methods: Liver-specific SIRT1 deletion (SIRT1-LKO) mice and

wild type (WT) mice were injected intraperitoneally (IP) 2 ml/kg

body weight twice per week for 2 month with 20% CCL4(dissolved

in olive oil). Paraffin-embedded sections of liver tissue were stained

with hematoxylin and eosin (H&E) and Masson’s Trichrome staining

to assess the collagen architecture and the extent of fibrosis. Serum

ALT, AST, Bile Acids concentrations (n = 5 mice per each group)

were measured. Finally, we explored the potential mechanisms of

SIRT1 in liver fibrosis in vitro.

Result: SIRT1-LKO mice treated with CCL4 showed more serious

liver fibrosis compared with the WT mice according to H&E and

Masson’s Trichrome staining. Serum levels of ALT, AST were sig-

nificantly higher in SIRT1-LKO mice than WT mice after CCl4

treatment, while BAs concentration was decreased. In SIRT1 LKO

mice, we found that FXR was increased at mRNA level and protein

level. Lower expression of FXR was associated with upregulation of

SHP and downregulation Cyp7A1 and Cyp 8b1. Western blot and

immunohistochemical staining were conducted to validate that

SIRT1-LKO reduced the decreased expression of IQGAP1 compared

with WT mice after treated with CCL4. The expression of IQGAP1

was inhibited by 3 distinct IQGAP1 siRNAs in LX2 cells, qPCR and

western blots revealed that IQGAP1 siRNA increased the mRNA and

protein expression level of a-SMA,indicative of HSCs activation.In

LX2 cell, Chenodeoxycholic Acid (CDCA) and Deoxycholic Acid

(DCA) treatment increased IQGAP1 protein levels and decreased a-

SMA protein level in a dose-dependent manner. Expression of

IQGAP1 was increased while expression of a-SMA in HSCs was

significantly reduced by coculturing with SIRT1-overexpressing L02

cells or treated with the conditioned medium harvested from SIRT1-

overexpressing L02 cells.

Conclusion: We confirm a pivotal role of SIRT1 in liver fibrosis and

discover that SIRT1 can prevent activation and proliferation of HSCs

mainly by regulating bile acids metabolism in hepatocytes and

influencing the expression of IQGAP1 in HSCs.

S52 Hepatol Int (2017) 11 (Suppl 1):S1–S1093

123



OP056

Caveolin-1 related ubiquitin-selective autophagy initiated
by aldosterone-induced oxidation promoted liver sinusoidal
endothelial cells defenestration via inhibiting the NO dependent
pathway

Xiaoying Luo1, Dan Wang1, Guo-zhen Wang1, Xintao Zhu1, Xu
Li1

1Nanfang Hospital, Southern Medical University, Guangzhou

Background: The defenestration of LSECs which is permissive for

capillarization and activation of HSCs is previous to liver fibrosis.

However, the mechanism for maintenance of LSECs fenestrae

remains to clear. Autophagy, a degradation process of damaged cells

and protein trash, plays a key role on hepatic fibrosis. The influence of

autophagy on phenotype and function of LSECs is yet unknown.

Aldosterone, with pro-oxidation and pro-autophagy capability, plays a

key role in liver fibrosis. Hence, we focuse on the mechanisms

underlying aldosterone promotes liver sinusoidal endothelial cells

(LSECs) defenestration via oxidation and autophagy.

Methods: In vivo, we employed rat BDL-induced fibrosis, mice hy-

peraldosteronism model, and administered with spironolactone, 3MA

or rapamycin respectively, as well as isolated primary LSECs from

above models to detect.In vitro, primary LSECs, isolated from normal

rats and cultured in plates, were treated with aldosterone for three

days, administered with aldosterone antagonist (spironolactone),an-

tioxidants,autophagy inhibitors (3MA, bafilomycin A1), and

autophagy enhancer(rapamycin). The LSECs fenestrae were observed

by SEM, and the autophagy of LSECs was detected by autophagic

related protein, autophagic flux and TEM.

Result: We showed elevated aldosterone/MR level, oxidation,

autophagy, caveolin-1 (Cav1) expression in LSECs in human fibrotic

liver, BDL or constant aldosterone infusion animal model. MR

antagonist spironolactone, autophagy inhibitor 3MA attenuated BDL

or aldosterone infusion induced-liver fibrosis, defenestration, autop-

hagy, oxidation, and Cav1 expression in LSECs isolated from BDL

rats; however, autophagy inducer rapamycin promoted defenestration

via inhibiting NO dependent pathway in BDL model. In addition,

aldosterone increased the ROS production, defenestration, as well as

up-regulated AMPK/ULK1 pathway and autophagy in LSECs, along

with reduction of GLUT3, ATP generation, and down-regulation of

NO dependent pathway. These effects of aldosterone were inhibited

by antioxidants and spironolactone. Furthermore, compared with

BDL or aldosterone group, rapamycin led to more reduction of Cav1,

GLUT3, and ATP production, which were reversed by 3MA or

autophagy inhibitor bafilomycin. Notably, aldosterone induced

enhanced Cav1 co-immunoprecipitate with p62, ubiquitin, and MR.

BDL or aldosterone treatment resulted in Cav1 co-immunofluores-

cence staining with LC3B, p62, ubiquitin, and F-actin in perinuclear

area of LSECs, which were inhibited by 3MA or bafilomycin. Finally,

knockdown of Cav1 facilitated aldosterone-induced defenestration

through inhibition of NO dependent pathway and induction of

autophagy via inhibiting ATP generation.

Conclusion: Cav1 related ubiquitin-selective autophagy initiated by

aldosterone-induced oxidation promoted LSECs defenestration by

reducing GLUT3 and ATP generation, as well as inhibiting NO

dependent pathway.
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The role of circulating microvesicles in progressive liver injury
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Background: Circulating microvesicles (cMVs) are extracellular

nanovesicles secreted from cell membrane and released by numerous

cell types. They are enriched with nucleic acids including messenger

RNA (mRNA) and microRNA (miRNA). Multiple miRNAs are

shown to be involved in several regulatory steps leading from

inflammation to fibrosis and hepatocellular carcinoma. Therefore, we

investigated the utility of cMVs as plasma biomarker for liver disease

condition such as inflammation and fibrosis.

Methods: Microvesicles were isolated from human plasma using

differential centrifugation and enumerated by NanoSight. Total RNA

from cMVs was extracted from patient with non-diseased liver F0

(n = 5), hepatitis C virus-related fibrosis F1–F2 (n = 8) and liver

cirrhosis F4 (n = 13). Expression of 798 miRNAs was measured with

the nCounter system (NanoString). Differentially expressed miRNAs

were selected, and target genes and their signalling pathways were

predicted with Ingenuity software.

Result: Several cMVs miRNAs were deregulated in the plasma

compared to healthy controls and correlated with the degree of liver

fibrosis (p\ 0.05). miR-192-5p was among the significantly upreg-

ulated miRNAs that showed continuous change with increasing

fibrosis F0 to F4 (p\ 0.05). The miRNA target genes were involved

in deregulation of Epithelial Adherens Junction Signalling, Calcium

Signalling, Protein Kinase A Signalling and ERK5 Signalling

pathways.

Conclusion: Unique miRNA profiles are contained within circulating

MVs arising in distinct stages of progressive liver injury. Our data

suggest that mir-192-5p might be used as a potential molecular

marker for monitoring liver fibrosis and severity of cirrhosis.

OP058

Influence of liver fibrosis on prognosis after surgical resection
for single hepatocellular carcinoma in patients with Child-
Turcotte-Pugh A cirrhosis

Sukwon Suh1, Yoo Shin Choi1

1Chung-Ang University Hospital, Seoul, South Korea

Background: Surgical resection (SR) is recommended for single

hepatocellular carcinoma (HCC) in patients with well-preserved liver

function. However, unexpected liver fibrosis sometimes found at the

SR which leads to a poor outcome. This study investigated the

influence of liver fibrosis on prognosis after SR for HCC.

Methods: A total of 189 patients with CTP A cirrhosis who under-

went curative SR for a single HCC \5 cm were evaluated. Patients

were assigned to two groups based on the degree of liver fibrosis as

determined by histological evaluation that F0 (n = 43), F1 (n = 53),

and F2 (n = 44) patients were assigned to the mild liver fibrosis

group (n = 140, 74.1%); while F3 (n = 48) and F4 (n = 1) patients

were assigned to the severe liver fibrosis group (n = 49, 25.9%).

Result: Severe liver fibrosis was present in 49 patients (25.9%).

Table 1 showed the early postoperative outcomes that patients with

severe fibrosis had greater postoperative liver insufficiency

(P = 0.000). The median postoperative follow-up period was

3.6 years (range 0.2–10.3 years). The cumulative probability of tumor

recurrence differed significantly according to the degree of liver

fibrosis as evidenced by the 1-, 3-, and 5-year recurrence-free survival

rates for each group: 79.9, 57.0, and 49.4%, respectively, in the mild

fibrosis group; and 71.4, 38.1, and 19.1%, respectively, in the severe

fibrosis group (P = 0.016). However, there was no signficant differ-

ence of overall survival between two groups (P = 0.267,

Fig. 1). Severe liver fibrosis (hazard ratio [HR] = 1.849, 95% con-

fidence interval [CI] 1.191–2.869; P = 0.006), microvascular

invasion (HR = 1.854, 95% CI 1.183–2.906; P = 0.007), and poor

histologic grade (HR = 2.097, 95% CI 1.230–3.574; P = 0.007)

were related to HCC recurrence.

Conclusion: Severe fibrosis can found even in patients with well-

preserved liver function and it leads poorer early postoperative and

late oncologic outcomes, therefore it should be considered before SR

for HCC.
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Correlation of transient elastography with hepatic venous
pressure gradient in patients with cirrhotic portal hypertension:
a study on 326 patients

Ashish Kumar1, Shrihari Anil Anikhindi1, Praveen Sharma1,
Naresh Bansal1, Vikas Singla1, Anil Arora1

1Sir Ganga Ram Institute of Post Graduate Medical Education and

Research, New Delhi, India

Background: Clinically significant portal hypertension (CSPH),

defined as hepatic venous pressure gradient (HVPG) C10 mm Hg,

causes major complications of cirrhosis. HVPG is invasive and not

always available, so a non-invasive tool to diagnose CSPH is needed.

Many studies have correlated transient elastography (TE) with

HVPG, but none of them are from South Asia where etiological

profile of cirrhosis is different from other regions of the world. This

study tested the diagnostic accuracy of TE for detecting CSPH in

Indian patients.

Methods: In this retrospective study, consecutive patients of cirrhosis

who underwent HVPG and TE were included. Correlation between

the two was analyzed using the Spearman’s correlation test. Cut-off

values were established by applying ROC curve analysis.

Result: The study included 326 patients (median age 52 [range

16–90] years; 81% males). The most common etiology of cirrhosis

was cryptogenic (45%) followed by alcohol (34%). The median

HVPG was 16.0 (range 1.5–30.5) mmHg. Eighty-five percent patients

had CSPH. There was a significant positive correlation between TE

and HVPG (rho 0.361, p\ 0.001). The area under ROC curve for TE

in predicting CSPH was 0.740 (95% CI 0.662, 0.818) (p\ 0.01). A

cut-off value of TE of 21.6 kPa best predicted CSPH with a positive

predictive value (PPV) of 93%.

Conclusion: TE has a fair positive correlation with HVPG, and thus

TE can be used as a non-invasive modality to assess the degree of

portal hypertension. A cut-off TE value of 21.6 kPa identifies CSPH

with a PPV of 93%.
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Chronic hepatitis B score: a novel accurate predictor model
of liver fibrosis in patients with chronic hepatitis B
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Background: Noninvasive evaluation of liver fibrosis is of great

clinical interest, but fails to differentiate each stage of liver fibrosis

individually, especially in patients with chronic hepatitis B (CHB).

We prospectively screened 30 markers in a total of 1200 treatment-

naı̈ve CHB patients undergoing liver biopsies from 10 centers in

China, and identified a novel accurate predictor model of liver fibrosis

in a large population of CHB patients.

Methods: We constructed a novel accurate predictor model of liver

fibrosis (Chronic hepatitis B score; CHB score) consisting of clinical,

biological and physical variables to discriminate mild (F0 and F1),

significant (F2) and advanced (F3) fibrosis and cirrhosis (F4). The

penalized logististic regression with cross-validation was used to

build the binary classifier and rank the variables. The four variables of

liver stiffness measurement with FibroScan (LSM-FS), platelet

counts, age, and hyaluronic acid (HA) were finally identified as

independent predictors of fibrosis.

Result: We calculated the posterior probability for each class given

the observed data. Such posterior probability is given as follows with

LSM-FS provided in kilopascals, PLT in 109/L, Age in years and HA

in lg/L. In the classification formula for the multi-classification

problem, S1, S2 and S3 represent significant, advanced and cirrhosis

stages, respectively. Our model enabled the correct identification of

patients with mild, significant and severe fibrosis and cirrhosis with an

area under the receiver operating characteristic curve (AUROC) of

0.95, 0.85, 0.67 and 0.90, respectively. In comparison with LSM-FS,

aspartate aminotransferase (AST)/ALT ratio, AST to platelet index

(APRI)-4 and fibrosis index based on the four factors (FIB-4), this

model indicated a significantly higher AUROC value and lower

misclassification error (see Fig. 1).

Conclusion: A novel accurate predictive model can identify CHB

patients with various hepatic fibrosis stages with a better performance

than previous index. Combined use of physical and biological

approaches to evaluate liver fibrosis may increase the diagnostic

accuracy of liver fibrosis in most CHB patients.

Liver Stage Formula Logistic regression model

Significant 
S1=-8.21+2.98lnLSM-FS-0.62lnPLT+0.43lnAge

+1.44lnHA

Advanced
S2=-4.31+2.43lnLSM-FS-2.12lnPLT+2.31lnAge 

+0.16lnHA

Cirrhosis
S3=-8.47 + 2.17lnLSM -1.79lnPLT + 2.81lnAge + 

0.14lnHA

OP061

Comparison study of the qualified assessment on Chinese NAFLD
patients

Zhenya Song1, Qiang Zeng2, Yi Zhao1, Wu Jianjun 2, Liuhong
Wang1

1The Second Affiliated Hospital, College of Medicine, Zhejiang

University, Zhejiang; 2Chinese PLA General Hospital, Beijing

Background: In recent years, non-invasive methods have been

evaluated for the assessment of liver fibrosis and steatosis in

patients with non-alcoholic fatty liver disease (NAFLD). A novel

parameter (controlled Attenuation Parameter, CAP) dedicated to

steatosis evaluation has been introduced on the FibroScan (Echo-

sens, Paris, France). The objective of this work is to assess the

CAP performance in a population of patients undergoing a regular

check-up, taking the Proton Density Fat Fraction (MRI-PDFF) as a

reference.

Methods: Patients undergoing a regular check-up were prospectively

enrolled from 3 Chinese centers. All underwent blood test, clinical

routine evaluation, FibroScan examination (liver stiffness and CAP),

ultrasound scanner and quantitative detection of liver fat using MRI-

PDFF. Cases with prior history of liver disease or alcohol ingestion

greater than the accepted range for NAFLD were excluded. The

accuracy of CAP to assess steatosis taking MRI-PDFF as a reference

was done by area under the ROC curve. Our main target was the
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accuracy of CAP to detect NAFLD patients with MRI-PDFF superior

or equal to 6.4%.

Result: 181 cases were included in the study and ultimately 173 cases

who underwent both reliable FibroScan examination (according to

Boursier criteria) and MRI-PDFF. The demographics and baseline

characteristics of this population: (mean ± SD) age

44.9 ± 10.5 years; male 77.5%; BMI 25.7 ± 4.01 kg/m2; CAP

276.4 ± 62.9 dB/m; MRI-PDFF 8.54 ± 7.8%). Diagnostic perfor-

mance of CAP versus MRI-PDFF was good to excellent:

AUROC = 0.88 [0.83–0.93], to detect liver fat content C6.4%.

Scatter Plot between Fat percentage and CAP shows a good corre-

lation. And CAP versus log10(MRI-PDFF) shows linear relation.

Based on the MRI-PDFF assessment, CAP of [306.5 dB/m con-

firmed the diagnosis of NAFLD with a specificity of 91% and a

positive predictive value of 88% according to the Youden’s method;

and CAP values of \240 dB for excluded NAFLD patients with a

sensitivity of 91% and a negative predictive value of 94% according

to the Karlas’s publication.

Conclusion: CAP is correlated to MRI-PDFF measurements with

very good AUROC. Using CAP 240 dB/m as cut-off has a high

sensitivity for screening the early stage of NAFLD patients (simple

fatty liver) in Chinese general population.
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Does controlled attenuation parameter by transient elastography
predict liver outcomes, cancer and cardiovascular events?
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Background: Liver stiffness measurement (LSM) by transient elas-

tography (TE) has been shown to predict outcomes in patients with

liver disease. In patients with non-alcoholic fatty liver disease

(NAFLD), the majority of deaths are attributed to cardiovascular

events (CVE) and cancer. While controlled attenuation parameter

(CAP) measurement can accurately quantify hepatic steatosis, its

prognostic value is not known.

Aim: To determine if hepatic steatosis as measured by CAP is pre-

dictive for liver-related events (LRE), non-hepatocellular carcinoma

(HCC) cancers, and CVE.

Methods: Consecutive patients who underwent FibroScan� at a ter-

tiary hospital clinic from August 2012 to March 2016 were

retrospectively studied. Patients with both a reliable LSM and [10

successful CAP measurements were included in the analysis. LRE

were defined as HCC or hepatic decompensation. CVE were defined

as acute coronary syndrome (ACS), cerebrovascular accident (CVA),

or coronary intervention (stenting or bypass). Patients with events

occurring before TE or cancers diagnosed within 3 months after TE

were excluded.

Result: Of 5520 patients examined (55.9% male, median age

56 years), 5078 (91.7%) had reliable LSM (median 5.9 kPa) and[10

CAP measurements (median 246 dB/m). Indications for TE were:

NAFLD 38.8%, hepatitis B (HBV) 36.3%, hepatitis C 3.0% and other

21.5%. During a median 24 month follow up, there were 32 HCCs, 36

decompensations, 44 LRE, and 60 liver-related deaths. There were 59

newly diagnosed non-HCC cancers. The 65 CVE included 27 ACS,

25 CVA, 35 coronary interventions. On univariate Cox regression,

CAP was protective for decompensation (HR [hazard ratio] 0.993,

95% CI [confidence interval] 0.988–0.998, P = 0.005) and liver-re-

lated death (HR 0.990, 95% CI 0.986–0.994, P\ 0.001) but not HCC

(HR 0.996, 95% CI 0.991–1.001, P = 0.120) or LRE (HR 0.998, 95%

CI 0.993–1.002, P = 0.395). CAP did not remain a significant pre-

dictor on multivariate analysis. Independent predictors for LRE were

platelet count, albumin, HBV aetiology, LSM, male sex, and age

(Table 1). Similar results were seen in subgroup analyses of viral

hepatitis and NAFLD patients. CAP did not predict non-HCC cancer

(HR 1.000, 95% CI 0.996–1.004, P = 0.990) or CVE (HR 1.000, 95%

CI 0.996–1.004, P = 0.972) on univariate analysis. On multivariate

analysis, age was the only independent predictor of non-HCC cancer

while serum creatinine, total cholesterol, fasting blood glucose, age

and use of anti-hypertensive and anti-platelet drugs predicted for

CVE.

Conclusion: Hepatic steatosis as measured by CAP does not predict

LRE, cancer or CVE in the short term. LSM, male sex, age, albumin

and platelet count remain the best prognosticators in liver disease.

Traditional cardiovascular risk factors but not liver parameters predict

CVE.
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Establishing ultrasound based transient elastography cutoffs
for different stages of hepatic fibrosis and cirrhosis in Egyptian
chronic hepatitis C patients
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Background: Different methods for assessment of hepatic fibrosis

and cirrhosis (serum biomarkers, transient elastography and others)

are currently implemented in clinical practice decreasing the need for

liver biopsies. Transient elastography is one of the most commonly

used methods for non-invasive assessment of hepatic fibrosis and

cirrhosis worldwide. We aimed at establishing and validating cut off

values of transient elastography for significant fibrosis and cirrhosis in

chronic hepatitis C Egyptian patients.

Methods: Data of one hundred treatment naive chronic hepatitis C

patients (as a training set) and 652 patients (as a validation set) were

analyzed. They were subjected to routine pretreatment laboratory

investigations, liver biopsy and histopathological staging of hepatic

fibrosis according to METAVIR scoring system. Transient elastog-

raphy was performed before and in the same week of liver biopsy

using FibroScan (Echosens, Paris, France). Transient elastography

results were correlated to different stages of hepatic fibrosis in both

training and validation sets.

Result: In the training set; the best cut off values of transient elas-

tography for significant hepatic fibrosis (CF2 METAVIR), advanced

hepatic fibrosis (CF3 METAVIR) and cirrhosis (F4 METAVIR) were

7.1, 9 and 12.2 kilopascal with sensitivity of 87, 87.5 and 90.9% and

specificity of 100, 99.9 and 99.9% respectively. Application of these

cut offs in the validation set showed sensitivity of 85.5, 82.8 and 92%

and specificity of 86, 89.4 and 99.01% in significant hepatic fibrosis,

advanced hepatic fibrosis and cirrhosis respectively.

Conclusion: Transient elastography performs well in significant hepatic

fibrosis, advanced hepatic fibrosis and cirrhosis with 7.1, 9 and 12.2 kPa

validated cut offs respectively in Egyptian chronic hepatitis C patients.
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The association between TM6SF2 variant and nonalcoholic fatty
liver disease in obese children and adolescents
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Background: There are substantial genetic components contributing

to the susceptibility of non-alcoholic NAFLD disease (NAFLD). It

has recently been reported that a nonsynonymous genetic variant

within a gene of unknown function called TM6SF2, transmembrane 6

superfamily member 2 (rs58542926 c.449 C[T), was associated with

liver steatosis in adults. We aimed to test the hypothesis that TM6SF2

rs58542926 variant would increase the susceptibility of NAFLD in

obese Taiwanese children and adolescents.

Methods: A total of 825 obese children aged 7–15 years were recruited.

NAFLD was determined by ultrasonography. Because PNPLA3 rs738409

variant was well known to confer susceptibility to NAFLD, we assessed

the independent influence of TM6SF2 rs58542926 on pediatric NAFLD

after conditioning on the effect of PNPLA3 rs738409 polymorphism.

Result: 22.8% of recruited obese children had NAFLD. PNPLA3

rs738409 variants increase the odds ratio of NAFLD by 1.79 (95% CI

1.17–2.74, P = 0.007) in subjects with CG alleles and 3.20 (95% CI

1.83–5.60, P\ 0.001) for GG alleles, as compared to CC alleles. After

conditioning on the effects of body mass index, gender, insulin resistance

index (HOMA-IR) and PNPLA3 rs738409 polymorphism, TM6SF2

rs58542926 variant was a risk factor of developing pediatric NAFLD with

an estimated odds ratio = 2.85 (95% CI 1.74–4.68, P\0.001).

Conclusion: The variant TM6SF2 rs58542926 genotype is associated

with an increased risk for pediatric NAFLD independent of the effect

of PNPLA3 rs738409 polymorphism in our population of obese

Taiwanese children and adolescents.
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A noninvasive score model for prediction of nonalcoholic
steatohepatitis in patients with chronic hepatitis B
and nonalcoholic fatty liver disease
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Background: The high prevalence of nonalcoholic fatty liver disease

(NAFLD) has resulted in increased incidence of chronic hepatitis B

(CHB) combined with NAFLD in the population. Coexistence of non-

alcoholic steatohepatitis (NASH) in patients with CHB might increase

the risk of liver injury and fibrosis, and masks real changes in alanine

aminotransferase (ALT) caused by hepatitis B viral activation. There-

fore, it is important to determine NASH in patients with combined CHB

and NAFLD. The aim of this study was to develop a noninvasive score

model to predict NASH in patients with combined CHB and NAFLD.

Methods: Liver biopsy was conducted in 65 CHB patients with

NAFLD. Based on the NAS score, 34 patients were included in the

NASH group and 31 in the non-NASH group. Biochemical indices,

ELISA determination of serum CK18 M30, liver stiffness and Con-

trolled Attenuation Parameter (CAP) were determined. Data in the

two groups were compared and subjected to multivariate analysis, to

establish a score model for the prediction of NASH.

Result: In the NASH group, ALT, TG, fasting blood glucose, M30

CK-18, and CAP were significantly higher than in the non-NASH

group (P\ 0.05). Multivariate analysis showed that CK-18 M30,

CAP and fasting blood glucose (FBG) were independent predictors of

NASH. Therefore, a new model combining CK18 M30, CAP and

FBG was established using logistic regression. The AUROC curve

predicting NASH was 0.942 (95% CI 0.891–0.993, cutoff value is

0.386), with a sensitivity of 0.912 and specificity of 0.871.

Conclusion: A noninvasive score model combining CK18-M30, CAP

and FBG might be considered for the prediction of NASH in patients

with CHB combined with NAFLD.
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Coexisting metabolic syndrome increases the incidence
of hepatocellular carcinoma development in patients with chronic
hepatitis B
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Background: Patients with metabolic syndrome (MS) have a high

risk not only for cardiovascular disease or diabetes mellitus but also

for liver disease. However, the effect of metabolic syndrome and

hepatic steatosis on hepatocellular carcinoma (HCC) development in

chronic hepatitis B infection (CHB) patients is unclear. Our goal was

to evaluate the prevalence and the effect of metabolic syndrome on

cirrhosis and HCC development in CHB patients.

Methods: We conducted a retrospective study on a cohort of con-

secutive HBV-infected patients at Stanford University Medical from

2000 to 2016. Metabolic syndrome was defined according to the

modified NCEP criteria. The diagnosis of HCC was confirmed either

by liver histology or by a combination of clinical history and radio-

graphic imaging as outlined in the AASLD practice guidelines on the

management of HCC.

Result: Our study included 1,610 adult patients diagnosed with CHB.

Most patients were male 941 (58.4%) and with the mean age of

46 ± 14 years. According to the ethnicity, 1224 (76%) patients were

Asian and 386 (24%) patients were Non-Asian. Among those patients,

concurrent MS was found in 132 patients (8.2%). The most prevalent

metabolic factor was hypertension (95.5%), followed by hyperlipi-

demia (72.7%), diabetes (72.0%). Patients with concurrent MS were

more likely older (57.3 ± 11.6 vs. 44.6 ± 14.1), obese (50.8 vs.

25.8%), and had increased BMI (26.9 ± 4.4 vs. 23.8 ± 4.0), waist

circumference (37.1 vs. 34.0), lower HBeAg seropositivity (9.8 vs.

26.1%), Albumin (3.8 ± 0.6 vs. 3.9 ± 0.6,), higher baseline MELD

(15.7 ± 6.8 vs. 8.6 ± 2.6) compared with non-metabolic syndrome

(non-MS) patients (P\ 0.05 in all cases). At a median follow-up of

43 months, 78 (4.8%) and 43 (2.7%) patients developed liver cir-

rhosis and HCC, respectively. Among them, 9 (11.5%) and 7 (16.3%)

patients were concurrent with MS. Furthermore, we found CHB

patients with concurrent MS had a higher risk for cirrhosis (cumu-

lative 10 year incidence: 0.12 vs. 0.23%, P = 0.06) and HCC

(cumulative 5 year incidence: 0.03 vs. 0.08%; cumulative 10 year

incidence: 0.06 vs. 0.17%, both P = 0.01) development compared

with non-MS patients. However, no significant difference was found

between MS and non-MS patients in terms of their risk for liver

cirrhosis.

Conclusion: Metabolic syndrome can increase the risk of cirrhosis

and HCC development in CHB patients.
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of fibrosis and cirrhosis of non-alcoholic fatty liver disease
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Background: Serum Golgi protein 73 (GP73) is usually considered

as an early serological marker for the diagnosis of hepatocellular

carcinoma (HCC), however, some researches have questioned the

value of GP73 in the diagnosis of HCC. The aim of our study was to

retrospectively evaluate the potential diagnostic value of serum GP73

in liver fibrosis, as well as cirrhosis caused by non-alcoholic fatty

liver disease (NAFLD).

Methods: Between January 2011 and June 2016, 135 consecutive

patients with liver biopsy in a hospital in Beijing who fulfilled the

clinical criteria were recruited into this cross-sectional study. For

cirrhosis diagnosed by clinical criteria, we used 2015 EASL-EASD-

EASO clinical practice guidelines. All statistical analyses were per-

formed using SPSS 21.0 software program.

Result: Serum levels of GP73 (mean ± SE) were 27.54 ± 2.82 in F0

(n = 18), 41.14 ± 2.62 in F1(n = 67), 59.51 ± 5.18 in F2 (n = 19),

82.38 ± 12.01 in F3 (n = 13), and 139.07 ± 14.93 in F4 (n = 18)

(P\ 0.001) (Fig. 1).It suggested that serum GP73 may be a appli-

cable marker for identifying significant fibrosis (F C 2) and advanced

fibrosis (F C 3), as well as cirrhosis (F = 4) in patients with NAFLD.

The sensitivity, specificity and AUROC of GP73 were 82.00%,

78.82% and 0.878 (95% CI 0.811–0.928) for significant fibrosis

(F C 2), and 90.32%, 82.69% and 0.919 (95% CI 0.860–0.959) for

advanced fibrosis (F C 3), respectively. At the cut-off value of

88.79 ng/ml, the sensitivity, specificity and AUROC of GP73 for

diagnosing cirrhosis (F = 4) were 83.33%, 94.87% and 0.951 (95%

CI 0.900–0.981), respectively (Fig. 2–4). Concurrently, we observed

the in situ expression of GP73 in liver tissue with different stages of

NAFLD related fibrosis by immunohistochemistry. Noticeably, a

step-wise increase of GP73 expression (the ratio of positive cells) in

the liver tissue was observed with the increasing severity of liver

fibrosis.

Conclusion: Serum GP73 is a valuable marker for the diagnosis of

fibrosis and cirrhosis of NAFLD, which had the potential clinical

diagnostic value.

OP068

Automated fully quantitative analysis of liver fibrosis by second
harmonic generation/two photon excitation fluorescence (SHG/
TPEF) reveals subtle histological differences in steatofibrosis
in adult and pediatric nonalcoholic fatty liver disease

Feng Liu1, Jing-min Zhao2, Hui-Ying Rao1, Neil D. Theise3, Ya-
Yun Ren4, Wei-miao Yu5, Wei Zhang1, Aileen Wee6, Lai Wei1

1Peking University People’s Hospital, Peking University Hepatology

Institute, Beijing Key Laboratory of Hepatitis C and Immunotherapy

for Liver Diseases, Beijing 100044; 2Department of Pathology and

Hepatology, Beijing 302 Hospital, Beijing 100039; 3Diagnostic

Pathology and Laboratory Medicine, Mount Sinai Beth Israel Medical

Center, First Avenue at 16th Street, New York, NY 10003, USA;
4Hangzhou Choutu Technology Co. Ltd., Hangzhou, 310052;
5Institute of Molecular and Cell Biology, 61 Biopolis Drive, Proteos,

A*STAR, Singapore 138673, Singapore; 6Department of Pathology,

Yong Loo Lin School of Medicine, National University of Singapore,

National University Hospital, 5 Lower Kent Ridge Road, Singapore

119074, Singapore

Background: qFibrosis, a fully-automated assessment method com-

bining quantification of liver fibrosis with histopathological

architectural parameters imaged by second harmonic generation/two

photon excitation fluorescence (SHG/TPEF), was reported to address
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unmet needs in core biopsy evaluation of fibrosis in chronic hepatitis

B patients. We report the development of nonalcoholic fatty liver

disease (NAFLD)-qFibrosis and verify its potential as a fibrosis

assessment tool in human adult and pediatric NAFLD.

Methods: 62 adult and 36 pediatric NAFLD liver specimens were

routinely sectioned for SHG-imaging and stained with H&E, Masson

trichrome and sirius red for histological assessment. SHG/TPEF

imaging was employed to determine qFibrosis values and to quantify

128 collagen parameters, using NASH CRN system as reference.

Result: From the 128 collagen parameters, 6 shared parameters

(StrLength, StrWidth, StrEccentricity, StrSolidity, StrPT and

ShortStrPT) selected from adult and pediatric NAFLD patients, were

demonstrated to identify differences among NASH CRN fibrosis

stages with high accuracy (AUC 0835–0.982 in adult group,

0.885–0.981 in pediatric group). All collagen parameters in the

periportal region showed similar patterns of change when comparing

stages 0, 1c and 2 within both groups (Fig. 1a, b). However, there

were two patterns of change in the perivenular region. All parameter

values decreased in adults when progression from stage 1a/b to 2.

However, in pediatric cases, nearly all aggregated collagen parame-

ters decreased but nearly all distributed collagen parameters increased

from stages 1a/b to 2 (Fig. 1c, d). In advanced stages (3 and 4,

combined), parameters in the perivenular region markedly increased

from normal baseline in children, while in adults the parameters

(including size by % area and all collagen parameters) remained

largely unchanged (Fig. 2a, b).

Conclusion: qFibrosis assessment not only accurately reproduces the

NASH CRN staging but reveals differences and similarities between

adult and pediatric collagen deposition not captured by currently

available semi-quantitation methods. This finer-grained resolution

provided by more detailed quantifiable analysis might thus be useful

in pre-clinical and clinical testing of novel therapeutic agents.

OP069

Correlation analysis of risk factors in 445 patients
with nonalcoholic fatty liver disease between different genders

Zhou-hua Zhou1, Xue-hua Sun1, Xiao-jun Zhu1, Man Li1, Yue-qiu
Gao1

1Shu Guang Hospital Affiliated Shanghai University of Traditional

Chinese Medicine, Shanghai

Background: Nonalcoholic fatty liver disease (NAFLD) is a meta-

bolic disorder of the liver. Epidemiological surveys have shown that

NAFLD has become a serious public health problem in China and

elsewhere in Asia. This study investigated the correlation of the risk

factors in nonalcoholic fatty liver disease of different genders.

Methods: 445 patients with NAFLD from February 21, 2016 to

September 16, 2016 were collected in 7 tertiary hospitals, 3 secondary

hospitals, and 6 community health centers. NAFLD was detected via

ultrasonography and controlled attenuation parameter (CAP) using

the FibroScan (�502) M probe. Biographical data including age,

gender, height, weight, history of NAFLD and alcohol intake were

collected. Body mass index (BMI), body fat mass(BFM), skeletal

muscle mass (SMM), percent body fat (PBF), basal metabolic rate

(BMR), waist-hip ratio (WHR), visceral fat area (VFA), and obesity

degree were measured by body composition analyzer (Inbody 720).

The serum glutamic pyruvic transaminase (GPT), glutamic oxalacetic

transaminase (GOT), alkaline phosphatase (ALP), gamma-glutamyl-

transferase (c-GT), uric acid (UA), total bilirubin, triglyceride, total

cholesterol, low densith lipoprotein (LDL), high densith lipoprotein

(HDL), insulin and blood glucose were tested by automatic bio-

chemical-immune analyzer. This study was conducted in accordance

with the ethics principles of the Declaration of Helsinki and approved

by the Ethical Committee of Shuguang Hospital, Shanghai University

of Traditional Chinese Medicine. All patients were written informed

consent.

Result: 445 patients of NAFLD were divided into male and female

groups by different genders. The average age of 222 male patients

was 45.16 ± 14.58 years old, with the average height was

170.79 ± 7.65 cm, and the average weight was 82.16 ± 13.57 kg.

The average age of 223 female patients was 53.62 ± 12.06 years old,

with the average height was 158.19 ± 5.24 cm, and the average

weight was 67.57 ± 10.21 kg. The average CAP of male group was

310.86 ± 46.03 dB/m, and 297.68 ± 56.85 dB/m in the female

group. The average BMI of male group was 28.15 ± 4.26 and

26.98 ± 3.65 kg/m2 in the female group. The average VFA of male

group was 112.22 ± 37.93 cm2, and 130.75 ± 37.28 cm2 in the

female group. The average GPT of male group was 42.99 ± 30.45 U/

L, and 29.22 ± 20.43 U/L in the female group. The average TC of
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male group was 5.05 ± 0.86 mmol/L, and 5.46 ± 1.04 mmol/L in

the female group. The average UA of male group was

416.35 ± 84.10, and 343.13 ± 74.80 lmol/L in the female group.

Speraman correlation analysis indicated the average CAP in the male

group was related to TC, BFM, VFA and WHR. However the obesity

degree, BMI, TG and BMR made greater contribution to the degree of

CAP in female group.

Conclusion: The male and female have significance differences in the

risk factors with nonalcoholic fatty liver disease, and need to treat

with different treatment program.

OP070

Risk of cancer in patients with nonalcoholic fatty liver disease:
a hospital-based cohort study

Gi-ae Kim1, Han Chu Lee2, Jihyun An2, Ju Hyun Shim2, Hong-
Kyu Kim1, Jaewon Choe1

1Health Screening and Promotion Center, Asan Medical Center,

University of Ulsan College of Medicine, Ulsan, South Korea;
2Department of Gastroenterology, Liver Center, Asan Medical

Center, University of Ulsan College of Medicine, Ulsan, South Korea

Background: Limited data for the risk of cancer in patients with

nonalcoholic fatty liver disease (NAFLD) are available. Therefore,

this study aims to examine the risk of cancer in NAFLD patients.

Methods: We included subjects who underwent a heath check-up at a

tertiary hospital from September 1, 2004 to December 31, 2005, and

followed up at least longer than a year. NAFLD was diagnosed by

ultrasonographic detection of hepatic steatosis in the absence of other

known liver diseases. The risk of cancer was presented as a hazard

ratio (HR) calculated in Cox proportional hazard regression model.

Result: Of all 25,947 subjects, 8721 (33.6%) had NAFLD. During the

follow-up period of 190,615 person-years (median 8.5 years), the

overall incidence of cancer was higher in NAFLD group than non-

NAFLD group (677.8 vs 511.5 per 100,000 person-years; HR 1.32;

95% CI, 1.17–1.49; p\ 0.001). After adjusting demographic and

metabolic factors, the specific cancer risks were significantly higher in

NAFLD group for hepatocellular carcinoma (HCC) (HR, 16.73; 95%

CI 2.09–133.85; p = 0.008), colorectal cancer for males (HR 2.01;

95% CI 1.10–3.68; p = 0.02), and breast cancer for females (HR

1.92; 95% CI 1.15–3.20; p = 0.01). In NAFLD group, the subjects

with either a high NAFLD fibrosis score or a high FIB-4 score showed

a higher risk of developing overall cancers and HCC.

Conclusion: NAFLD patients had an increased risk of developing

HCC, colorectal cancer among males, and breast cancer among

females. Advanced fibrosis, which was confirmed by noninvasive

fibrosis scores, was associated with developing overall cancers and

HCC in NAFLD group.

OP071

Type 2 diabetes complicating with NASH can be effectively
controlled by Laennec� derived from human-placenta through
normalizing Iron metabolism by the action of hepcidin

Yuki Hamada1

1HAMADA Clinic for Gastroenterology, Hamada, Japan

Background: The discovery of hepcidin in 2001 and the subsequent

rapid understandings on its correlation with many kinds of diseases

have dramatically changed our clinical understandings of human

disorders relating with iron metabolism. The liver and the pancreas

originate from the same bipotential cell population in the primitive

gut, on the other hand, both liver and pancreas should be regarded as

endocrine organs in the interaction of hepcidin and insulin. In many

NASH cases complicating with type 2 diabetes, remarkable declines

of serum ferritin and HbA1c were observed after treating with

Laennec� (derived from human placenta). Then, we examined whe-

ther Laennec� can improve the pathological background of type2

diabetes through regulating iron metabolism.

Methods: We divided 64 NASHcases (all cases liver biopsied) into

two groups retrospectively. Laennec�-treated 34cases were treated

with the infusion of 2 ampules(224 mg) of Laennec� 1–2 times/

week, in addition to the ordinary liver supporting. Serum ferritin,

ALT and HbA1c were measured, and liver re-biopsy was carried out

to evaluate changes of iron deposition in 7 cases of each group

respectively.

Result: By infusing Laennec�, serum ferritin level declined from

275.3 ± 311.5 ng/ml (before medication) to 58.4 ± 45.2 (after)

(Wilcoxon P\ 0.01) in NASH patients. Serum ALT also declined

from 54.5 ± 19.3 U/L to 24.3 ± 15.3 (P\ 0.001). HbA1c level

improved from 6.3 ± 1.1% to 5.5 ± 0.8 (P\ 0.01). In non-Laen-

nec�-treated 30 cases, all of these parameters also changed

significantly. When compared these results in two groups, the changes

observed in Laennec�-treated group were significantly larger than

non-treated group (Mann–Whitney P\ 0.05). In multiplex-logistic

analysis, the improvement of iron deposition in the liver correlate

significantly with the decline of serum ferritin (P\ 0.01).

Conclusion: The improvement of type 2 diabetes complicating with

NASH by the administration with Laennec� suggests the importance

of iron regulation on insulin resistant type 2 diabetes which shows

hyperferritinemia.

OP072

Changing etiology of liver cirrhosis during the last 18 years
in Sapporo, Japan: upcoming trend in the near future in Asia?

Jong-hon Kang1, Takeshi Matsui1, Yasushi Yamamoto1, Ran
Utsunomiya1, Kunihiko Tsuji1, Yuhki Yosino1, Yoshihisa
Kodama1, Yasuo Sakurai1, Hiroyuki Maguchi1

1Center for gastroenterology, Teine-Keijinkai Hospital, Sapporo,

Japan

Background: Although liver cirrhosis (LC) is the final destination in

chronic liver diseases (CLD), clinical features and prognosis are not

uneven but affected by etiologies. Causes of CLD in Japan showed

transition over 5 decades; decreasing infection of Hepatitis B virus

(HBV) or HCV by preventive measures and antiviral therapy, incre-

ment of alcoholic or non-alcoholic fatty liver disease (NAFLD)

according to transition in life style. Changing causes of CLD has also

been in progress in Asian countries achieving rapid socio-economic

development. The aim of this study was to clarify changing trend of

LC by the fixed-point observation in the single tertiary institute in

Sapporo, Japan.

Methods: As for all cases of LC diagnosed from 1998 until 2015,

patients background, disease etiology, clinical features were retro-

spectively evaluated by 3 dividing periods; former in 1998–2003,

middle in 2004–2009 and later in 2010–2016.

Result: A total of 1135 patients (64.9 y-o, 765 males) with LC were

enrolled in this study. Cause of LC was HCV in 423 (37.2%) patients,

HBV in 208 (18.3%), HBV + HCV in 5 (0.4%), Alcohol (Alc) in 324

(28.5%), HCV + Alc in 1 (0.1%), HBV + Alc in 4 (0.4%), primary

biliary cholangitis (PBC) in 37 (3.3%), autoimmune hepatitis (AIH) in

36 (3.2%), and unknown etiology in 96 (8.5%), respectively. Age on
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diagnosis was younger in HBV and Alc than in HCV (59.3, 62.4,

68.4 y-o, p\ 0.01), and male/female ratio was also higher in HBV

and Alc than in HCV (3.3/1, 6.9/1, 1.5/1, p\ 0.01), respectively.

Among 427 cases complicated with liver cancer, HBV or HCV was

causative in 427 (71.5%) cases. As for etiology of LC in 3 periods,

HBV, HCV, Alc and unknown cause were 28, 37, 23 and 6% in the

former period, 16, 44, 25, and 7% in the middle period, 12, 29, 40 and

13% in the later period, respectively, suggesting apparent change in

the trend of etiology; decrease in HBV and HCV infection and rise in

Alc and unknown origin (p\ 0.05,\ 0.01). Moreover, among

unknown etiology, NAFLD showed increased percentage; 40.0, 63.8,

55.0% in each period.

Conclusion: During the last 18 years, HBV or HCV related LC have

showed apparent decrease, and in contrast, alcohol and unknown

cause have emerged as significant etiology in single institute in Japan.

Increasing trend in NAFLD in LC has also been demonstrated. In

Asian countries where rapid socio-economic changes have continued,

LC on metabolic background related with alcoholic consumption or

NAFLD might indicate increasing trend in the near future.
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OP073

Analysis of overall survival (OS) by pattern of progression
of hepatocellular carcinoma (HCC) during prior sorafenib
treatment in the randomized phase 3 RESORCE trial comparing
regorafenib with placebo

Jordi Bruix 1, Philippe Merle2, Alessandro Granito3, Yi-Hsiang
Huang4, György Bodoky5, Marc Pracht6, Osamu Yokosuka7,
René Gerolami8, Gianluca Masi9, Paul J. Ross10, Shukui Qin11,
Tianqiang Song12, Jean-Pierre Bronowicki13, Isabelle Ollivier-
Hourmand14, Masatoshi Kudo15, Marie-Aude LeBerre16, Gerold
Meinhardt17, Guohong Han18
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15Kindai University Faculty of Medicine, Osaka; 16Bayer HealthCare

SAS, Loos,; 17Bayer HealthCare Pharmaceuticals, Whippany, NJ;
18The First Affiliated Hospital of the Fourth Military Medical

University, Xi’an

Background: RECIST does not distinguish between progression

patterns in HCC even though the prognosis may differ (Reig,

Hepatology 2013). The RESORCE trial showed that regorafenib

improves OS in patients with HCC who progress during sorafenib

treatment (hazard ratio [HR] 0.63; 95% confidence interval [CI] 0.50,

0.79; P\ 0.001). This exploratory analysis assessed the impact of

regorafenib treatment on OS by pattern of progression during prior

sorafenib therapy.

Methods: Adults with HCC who tolerated sorafenib and had radio-

logic progression during sorafenib, Child–Pugh A liver function, and

ECOG PS 0–1 were randomized 2:1 to regorafenib 160 mg/day or to

placebo during Weeks 1–3 of each 4-week cycle. Progression during

sorafenib was classified as either due to tumor growth or to the

development of new intra- or extrahepatic lesions. Post-progression

survival (PPS) was the time from progression on sorafenib until death.

Result: A total of 573 patients were randomized to regorafenib

(n = 379) or placebo (n = 194). Baseline characteristics were bal-

anced between arms; median age was 63 years, 88% were male, 87%

were BCLC stage C, 29% had macrovascular invasion, and 72% had

extrahepatic disease. Hazard ratios favored regorafenib irrespective of

pattern of progression during prior sorafenib, but differed according

to progression pattern (Table 1).

Conclusion: The development of new extrahepatic lesions is asso-

ciated with worse survival irrespective of treatment. Regorafenib

provided an OS benefit, regardless of progression pattern. Progression

pattern may be a key prognostic parameter and should be considered

in future trial design and analysis.

OP074

Sorafenib with or without transarterial chemoembolization plus
radiofrequency ablation for advanced recurrent hepatocellular
carcinoma

Shuling Chen1, Manxia Lin1, Baoxian Liu1, Zhenwei Peng2,
Guangyan Wei3, Zihao Dai3, Ming Kuang1,3

1Division of Interventional Ultrasound, The First Affiliated Hospital

of Sun Yat-sen University, Guangzhou; 2Department of Oncology,

The First Affiliated Hospital of Sun Yat-sen University, Guangzhou;
3Department of Liver Surgery, The First Affiliated Hospital of Sun

Yat-sen University, Guangzhou

Background: To compare the safety and efficacy of sorafenib com-

bined with transarterial chemoembolization (TACE) plus

radiofrequency ablation (RFA) with sorafenib alone in patients with

advanced recurrent hepatocellular carcinoma (HCC) after

hepatectomy.

Methods: In this multicenter study, a total of 207 consecutive patients

administered with sorafenib combined with TACE-RFA (combination

group, n = 106) or sorafenib (sorafenib group, n = 101) for

advanced first recurrent HCC after liver resection were recruited,

from January 2010 to January 2015. Propensity score matching

method was used to balance potential bias between these two groups.
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The survival curves were constructed by the Kaplan–Meier method

and compared by the log-rank tests.

Result: The toxicity profile of combination therapy was similar to

that of sorafenib alone, with head-foot skin reaction (52.1 vs 40.2%),

nausea/vomiting (53.5 vs 40.2%) and aspartate aminotransferase

increased (54.9 vs 40.8%) among the most common adverse effects.

In the propensity score-matched cohort, the median time to progres-

sion (TTP) (9.0 vs 8.0 months, P = 0.020) and overall survival (OS)

(14.0 vs 11.0 months, P = 0.014) in the combination group were

significantly longer than those in the sorafenib group during the

median follow-up duration of 15 months. The disease control rate was

higher in the combination group than the sorafenib group (87.3 vs

50.7%, P = 0.048). Multivariate analysis showed that treatment

allocation was the significant predictor of OS and TTP while the

number of intrahepatic tumor was another prognostic factor of OS.

Conclusion: Sorafenib combined with TACE-RFA was well tolerated

and safe, and was superior to sorafenib alone in improving disease

control and survival outcome for patients with advanced recurrent

HCC after hepatectomy.

OP075

Combined radiofrequency ablation and ethanol injection
versus hepatic resection for intermediate and large solitary
hepatocellular carcinoma

Shuling Chen1, Zhenwei Peng2, Manxia Lin1, Guangyan Wei3,
Zihao Dai3, Ming Kuang1,3

1Division of Interventional Ultrasound, The First Affiliated Hospital

of Sun Yat-sen University, Guangzhou; 2Department of Oncology,

The First Affiliated Hospital of Sun Yat-sen University, Guangzhou;
3Department of Liver Surgery, The First Affiliated Hospital of Sun

Yat-sen University, Guangzhou

Background: To compare the efficacy of combined percutaneous

radiofrequency ablation and ethanol injection (RFA-PEI) with that of

hepatic resection (HR) in the treatment of resectable solitary hepa-

tocellular carcinoma (HCC) with intermediate (3.1–5.0 cm) or large

size (5.1–7.0 cm).

Methods: Between June 2009 and June 2015, 102 HCC patients

undergone RFA-PEI and 99 undergone HR were enrolled in the study.

Recurrences were estimated and compared by v2 test. The differences

in survivals between groups were compared with Kaplan–Meier

method and log-rank tests. Univariate and multivariate analyses were

also performed.

Result: Overall survival (OS) rates at 1, 3, and 5 years were 96.0,

79.0 and 58.1% in the RFA-PEI group, and 81.8, 61.6, and 49.0% in

the HR group (P = 0.043) respectively. The corresponding 1, 3, and

5-year recurrence-free survival (RFS) rates for the RFA-PEI group

were 68.6, 46.1, 37.2, and 56.6, 43.4, 38.3% for the HR group

(P = 0.456). Subgroup analyses showed that 1, 3, and 5-year OS rates

in the RFA-PEI group (97.5, 85.1, 70.0%) were better than those in

the HR group (88.7, 67.9, 62.1%) with intermediate tumors

(P = 0.047), but not with large tumors (P = 0.212). Local recurrence

was higher with RFA-PEI (10/102) than with HR (2/99, P = 0.036).

Multivariate analyses showed that treatment type (P = 0.027) and

tumor size (P = 0.033) were the significant prognostic factors for OS

while tumor size (P = 0.026) was the only significant factor for RFS.

Conclusion: RFA-PEI had the survival benefit over HR in the

treatment of solitary,intermediate-sized HCCs, whereas it showed

comparable efficacy to HR in the treatment of large-sized HCCs.

OP076

Significance of 11C-Acetate PET/CT in Evaluation of Liver
Metastasis from Recurrent Gastrointestinal Stromal Tumors
on Concurrent Imatinib (Glivec) Treatment

Sirong Chen1, Shing Kee Cheung1, Kam Chau Cheng1, Yim Lung
Leung1, Ka Nin Wong1, Yuet Hung Wong1, Chi-lai Ho1

1Hong Kong Sanatorium and Hospital, Hong Kong

Background: Liver is a common site of metastasis secondary to

Gastrointestinal stromal tumors (GIST). Primary high-risk GIST

typically demonstrates high 18F-FDG avidity, however, false negative

reports are not uncommon for recurrent GIST, especially for patients

with adjuvant Glivec treatment post primary resection. This study

aims to explore the role of 11C-acetate PET/CT in the detection of

hepatic metastasis secondary to GIST for patients on adjuvant Glivec

therapy post primary tumor resection.

Methods: A total of 5 patients (5 male, mean age = 60 ± 10 years, 4

HBV) with adjuvant Glivec treatment post primary excision but with

hepatic metastasis from GIST assessed by 11C-acetate and 18F-FDG

PET/CT during follow up were consecutively recruited. They all had:

1. baseline 18F-FDG PET/CT for the evaluation of primary GIST

(small bowel: 2, duodenum: 1, stomach: 1, omentum: 1); 2. surgical

resection of primary GIST with negative resection margin by post-

operative pathology and Glivec treatment followed; 3. post Glivec

treatment stopped, follow-up 11C-acetate and 18F-FDG PET/CT for

the reassessment of GIST; 4. liver resection with pathological con-

firmation of metastatic GIST. SUVmax of hepatic metastasis from

GIST and SUVmax ratio of lesion to background liver parenchyma

(LB) were calculated for both tracers.

Result: Baseline PET/CT for primary GIST was positive for 18F-FDG

in 3/5 (60%, high mitotic rate) patients. On follow-up 11C-acetate

PET/CT, all patients were diagnosed to have metastatic GIST in liver

with 9 lesions identified (size = 2.8 ± 1.0 cm). All lesions had high
11C-acetate metabolic activity with SUVmax ranging from 4.1 to 10.7

(mean = 6.6 ± 2.5), LB ratio ranging from 1.3 to 3.7

(mean = 2.5 ± 0.9). Resection pathology confirmed all 9 hepatic

lesions as metastastic GIST, concordant with the 11C-acetate PET/CT

findings (sensitivity of 11C-acetate PET/CT = 100%). However, only

1/9 lesion was positive by 18F-FDG (sensitivity of 18F-FDG PET/

CT = 11.1%; SUVmax = 6.9, LB ratio = 3.0), significantly inferior

to 11C-acetate. There was no evidence of local tumor recurrence by

both 11C-acetate and 18F-FDG PET/CT.

Conclusion: Although 18F-FDG metabolic activity was found to

correlate with the mitotic rate of primary GIST, it is insensitive for

detection of recurrent/metastatic GIST in liver for post-operative

patients on concurrent adjuvant Glivec treatment. 11C-acetate is a

metabolic probe of fatty acid synthesis and being independent of the

glycolytic measurement of mitotic process, might be a more suit-

able tracer for PET/CT follow-up in recurrent GIST. To explore the

underlying mechanism and potential role of 11C-acetate PET/CT in

evaluating hepatic metastasis from GIST post Glivec therapy, a larger

scale of research needs to be conducted.

OP077

Metronomic capecitabine versus best supportive care as second-
line treatment in hepatocellular carcinoma: a retrospective study

Andrea Casadei Gardini1, Giorgia Marisi1, Luca Frassineti1

1IRST-IRCCS, Meldola, Italy
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Background: No current proven second-line therapy is available for

patients with hepatocellular carcinoma (HCC). Preliminary studies

suggest that capecitabine may be safe and effective in HCC patients.

The aim of this study was to retrospectively evaluate the safety and

efficacy of metronomic capecitabine as second-line treatment.

Methods: In this multicentric study we retrospectively analysed data

of HCC patients unresponsive or intolerant to sorafenib.

Patients with advanced- or intermediate-stage HCC [either histolog-

ically proven or diagnosed according to the AASLD (American

Association for the Study of Liver Diseases 2005) guidelines]

refractory to sorafenib, were eligible for our analysis.

Patients treated with capecitabine received the therapy at the

metronomic dosage of 500 mg every 12 h.

Result: Median progression free survival was 3.1 months in patients

treated with capecitabine (95% CI 2.7–3.5) (Fig. 1). Median overall

survival was 12.0 months (95% CI 10.7–15.8) in patients receiving

capecitabine, while 9.0 months (95% CI 6.5–13.9) in patients

receiving BSC (Fig. 2). The result of univariate unweighted Cox

regression model shows a 46% reduction in death risk for patients on

capecitabine (95% CI 0.357–0.829; p = 0.005) compared to patients

receiving BSC alone. After weighting for potential confounders, death

risk remained essentially unaltered (45%; 95% CI 0.354–0.883;

p = 0.013).

The best tumour response in patients treated with capecitabine was

partial response in 3 patients (5.4%), stable disease in 21 patients

(37.5%) and progression disease in 32 patients (57,1%), according to

mRECIST criteria. No complete response was observed. Twenty-

three (39.7%) patients had at least one AE. The most frequent drug-

related AEs were dermatologic toxicity (20.7%) and thrombocy-

topenia (6.9%) (Table 2).

Patients treated with capecitabine reported a significant associa-

tion (p = 0.011) between the presence of HFS and disease control

rate (Table 3).

Conclusion: Metronomic capecitabine seems a safe second-line

treatment for HCC patients in terms of management of adverse

events, showing a potential anti-tumour activity which needs further

evaluation in phase III studies.

OP078

Regional use of sorafenib after transarterial chemoembolization
(TACE) in Chinese patients with hepatocellular carcinoma
(HCC): results from the second interim analysis of OPTIMIS

Shan Hong1, Ann-Lii Cheng2, Jean-Luc Raoul3, Han Chu Lee4,
Masatoshi Kudo5, Keiko Nakajima6, Markus Peck-
Radosavljevic7, OPTIMIS Investigators

1The Fifth Affiliated Hospital, Sun Yat-Sen University, Guangdong

Sheng; 2National Taiwan University Hospital, Taipei,Taiwan;
3Institut Paoli-Calmettes, Marseille,France; 4Asan Medical Center,

Songpa, South Korea; 5Kinki University School of Medicine,

Kowake, Japan; 6Bayer HealthCare Pharmaceuticals, New Jersey,

USA; 7Medical University of Vienna, Wien, Austria

Background: TACE is recommended for the treatment of patients

with intermediate-stage HCC (BCLC stage B). However, several

retrospective studies indicate continuation of TACE after TACE

refractoriness/failure may be harmful to the patient.

Methods: OPTIMIS is an ongoing, global, observational study of

patients treated with or without sorafenib following TACE. Approx-

imately 1700 patients will be enrolled with HCC BCLC stage B or

higher for whom a decision to treat with TACE was made at study

entry. This interim analysis was performed when 1000 patients were

observed globally for [6 months. In this subgroup analysis, we

describe the patient characteristics and TACE treatment of patients

from China. TACE suitability was defined and analyzed using defi-

nitions from recognized international guidelines.

Result: Of 977 patients who received TACE globally, 138 were from

China. At baseline, 31% of Chinese patients were BCLC B and 67% were

BCLC C, whereas in the total population 70% of patients were BCLC B

and 23% were BCLC C. The majority of patients from China were Child-

Pugh A and were Hepatitis B positive. Additional patient characteristics

are provided in the table. Patients in China tended to receive broader

TACE than the total population (Table 1). At the time of first TACE, the

percentage of Chinese patients not indicated for TACE according to

international guideline/consensus was high (82%) and primarily due to

BCLC stage C or D, vascular invasion, ECOG PS C1, and extrahepatic

spread (Table 1). Median time to TACE unsuitability, between first and

second TACE, and initiation of other treatment was shorter in China

versus the total population (Table 1). Deterioration of liver function

parameters after TACE was observed in 53% of Chinese patients overall;

changes in albumin and bilirubin were generally more prevalent with

increasing number of TACE treatments (Table 1). Half of patients from

China received sorafenib after TACE versus 27% of the total population.
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In China, the mean starting total daily dose and mean average total daily

dose was higher than that of the total population (Table 1). Discontinu-

ations of sorafenib and treatment-emergent adverse events (TEAEs) were

less frequent in Chinese patients versus the total population. A totalof15%

of Chinese patients had a TEAE related to sorafenib and only 1 patient had

a serious TEAE related to sorafenib (Table 1).

Conclusion: These real-life findings indicate that there are regional

differences in TACE practice and sorafenib treatment in China versus

the global population. A large percentage of Chinese patients received

TACE are unsuitable for TACE based on the current guidelines.

Chinese patients had a higher mean starting and average daily dose of

sorafenib than the total population.

OP079

Non-antiviral effect of Entecavir on hepatitis B virus related
Hepatocellular Carcinoma

Liping Chen1, Jilin Cheng2, Jingmao Yang1, Zhiyin Shang1, Bei
Lv3

1Shanghai Public Health Clinical Center Affiliated to Fudan

University, Shanghai; 2Shanghai Public Health Clinical Center of

Fudan University, Shanghai; 3Zhongshan Hospital Fudan University,

Zhongshan

Background: Anti-HBV therapy could reduce the incidence of HBV

related HCC and nucleos(t)ide analogues(NAs) can significantly

decrease the incidence of HCC by suppression of HBV replica-

tion. However, little attention has been paid to antitumor effect on

HCC. Our previous work has shown that ETV can decline the

CD133 + cells in the liver. This gives us a hint that ETV may play an

important role in the decrease of liver cancer stem cells(CSCs), and

influence the progression and recurrence of HCC. Therefore, we

assume that ETV may exert an influence on the liver CD133 + cells

through some kind of signaling pathways or molecules.

Methods: The clinical data of 137 patients with HBV related HCC

were analyzed retrospectively.We compared the characteristics and

clinicopathological data between 68 HCC patients with preoperative

antiviral therapy with ETV and 69 patients without preoperative

antiviral treatment. Disease-free survival and overall survival rate

was determined by Kaplan–Meier analysis and was compared by log-

rank test. Immunohistochemistry was used to detect the expression of

p21 in postoperative patients with CHB related HCC. To identify the

non-antiviral activity of ETV on hepatocellular carcinoma (HCC), we

compared and analysed the expression of p21 and p-AKT in the Huh7

cells treated with ETV in vitro by western blot.

Result: The patients treated with ETV had smaller tumour size, fewer

tumours, and higher disease-free survival (DFS) rate. The non-ETV

group had a shorter median DFS(Disease free survival) of 12 months

compared with 36 months in the ETV group (odds ratio: 0.333; 95%

confidence interval: -0.2401 to 0.9067; p = 0.0281). The 1-, 2-, 3-

and 5-year DFS rates in the non-ETV group were 46.4, 39.2, 25 and

17.8%, respectively, compared with 64.1, 48.7, 38.5 and 30.8% in the

ETV group. P21 positive expression in the ETV group was signifi-

cantly higher than in the non-ETV group (73.33 vs 38.89%,

p = 0.005). Patients with negative p21expression had shorter DFS

compared with patients with positive p21 expression, and similarly

for overall survival rate. Also, there was a close relationship between

p21 expression and degree of tumour malignancy, such as the level of

a-fetoprotein, tumour size, tumour encapsulation, tumour differenti-

ation, tumour thrombus and antiviral therapy. However, the levels of

AST, ALT and HBV DNA, which can be decreased by anti-HBV

activity, were not associated with the expression of p21. More

importantly, the effect of ETV on cell proliferation were confirmed to

be associated with AKT phosphorylation inhibition.

Conclusion: ETV exerts a growth-inhibitory effect on HBV-related

HCC via promoting p21 at least partially through the p-AKT inhi-

bition in addition to its antiviral role.
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Laparoscopic surgery versus radiofrequency ablation
for the treatment of recurrent hepatocellular carcinoma:
a propensity score matching study

Manxia Lin1, Zhenwei Peng2, Shuling Chen1, Zihao Dai3,
Guangyan Wei3, Ming Kuang1,3

1Division of Interventional Ultrasound, The First Affiliated Hospital

of Sun Yat-sen University, Guangzhou; 2Department of Oncology,

The First Affiliated Hospital of Sun Yat-sen University, Guangzhou;
3Department of Liver Surgery, The First Affiliated Hospital of Sun

Yat-sen University, Guangzhou

Background: Treatment strategy for recurrent hepatocellular carci-

noma (HCC) remains controversial. Radiofrequency ablation (RFA)

has been widely adopted to treat recurrent HCC and the use of

laparoscopic surgery (LS) is rising. The comparison of these two

curative treatments for recurrent HCC is critical and has not yet been

evaluated.

Methods: In this multicenter study, 495 patients with small recurrent

HCC in left lateral lobe or subcapsule of liver were treated either by

LS (n = 118) or by RFA (n = 377), from 2007 to 2015. The long-

term survivals were compared between these two groups before and

after propensity score matching.

Result: Before matching, the 1-, 3-, 5-year overall survivals after LS

and RFA were 84.9, 62.0, 45.6% and 66.3, 43.0, 34.8% (P\ 0.001),

the corresponding recurrence-free survivals were 76.8, 41.5, 33.2 and

55.5%, 26.5%, 26.5% (P = 0.001). After matching, the 1-, 3-, 5-year

overall survivals after LS (n = 107) and RFA (n = 107) were 83.7,

63.5, 46.3% and 57.6, 35.9, 33.5% (P\ 0.001), the corresponding

recurrence-free survivals were 77.5, 41.7, 33.4% and 56.7, 28.5,

28.5% (P = 0.003). No treatment-related death was observed in both

groups. The morbidity after matching was 8.4% in the LS group and

11.2% in the RFA group (P = 0.649). Multivariate analysis showed

that treatment allocation was the significant prognostic factor for

overall survival (HR = 0.592; 95% CI 0.381–0.904; P = 0.015) and

recurrence-free survival (HR = 0.666; 95% CI 0.474–0.936;

P = 0.019).

Conclusion: Compared with RFA, LS may have advantages of

oncological outcomes for small recurrent HCC in left lateral lobe or

subcapsule of liver.

OP081

Selective targeting of the liver with the nucleotide prodrug MIV-
818 for the treatment of liver cancers

Richard Bethell1, Bjorn Classon1, Anders Eneroth1, Fredrik
Oberg1, Pedro Pinho1, Sanja Juric1, Annelie Lindqvist1, Susanne
Sedig1, Karin Tunblad1, Biljana Rizoska1, Karin Gohlin1, John
Ohd1, Mark Albertella1

1Medivir AB, Huddinge, Sweden

Background: Many systemic chemotherapeutics have failed to show

efficacy in hepatocellular carcinoma (HCC), often because systemic

toxicity prevents efficacious liver levels of the drug from being

reached. Loco-regional treatments that can deliver high drug levels to

the tumor, e.g. TACE, are therefore preferred in many patients.

Troxacitabine (TRX) is a chain terminating nucleoside analog with

preclinical anticancer activity against HCC and other tumor types.

Despite signs of clinical activity, its development was halted due to its

limited efficacy at the maximum tolerated dose. MIV-818, a

nucleotide prodrug of TRX-monophosphate (TRX-MP) with

improved activity against HCC cells lines, has been designed to

deliver high levels of TRX-triphosphate (TRX-TP) to the liver after

oral dosing while minimizing systemic exposure.

Methods: Viability of liver cancer cell lines was assessed using

tetrazolium salt reduction by viable cells in 3–5 day assays. DNA

damage induction was assessed using MesoScale Discovery assays

for phospho-p53. Prodrug metabolism was assessed in liver and

intestinal S9 fractions, hepatocytes and liver cancer cell lines using

LC–MS/MS. Anti-proliferative synergy was assessed using

MacSynergy II software. Therapeutic levels of TRX-TP in vivo have

been determined in a Hep3B xenograft model.

Result: MIV-818 is a potent inhibitor of HCC cell line growth (EC50

values of 20–110 nM), and up to 20-fold more potent than TRX itself.

It is rapidly converted to its active metabolite, TRX-TP, in Hep3B

cells and human hepatocytes. Its improved anti-proliferative activity

correlates with intracellular TRX-TP levels and induction of DNA

damage markers in HCC cell lines, but induces [1000-fold lower

levels of DNA damage in primary human hepatocytes. MIV-818

shows strongly synergistic anti-proliferative activity with sorafenib in

a number of HCC cell lines in vitro. MIV-818 has in vitro properties

optimized for oral bioavailability and liver targeting as it is stable in

human intestinal S9 fractions, but rapidly metabolized in liver S9

fractions. A five-day dosing regimen that delivered an intratumoral

TRX-TP AUC0–72 of 42 lM h resulted in [80% tumor growth

inhibition in Hep3B xenografts in vivo, with accompanying inhibition

of proliferation and induction of DNA damage.

Conclusion: MIV-818 is a novel TRX-MP prodrug designed

specifically for the targeted treatment of liver cancers. It has greatly

improved in vitro anti-proliferative activity compared to troxac-

itabine, including potent inhibition of HCC cell line growth, increased

formation of the active TRX-TP, and increased induction of DNA

damage. MIV-818 is synergistic with sorafenib, suggesting the

potential for combination treatment. MIV-818 is currently in pre-

clinical development in preparation for the initiation of clinical trials

in patients with advanced HCC and other liver cancers.
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The impact and true efficacy of sorafenib on overall survival
adjusting for the rate of life time frequency of treatments per year
(LFT rate) in hepatocellular carcinoma patients

Takamasa Ohki1, Mayuko Kondo1, Shigeyuki Kurosaki1,
Kazuyoshi Funato1, Satoshi Kawamura1, Shuya Maeshima1, Yuki
Karasawa1, Kentaro Kojima1, Michiharu Seki1, Nobuo Toda1,
Kazumi Tagawa1

1Mitsui Memorial Hospital, Tokyo, Japan

Background: Hepatocellular carcinoma (HCC) frequently recurs

even after curative radiofrequency ablation (RFA) therapy. Sorafenib

was applied to recurrent cases with intermediate to advanced stage

HCC who were unresponsive to trans-arterial chemo-embolization

(TACE). In our institute, sorafenib was administered to such patients

and continued as long as possible even if the treatment evaluation was
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progressive disease (PD) followed with other treatments modalities.

Because we hypothesized that sorafenib was acted as a brake to

reduce the frequency of interventional treatments and finally pro-

longed the overall survival (OS).

Methods: In this retrospective study, we enrolled 318 naı̈ve HCC

patients who were curatively treated with RFA between January 1st

2000 and December 31st 2014. Among them, 37 patients were

applied sorafenib during the follow-up period and the rest 281

patients were not applied sorafenib because their follow-up period

was before the advent of sorafenib. The last follow-up date was

December 31st 2015. The rate of life time frequency of treatments per

year (LFT rate) was calculated as total numbers of treatments divided

by observational year. The total numbers of treatments were defined

as sum of frequency of RFA and TACE times. Finally, we matched

the LFT rate, age, liver function between the sorafenib group (SORs;

N = 37) and the others (controls; N = 79) to elucidate the effec-

tiveness of sorafenib on overall survival.

Result: The life time frequency of treatments was 7.2 times on

average (LFT rate 1.91 on average) and the frequency of each

treatment modality was as follows: RFA 3.6 and TACE 3.6 times.

There were no significant differences about patients’ backgrounds

including LFT rate because they were already matched. The mean

administration period of sorafenib was 447 days. Seventy-eight

patients died during the mean survival time of 4.3 years, showing

cumulative survival rates at 1, 5 and 5 years of 100, 93.1, 55.6% in

SORs, 93.2, 63.5 and 43.7% in controls, respectively (P = 0.036 by

the log-rank test). Adjusting for significant factors in univariate

analysis, multivariate analysis indicated that administration of sor-

afenib (HR: 0.51, P = 0.02), tumor number (HR: 1.38 per 1,

P = 0.02) and Child–Pugh score (HR: 1.25 per 1, P = 0.03) as

independent factors which affected on OS.

Conclusion: Adjusting for LFT rate, the current study clarified the

true effect of sorafenib which indicated an assured braking effect on

HCC progression. Long-term administration of sorafenib prevented

the progression of HCC and improved the OS.

OP083

Metformin effects on clinical outcome in advanced HCC patients
receiving sorafenib: validation study

Andrea Casadei Gardini1, Giorgia Marisi1, Serena De Matteis1,
Martina Valgiusti1, Luca Frassineti1

1IRST-IRCCS, Meldola, Italy

Background: Data from several retrospective studies and meta-

analysis have demonstrated a risk reduction of about 50% of devel-

oping HCC in cirrhotic patients treated with metformin for DM2. In

2005 we published a paper where we have assessed the outcome of

patient with HCC treated with metformin and sorafenib. The data

show that the concomitant use of sorafenib and metformin was

associated with a median PFS of 2.6 months ompared to 5.0 months

for patients receiving sorafenib alone (p = 0.029).The median OS of

patients treated with the combination was 10.4 months compared to

15.1 months for those who were not given metformin (p = 0.014).

The aim of this study was to validate the prognostic significance of

metformin in patients with HCC treated with sorafenib.

Methods: 280 patients with HCC consecutively treated with sor-

afenib twice daily between March 2008 and August 2016 were

included in the study. Patients who had been taking insulin for at least

5 years at the time of the HCC diagnosis were considered ‘‘patients

with diabetes treated with insulin,’’ whereas those who had been on

metformin at for at least 5 years when HCC was diagnosed were

considered ‘‘patients with diabetes treated with metformin.’’

Result: The concomitant use of Sorafenib and Metfomin was asso-

ciated with a median PFS of 1.9 months (95% CI 1.7–2.5) compared

to 4.4 months (95% CI 2.5–8.2) for patients who have not received

metformin (p = 0.002) and compared to 6.3 months (95% CI

3.2–10.1) for patients who have received insulin (p\ 0.00001). The

concomitant use of sorafenib and metfomin was associated with a

median OS of 6.6 months (95% CI 3.9–8.4) compared to 10.8 months

(95% CI 9.7–14.8) for patients who have not received (p = 0.001)

and compared to 14.4 months (95 CI 10.2–18.3) for patients who

have received insulin p = 0.0001).

Conclusion: These findings could be explained by an increased tumor

aggressiveness and resistance to Sorafenib in patients treated with

Metformin. Metformin usually enhanced the activity of Sorafenib, but

probably molecular alterations in transporter genes or transcription

factors involved in Metformin molecular action and pharmacokinetics

could contribute to a different response to these drugs combination.

Further studies are needed to identify possible mechanisms of resis-

tance that may occur during treatment with Sorafenib.

OP084

Evaluation of serum monocyte chemoatractant protein-1
as a potential tumor marker for hepatocellular carcinoma

Ehab Ahmed Abdelatti1, Waleed Mohamed Fathy2, Khaled
Mohamed El Zorkany3

1Professor of Hepatology; 2Professor of Clinical Pathology; 3Lecturer

of Hepatology

Background: Monocyte chemoattractant protein-1 (MCP-1) is one of

the key chemokines that regulate migration and infiltration of

monocytes/macrophages. Myofibroblasts represent a key cell for

extracellular matrix remodeling that takes place during fibrosis and

cirrhosis. Hepatic myofibroblasts produces MCP-1.The main source

of hepatic myofibroblasts is hepatic stellate cells. Hepatic stellate

cells (HSCs) obviously accelerate HCC growth and diminish the

extent of central necrosis. Activated HSCs also enhance HCC pro-

gression. The aim of this work is to evaluate serum MCP1 as a

potential tumor marker for early detection of hepatocellular

carcinoma.

Methods: The study included 40 patients with liver cirrhosis (cir-

rhotic group) and 40 patients with liver cirrhosis and HCC (HCC

group) from Menoufia University Hospitals (Egypt) and 10 healthy

volunteers as a control group. They underwent physical examination

and laboratory investigations (CBC, liver profile {ALT, AST, serum

albumin, bilirubin, PT %}, HCV Ab, HBsAg, AFP and serum

MCP1). Abdominal ultrasonography was done for all patients. HCC is

further confirmed by triphasic CT. Child-Pugh Score, MELD score

and AST/Platelet index were calculated for all patients.

Result: AFP level in HCC group (70.8 ± 70.5) and cirrhotic group

(24.8 ± 26.6) is significantly higher than controls (12.7 ± 5.2)

(P = 0.0001). AFP level of HCC group was significantly higher than

cirrhotic group (P = 0.001). MCP1 was significantly significant

higher in HCC group (310.5 ± 73.9) than in cirrhotic group

(205.2 ± 54.5) and controls (143.8 ± 30.9) (P = 0.0001). MCP1 was

significantly significant higher in cirrhotic group than in controls

(P = 0.006). There was positive correlation between MCP1 and AFP

(r = 0.38, P = 0.02) in HCC group but not in cirrhotic group

(r = 0.16, P = 0.3). Diagnostic validity of serum MCP1 at cutoff

level 256.5 ng/dl for prediction of HCC in cirrhotic patients (sensi-

tivity 70%, specificity 90%, positive predictive value 85%, negative

predictive value 79% and diagnostic accuracy 81%). Diagnostic

validity of serum AFP at cutoff level 20.5 ng/dl for prediction of HCC

in cirrhotic patients (sensitivity 80%, specificity 88%, positive
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predictive value 84%, negative predictive value 85% and diagnostic

accuracy 84%). Diagnostic validity of combined AFP and MCP1 for

prediction of HCC in cirrhotic patients (sensitivity 95%, specificity

84%, positive predictive value 83%, negative predictive value 96%

and diagnostic accuracy 89%).

Conclusion: Serum MCP-1 was a promising and potentially com-

plementary biomarker with AFP that may offer more effective for

early detection of HCC. Combination of MCP-1 and AFP could be a

cheap, rapid and accessible method of better detection of HCC.

OP085

Efficacy of PIVKA-II in diagnosis and early detection
of hepatocellular carcinoma: a nested case–control study
in Chinese patients

Rentao Yu1, Xiaomei Xiang1, Zhaoxia Tan1, Yi Zhou1, Guohong
Deng1,2,3

1Department of Infectious Diseases, Southwest Hospital, the Third

Military Medical University, Chongqing; 2Chongqing Key

Laboratory of Infectious Diseases, Southwest Hospital, Third Military

Medical University, Chongqing; 3Institute of Immunology, Third

Military Medical University, Chongqing

Background: Hepatocellular carcinoma (HCC) accounts for about

5.6% of all human cancers, but about 50% HCC cases diagnosed are

at advanced stage. Etiologically, chronic hepatitis B is the most fre-

quent risk factors for HCC in Asia. Therefore, a feasible surveillance

strategy for at-risk populations is necessary. An elevated serum level

of Protein Induced by Vitamin K Absence or Antagonist-II (PIVKA-

II) is reported to be associated with HCC. Many studies have shown

that PIVKA-II is applicable for HCC diagnosis and is complementary

to a-fetoprotein (AFP) and ultrasound. But few have focused on at-

risk cohorts to evaluate these markers in predict HCC before clinical

diagnosis. Our research is aimed to evaluate the efficacy of PIVKA-II

in diagnosis and early detection of hepatocellular carcinoma.

Methods: In the Hepatitis Biobank of Southwest hospital (HBS)

cohort, we did a nested case–control study. First, a cross-sectional

research was conducted to evaluate the diagnostic efficacy of PIVKA-

II. A total of 150 HCC patients, 347 patients with hepatitis B, 105

with non-HCC cancers and 53 healthy controls were enrolled to

compare the diagnostic efficacy of PIVKA-II and AFP. At second

stage, 45 HCC cases developed from chronic hepatitis B with se-

quential sera at -12, -9, -6, -3 and 0 months before imaging diagnosis

stored at HBS cohort were retrospectively selected to compare levels

of AFP and PIVKA-II in predicting HCC tumorigenesis. A total of

138 controls were all HBV-related patients with corresponding

sequential sera stored in HBS cohort. Cases and controls were mat-

ched in age, gender and cirrhotic basis.

Result: In the cross-sectional research, the sensitivity and specificity

of PIVKA-II were 74.6 and 67.8% at a cutoff of 40 mAU/mL. For

AFP, they were 76.7 and 65.0% at 20 ng/mL. The combination of two

markers had a sensitivity and specificity of 91.1 and 41.0%. The area

under the receiving operating curve (AUROC) for PIVKA-II (0.756,

0.695–0.816) was less than the AUROC for AFP (0.823,

0.780–0.865), and in combination, the AUROC increased to 0.843

(0.801–0.885). In HBS cohort, levels of both PIVKA-II and AFP in

HCC cases elevated significantly before imaging diagnosis compared

with controls. The sensitivity and specificity of PIVKA-II at baseline

were 58.3 and 92.6%, and AFP were 75.0% and 91.7%. AFP-/

PIVKA-II + patients covered 27.4, 29.4 and 19.6% at M-12, M-6 and

M-0, respectively, while AFP +/PIVKA-II-patients covered 25.5,

19.6 and 17.7%, respectively.

Conclusion: PIVKA-II was as efficient as AFP when used as a single

marker for HCC screening, and levels of both PIVKA-II and AFP

elevated 12 to 6 months before imaging diagnosis, indicating the

potential for HCC prediction. PIVKA-II has a better positive rate than

AFP before imaging diagnosis, while the combination of two markers

gave a better diagnostic and predicting performance.
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Insight of clinical application on glycoproteins and N-glycomics
in liver dieases

Chun-fang Gao1
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Hospital, Second Military Medical University, Shanghai

Background: Glycomics appears to be a unique nexus of genomics

and proteomics, and glycosylation alterations have been revealed to

be strongly associated with the development and progression of dif-

ferent types of cancers. Serum glycoproteins are synthesized mainly

by the liver and B-lymphocytes, so it is highly logical that liver cancer

has special connection with abnormal glycosylation.

Methods: N-glycomics of serum was performed with DNA sequen-

cer-assisted fluorophore-assisted carbohydrate electrophoresis (DSA-

FACE). Profiling patterns of N-glycome, core-fucosylated proteins, as

well as enzymes related to fucosylatation will become promising

biomarkers for liver cancer.

Result: We firstly identified different profiling patterns of N-glycome

in sera of both liver fibrosis and hepatocellular carcinoma (HCC).

Two diagnostic models based on the N-glycan markers [the branching

a (1,3)-fucosylated triantennary glycan and a biantennary glycan] and

a-fetoprotein(AFP) were constructed. The models improved the effi-

cacy of HCC diagnosis and progression monitoring. Through

biological functional studies, we further confirmed that higher a1,6-

fucosyltransferase 8 (Fut8) expression in cancer tissue was a useful

indicator of poor prognosis in HCC.

Population-based studies have shown that the N-glycome from iso-

lated immunoglubulin G (IgG) is more variable than the total plasma

N-glycome, indicating that N-glycome analysis based on total plasma

glycans, which are released from many different glycoproteins, might

obscure signals from protein-specific regulation of glycosylation.

Thus, we further analyzed the N-glycome of several specific core-

fucosylated proteins including serum IgG, haptoglobin and fetuin A,

etc. Firstly, though assessing the clinical diagnostic performance of

serum core-fucosylated IgG in three case–control studies, we found

that elevated core-fucosylated IgG can supplement the shortcoming of

poor sensitivity of AFP and was a new diagnostic and prognostic

marker for HBV-related HCC. In addition, we established a lectin-

antibody sandwich ELISA, and revealed that fucosylated fetuin A

might serve as a potential glycan biomarker for distinguishing liver

cirrosis and HCC from liver fibrosis and HBV-carriers.

Finally, we would like to share our results with big data upon

clinical application of the glycoproteins as tumor markers. Special

efforts will be put on the AFP-L3, a core-fucolysated AFP and AFU,

an enzyme that removes the core-fucosylated glycan from

glycoproteins.

Conclusion: Our findings together with the other published data

highlighted the potential opportunities that N-glycomic markers and

the consensus core-fucosylated proteins like IgG and Fetuin A are

promising diagnostic and prognostic markers for diseases. Further

researches are still required to understand the function implications of

aberrant glycosylations involved in tumor- environment and cell–cell

interactions.

OP087

The malignant transformation of hepatocellular adenoma.
experience of a French Liver Center

Christine Sempoux1, Jean-frederic Blanc2,3, Brigitte Le Bail4,5,
Claire Castain6, Laurence Chiche7, Christophe Laurrent7, Nora
Frulio8, Charles Balabaud9, Paulette Bioulac-Sage3,6

1Institut Universitaire de Pathologie-IUPcentre Hospitalier

Universitaire Vaudois, Lausanne, Switzerland; 2Department of

oncology Hôpital Haut Lévêque CHU Bordeaux, Bordeaux, France;
3U1053 Université Bordeaux, Bordeaux, France; 4Department of

pathology Hôpital Pellegrin CHU Bordeaux, Bordeaux, France; 5U

1053 Université Bordeaux, Bordeaux, France; 6Department of

pathology Hôpital Pellegrin CHU Bordeaux, Bordeaux, France;
7Department of Surgery Hôpital Haut Lévêque CHU Bordeaux,

Bordeaux, France; 8Department of radiology Hôpital Haut Lévêque

CHU Bordeaux, Bordeaux, France; 9U 1053 Université Bordeaux,

Bordeaux, France

Background: The malignant transformation of hepatocellular ade-

noma (HCA) is reported to be a slow process, occurring in 4 to 8% of

cases, mainly in men and in HCA with ex3 b-catenin mutation. The

aim of this study was to describe our experience in a French liver

center with malignant transformation of HCA.

Methods: All resected HCA are phenotypically classified, using the

panel of antibodies, LFABP, CRP, GS/b-catenin, to diagnose HNF1a

inactivated (H-HCA), inflammatory (IHCA), b-catenin activated (b-

HCA) and unclassified HCA (UHCA), respectively. All slides for

each of HCA were reviewed and classified in 2 categories: benign

HCA without any worrisome feature suspicious for malignancy and

HCA with different aspects related to malignant transformation. In

this second group, we differentiated: i) cases with borderline lesions,

meaning with cellular or architectural atypia, still insufficient to assert

a diagnosis of hepatocellular carcinoma (HCC); ii) cases with a firm

diagnosis of focal HCC (one or several foci), within the HCA; iii)

cases of large HCC containing areas reminiscent of HCA.

Result: Over a total of 217 resected cases (189F/28 M), there were 79

H-HCA, 69 IHCA, 22 b-HCA (15 with ex3 mutation), 32 b-IHCA (19

with ex3 mutation including 1 with ex3-S45) and 15 UHCA. Some

cases had more than 1 nodule with different HCA subtypes. There

were 198 cases classified within the benign category and 19 cases

(7 M), mean age 40 (range 18–66) classified within the malignant or

suspicious for malignancy group. Nodules were single in 10 cases,

2–4 in 4 cases, 5–9 in 2 cases and 10 or more in 3 cases. The mean

size of the largest nodule was 9.5 cm (range 3.5–17 cm). There were

4 H-HCA (3 M), all with no or minimal steatosis; 8 b-HCA (2 M), 5

b-IHCA (2 M), and 2 UHCA. Death related to HCC occurred in 5

cases (4F). Among H-HCA, b-HCA,b-IHCA, UHCA there were 2,

2b, 3e,1 h cases in group i) respectively; 2a, 2c,1f, 1i cases in group ii)

respectively; 0, 4d, 1 g, 0 cases in group iii) respectively. a 2 vascular

liver disease OLT; b 1 Cushing, recurrence, death 4 years later; c 1

diabetes, recurrence 4 years later (resection), death 10 years later; d 2

drugs (male hormone, antiepileptic), 1 GSD, death 5 years later; e1

incomplete resection (S45), recurrence, death due to HCC 12 years

later, 1 focal borderline lesion, 1 alcoholism; f GSD, OLT, alive, g

HCC satellite nodule, death 1 month later; h diabetes and obesity; i

diabetes, morbid obesity.

Conclusion: HCA malignant transformation occurred in 8.7% of

surgical HCA cases with death in 2.3%; there is a tendency to have an

increase ratio of man, specific etiology and b-HCA/b-IHCA subtypes

exon 3 mutations including S45. Malignant transformation in H-HCA

with no or few steatosis do occur. Inflammatory HCA without

b-catenin mutations are spared by malignancy. These data are rele-

vant for patient’s management.
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OP088

Potential diagnostic and prognostic value of lymphocytic
mitochondrial DNA deletion in relation to folic acid status
in hepatocellular carcinoma

Abdel-Rahman N. Zekri1, Hosny Salama2, Eman Medhat2, Sherif
Hamdy2, Yasser Mabrouk1, Amira Salah1, Dalia Omran2,3

1NCI, Cairo University, Cairo, Egypt; 2Faculty of Medicine, Cairo

University, Cairo, Egypt; 3Cairo, Egypt

Background: Hepatocellular carcinoma (HCC) is one of the most

leading causes of death worldwide.HCV is associated with increased

oxidative stress in the hepatocytes resulting in DNA changes like

mitochondrial (mt) DNA deletions. Our aim was to study mtDNA

deletion as diagnostic and prognostic molecular marker in relation to

serum folic acid level in Egyptian patients with HCV related HCC.

Methods: The prospective case control study was conducted on

ninety adult patients with HCV related chronic diseases; 50 patients

with HCC, 20 with liver cirrhosis (LC) and 20 with chronic hepatitis

C (CHC), in addition to 10 healthy subjects who enrolled as control

group. Serum folic acid was measured using ELISA and lymphocytic

mtDNA deletions was measured using real-time PCR.

HCC patients were followed up over a period of 1 year dating from

initial presentation and the overall survival was calculated

The diagnostic accuracy of mtDNA deletions frequency was

evaluated using receiver-operating characteristic (ROC) curve anal-

ysis. Correlations between different variables were calculated using

Spearman’s Correlation Coefficient. Survival analysis was analyzed

with the Kaplan–Meier method. Differences in the survival rates were

compared using log-rank test. P value less than 0.05 was considered

statistically significant.

Result: There was a significant elevation of mtDNA deletions and a

significant decrease in serum folic acid in HCC group compared to

other groups (P\ 0.01 and P\ 0.05 respectively).

Lymphocytic mtDNA deletions had a sensitivity of 82%, specificity

of 60% at cut off (DCt) 2.65 with AUC 0.818 and 95% CI; (0.72–0.9)

for HCC diagnosis (Fig. 1).

Regarding the clinicopathological features of HCC, we found that

mtDNA deletions frequency significantly correlated with HCC size

(r = 0.9, P\ 0.01) but none significantly with the number of HCC

nodules (r = 0.0240, P 0.8) and serum AFP level (r = 0.16, P: 0.26).

Serum folate level negatively correlated with HCC size, foci number,

serum AFP and lymphocytic mtDNA deletions; however, this corre-

lation did not reach statistical significance.

Also, the median survival time for HCC patients with high

mtDNA deletions (DCt C 3.9) was significantly shorter

(5.7 + 0.6 months) than those patients with low mtDNA deletions

frequency (11.9 + 0.04 months) (Fig. 2).

Conclusion: This is the first study to our knowledge that explored

mtDNA deletions and folate status in Egyptian patients with HCV

related HCC and is the first to eto propose mtDNA deletions as

diagnostic markers for HCC at a cutoff value of 2.65 (DCt) with a

sensitivity of 82% and a specificity of 60%. Moreover, mtDNA

deletions correlated directly with HCC size, HCC number and serum

AFP. On the other hand serum folic acid correlated inversely with

HCC size, HCC number, serum AFP and mtDNA deletions. This

might imply a causal relationship between folate deficiency and

mtDNA deletions among Egyptian patients with HCC.

OP089

Quantification of plasma levels of circulating-free DNA:
the diagnostic applications of a liquid biopsy in liver inflammation
and HCC

Linlin Yan1, Henghui Zhang2,3, Jiyuan Zhou1, Hong Zhao1,
Guiqiang Wang1

1Department of Infectious Disease, Center for Liver Disease, Peking

University First Hospital, Beijing; 2Institute of Infectious Diseases,

Beijing Ditan Hospital, Capital Medical University, Jingshundongjie

8, Beijing; 3Genecast Precision Medicine Technology Institute,

Huayuanbeilu 35, Beijing

Background: Recent study has reported that the liver contributes

significantly to the pool of DNA that circulates freely in the plasma.

Hepatocyte damage and death are characteristic components of the

pathobiology of hepatic fibrosis and HCC and would be expected to

result in substantial leakage of cell-free DNA into the circulation.

However, evidence on circulating-free DNA (cfDNA) levels in hep-

atic fibrosis and HCC is limited. This study aimed to explore the
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diagnostic applications of cfDNA levels in liver inflammation and

HCC.

Methods: A total of 22 HCC patients and 34 histologically-proven

hepatic fibrosis patients (Ishak criteria, including F3 (n = 8), F4

(n = 8), F5 (n = 16), F6 (n = 2); Histological activity index (HAI),

including HAI0–4 (n = 8), HAI5–8 (n = 19), HAI9–18 (n = 7))

were enrolled. Circulating-free DNA was extracted from 1 ml of

plasma using the MagMaxTM Cell-Free DNA Isolation Kit (Genecast

Biotechnology Co). The levels of plasma cfDNA were quantified

using Qubit 3.0 (Thermo Fisher Scientific).

Result: The spearman correlation analysis indicated that plasma

cfDNA levels were positively correlated with HAI, while there was

no correlation with fibrosis stages. Plasma cfDNA levels increased

significantly in accordance with the increasing HAI scores: HAI0–4

(10.26 ± 4.18 ng/ml) vs HAI5–8 (13.90 ± 6.84 ng/ml) vs HAI9–18

(23.81 ± 9.98 ng/ml) (P = 0.0085). Area under the curve (AUC) of

cfDNA levels in discrimination of moderate inflammation (HAI C5)

and severe inflammation (HAI C9) were 0.76 (95% confidence

interval (CI) = 0.58–0.89) and 0.84 (95% CI 0.67–0.94), respec-

tively. Univariate analysis revealed that age and cfDNA levels were

positively associated with HCC (P\ 0.0001). We established a HCC

Index for HCC diagnosis using logistic regression analysis with

cfDNA levels, AFP and age. The AUC of HCC Index in diagnosing

HCC was 0.99 (95% CI 0.91–1.00), which was higher than AFP

(AUC = 0.64, 95% CI 0.49–0.77) or cfDNA only (AUC = 0.83,

95% CI 0.70–0.92) (Fig. 1).

Conclusion: Plasma cfDNA levels were positively associated with

inflammation degree and HCC status. Quantification of plasma

cfDNA is a feasible approach to reflect inflammation degree of

hepatic fibrosis patients. Combination of AFP and cfDNA can

improve the diagnostic accuracy of HCC.

OP090

High level of Wisteria floribunda agglutinin-positive human Mac-
2 binding protein is associated with hepatocellular carcinoma
development in chronic hepatitis B patients under antiviral
treatment

Ka Shing Cheung1, Danny Ka-Ho Wong2, Wai-Kay Seto3, Ching-
Lung Lai2, Man-Fung Yuen2

1Queen Mary Hospital, Hong Kong; 2The University of Hong Kong;
3Department of Medicine, The University of Hong Kong

Background: Hepatocellular carcinoma (HCC) develops in a pro-

portion of chronic hepatitis B (CHB) patients receiving nucleos(t)ide

analogue (NA) with undetectable serum HBV DNA. We aimed to

examine whether serum Wisteria floribunda agglutinin-positive

human Mac-2 binding protein (WFA+-M2BP) was associated with

HCC development in these patients. WFA+-M2BP is a novel serum

glyco-marker for assessing liver fibrosis. While it has been found to

be a useful surrogate marker for predicting HCC development in

various liver diseases, studies on its role in CHB patients are lacking.

Methods: Fifty-seven NA-treated (for C1 year) patients with unde-

tectable HBV DNA who subsequently developed HCC were

compared with 57 controls (matched for demographics and treatment

duration). WFA+-M2BP level was measured, and expressed as cutoff

index (COI). Subgroup analyses were also performed in patients with

and without cirrhosis.

Result: There was a significant difference in the median levels of pre-

treatment WFA+-M2BP between the HCC and control groups (0.67

vs 0.41 COI, respectively, p\ 0.001). Among patients with cirrhosis,

the median level of WFA+-M2BP was higher in HCC group than in

control group (0.74 vs 0.47 COI, respectively, p = 0.014). Among

patients without cirrhosis, the median level of WFA+-M2BP of HCC

group was also higher (0.48 vs 0.28 COI, respectively, p = 0.002).

With a cutoff value of 0.69, the AUROC of pre-treatment WFA+-

M2BP to predict HCC development for the whole cohort was 0.70.

With a cutoff value of 0.69 and 0.34, the AUROCs to predict HCC

were 0.67 and 0.77 for patients with and without cirrhosis,

respectively.

Conclusion: A higher pre-treatment WFA+-M2BP level was asso-

ciated with an increased HCC risk in patients achieving

undetectable HBV DNA while on long term NA therapy. Further

longitudinal studies are required to examine the role of WFA+-M2BP

as an accessory risk marker for HCC development.
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Five years epidemiological trends and virological traits
of hepatitis B virus infection in pregnant women and neonates

Min Yang1, Naikei Wong2, Qiue Cai3, Jing Cao2, Yingxia Liu2

1State Key Discipline of Infectious Diseases and the Third Clinical

College of Shenzhen University, Shenzhen Third People’s Hospital,

Shenzhen 518112; 2State key Discipline of Infectious Diseases and

the Third Clinical College of Shenzhen University, Shenzhen Third

People’s Hospital, Shenzhen 518112; 3Department of Obstetrics and

Gynecology, Shenzhen Third People’s Hospital, Shenzhen 518112

Background: This study was to assess the prevalence of HBV

infection via MTCT, by examining 5 years epidemiological and

virological traits of pregnant HBV carriers and their newborn babies

at risk of HBV infection.

Methods: Subjects were enrolled at Shenzhen Third People’s

Hospital from 2011 to 2015, which included a total of 4704 pregnant

women, 293 newborns born to HBsAg positive mothers. Of these, 92

cases were followed up 7–12 months. HBsAg, HBsAb, HBeAg,

HBeAb, HBcAb and HBVDNA viral load were evaluated in both

peripartum pregnant women and their children. Statistical data were

analyzed by two-sample Pearson’s Chi squared tests using SPSS

version 22.0. P-values\0.05 were considered statistically significant.

S72 Hepatol Int (2017) 11 (Suppl 1):S1–S1093

123



Result: 588 cases of 4704 (12.5%) pregnant women were

HBsAg positive with HBsAg positivity rate of 12.4, 12.3, 13, 11.8

and 13% respectively from year 2011 to 2015.35.9%(213/588)of

HBsAg(+) pregnant women had high viral load with HBV DNA

C106 IU/mL. Positivity rates of HBcAb, HBeAg, HBsAg and HBV

DNA from 293 neonates which born to HBsAg positive mothers were

99.6, 35.8, 27.9 and 9.4% respectively. Only one neonate -

was HBcAb negative whose mother had low levels of HBsAg

(4.77 IU/mL) and HBcAb (3 S/N) with negative HBeAg and unde-

tected HBV DNA. Overall, HBV infection rate in neonates was

29.7%,which was 52 and 19.4% for pregnant women with HBV DNA

C106 and \106 IU/mL respectively. Similarly, perinatal infection

rates in neonates were 45 and 20.3% for mothers with HBeAg posi-

tive and HBeAg negative respectively. Five out of 92

neonates remained HBsAg positive during follow-up of

7–12 months. The rate of mother-to-child transmission (MTCT) in

total HBsAg positive mothers was 5.4 and 18.5% in those with high

viral load respectively. All of these HBV infected children shared -

some common virological characteristics. Firstly, all born to mothers

with HBeAg positive and HBV DNA levels above 107 IU/mL. Sec-

ondly, all of their umbilical blood was tested HBeAg positive and

HBV DNA levels above 108 IU/mL except one whose HBV DNA

was 4.4 9 103 IU/mL. Thirdly, all remained HBeAg positive,HBV

DNA above 107 IU/mL and HBsAg above 104 IU/mL during follow

up of 7–12 months.

Conclusion: HBV infection has remained prevalent at a stable rate of

12.5% in the local pregnant population in the recent 5 years. Peri-

natal HBV infection rates in pregnant women with high viral load and

HBeAg positive are two-fold higher than those with low viral load

and HBeAg negative. The total MTCT rate in HBsAg positive

mothers is 5.4% and 18.5% in those with high viral load respec-

tively.All infected children born to mothers with positive HBeAg and

high viral load of HBVDNA remain HBeAg positive, high viral loads

and high HBsAg levels after follow of 7–12 months.

OP092

Co-infection of Hepatitis B and D: Epidemiology and lab
parameters in Karachi, Pakistan

Attiya Rahman1,2, Muhammad amir2,3, Muhammad Siddiqui4,
Qaiser Jamal1, Mehwish Riaz1, Adnan Aziz5

1KMDC, Bengaluru, India; 2Pakistan; 3Lyari General Hospital,

Karachi, Pakisthan; 4Queen Margaret University, Musselburgh, UK;
5Dow University of Health Sciences, Karachi, Pakistan

Background: An estimated 350 million persons worldwide are

chronically infected with HBV. These are at increased risk of

developing cirrhosis and hepatocellular carcinoma. The aim of the

study was to determine the prevalence of Hepatitis B and co existing

Hepatitis D and to investigate the pattern of lab parameters among

patients positive for hepatitis B and/or D.

Methods: This is an observational cross sectional study conducted

from 2009 to 2014 in Lyari General Hospital Karachi Pakistan.

Patients found to have a positive HBVDNA PCR with positive or

negative HBeAg were treated. Patients with positive HBeAb were

sero-converted. Patients with a positive anti HDV antibody underwent

a HDVRNA PCR and if positive were treated. Statistical analysis was

performed using SPSS (IBM SPSS Statistics 20.0).

Result: A total of 10,270 patients were registered. Overall 206 (2%)

were found to be HBV positive, in which 26.2% had Hepatitis D co-

infection. More than half (57.3%) were male and 70.4% were married

with mean age of 33.2 ± 10.9 years. About one-fourth of total were

HbeAg positive (25.2%) and hepatitis D antibody positive (26.2%),

while 21% had HDV PCR positive and 6.3% had hepatitis C antibody

positive. The mean haemoglobin was 12.23, white cell count 6052.28,

viral load of HBV DNA was 44100856.97, SGPT was 63.47, albumin

was 4.24 and mean INR was 1.09.

Conclusion: Rates of HBsAg carrier are highest in developing

countries. Prevalence of Hepatitis B infection was 2% and Hepatitis D

infection was present in 26.2% of hepatitis B infected patients.

OP093

Among Asian adults with treatment naı̈ve chronic hepatitis B
virus (HBV) infection with elevated HBV DNA and normal
alanine aminotransferase, male sex, body mass index 25
or greater, and concurrent diabetes increases risk of significant
fibrosis

Robert Wong1, Angelica Le2, My Thanh Nguyen2, Huy Trinh3,
Andrew Huynh2, My Tops Ly2, Huy Nguyen3, Khanh Nguyen3,
Jenny Yang3, Ruel Garcia3, Brian Levitt3, Eduardo Da Silveira3,
Robert Gish4,5,6

1Alameda Health System-Highland Hospital, New York, USA;
2Silicon Valley Research Institute, San Jose, USA; 3San Jose

Gastroenterology, San Jose, USA; 4Stanford Health Care, Stanford,

USA; 5Hepatitis B Foundation, Doylestown, Pennsylvania; 6National

Viral Hepatitis Roundtable, Stanford, USA

Background: Up to 45% of chronic hepatitis B virus (HBV) patients

with elevated HBV DNA and normal alanine aminotransferase (ALT)

have histologic disease that warrants antiviral therapy. However,

many of these patients remain untreated given barriers to invasive

liver biopsy.

Aim: To evaluate the prevalence of and predictors of F2 or greater

fibrosis among treatment naı̈ve chronic HBV patients with elevated
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HBV DNA and normal ALT using SuperSonic (ShearWave) elas-

tography methods.

Methods: Consecutive treatment-naı̈ve non-cirrhotic Asian chronic

HBV adults (age: men C40, women C50) with elevated HBV DNA,

normal ALT (\20 U/L for women and \30 U/L for men) were

prospectively enrolled at a community gastroenterology clinic from

June 2015–September 2016. Hepatic fibrosis was assessed with

SuperSonic (ShearWave) elastography (F0–F1: \7.1 kpa; F2:

7.1–8.4 kpa; F3: 8.7–10.4 kpa; F4: C10.4 kpa). Multivariate logistic

regression models evaluated predictors of CF2 fibrosis.

Result: Among 136 patients, 72.5% (n = 95) had F0–F1 fibrosis,

27.5% (n = 36) CF2 fibrosis. There was higher prevalence of CF2

fibrosis in men compared to women (41.8 vs. 18.8%, p\ 0.01). All 7

eAg(+) patients had F0–F1, whereas 30.6% of eAg(-) patients had

CF2 fibrosis, p = 0.09. No significant differences in mean age, ala-

nine aminotransferase, or platelet levels between patients with F0–F1

vs. CF2 fibrosis were seen. Prevalence of CF2 fibrosis did not vary by

co-morbid diabetes or dyslipidemia. Mean body mass index (BMI)

was significantly higher among patients with CF2 vs. F0–F1 fibrosis

(24.3 vs. 22.6, p\ 0.01) and 47.6% of patients with BMI C25 had

CF2 fibrosis (vs. 22.3% among BMI\25, p\ 0.01). On multivariate

regression, men were significantly more likely to have CF2 fibrosis

compared to women (OR, 2.97; 95% CI, 1.29–6.57; p\ 0.01), and

HBV patients who had BMI C25 (OR, 2.73; 95% CI, 1.18–6.28;

p = 0.01) or concurrent diabetes (OR, 4.34; 95% CI, 0.95–19.93;

p = 0.059) were more likely to have CF2 fibrosis.

Conclusion: Among treatment-naı̈ve Asian adults with chronic HBV

with elevated HBV DNA and normal ALT, 27.5% had CF2 fibrosis.

The greatest risk of CF2 fibrosis was seen among men and among

patients with BMI C25 or concurrent diabetes. Active hepatic

inflammation can cause a falsely elevated score on elastography

measurements, and thus the accuracy of SuperSonic (ShearWave)

assessment in this group with normal ALT improves accuracy of

fibrosis assessment.

OP094

Prevalence of reactive hepatitis B core antibody among healthy
blood donors with non-reactive hepatitis B surface antigen
in a tertiary medical center

Marie Barrientos1, Gene Margaret Bernabe1, Katrina
Bonavente1, Virgilio Banez1

1Manila Doctors Hospital, Manila, Philippines

Background: Hepatitis B virus (HBV) infection is a global health

problem, with 2 billion people infected worldwide. It has been con-

sidered as the 10th leading cause of death worldwide and is

transmitted through blood transfusion. Blood products with occult

HBV can be a threat when hepatitis B core antibody (anti-HBc) is not

screened. Anti-HBc is an important serological marker for detection

of cases for occult Hepatitis B infection and for reducing the residual

risk of HBV transmission.

Methods: A total of 209 blood donors were screened at Manila

Doctors Hospital blood bank for the study from April to August 2016.

Blood samples were screened using enzyme linked immunosorbent

assay (ELISA).

Result: Of the 209 donors screened, five donors yielded positive for

HBsAg and were excluded from the study. The 204 donors were

analyzed for anti-Hbc, 35 participants (17.16%) tested positive for

anti-HBc.

Conclusion: The study was able to demonstrate a high prevalence

rate of donors with anti-HBc among those with negative HBsAg.

OP095

Hepatitis B screening rates and reactivation in solid organ
malignancy patients undergoing chemotherapy in Southern
Thailand

Ratchapong Laiwatthanapaisan1, Pimsiri Sripongpun2, Naichaya
Chamroonkul2, Arunee Dechaphunkul1, Siwat Sakdejyont1,
Chirawadee Sathitruangsak1, Chanon Kongkamol3, Teerha
Piratvisuth2

1Division of Oncology, Department of Internal Medicine, Faculty of
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2Division of Gastroenterology and Hepatology, Department of

Internal Medicine, Faculty of Medicine, Prince of Songkla University,

Songkhla, Thailand; 3Research Unit of Holistic Health and Safety

Management in Community, Faculty of Medicine, Prince of Songkla

University, Songkhla, Thailand

Background: Hepatitis B virus (HBV) reactivation following

chemotherapy (CMT) is a well-known issue among hematologic

malignancies, leads to liver-related complications, and screening

recommendation is well established. But HBV reactivation (HBV-r)

data in solid organ malignancy (SOM) patients undergoing CMT was

less investigated. Experts in hepatology and oncology recommended

HBV screening before CMT in all patients in country of which HBV

prevalence C2%. This study aims to determine HBV screening rates,

HBV prevalence, and management of HBV in SOM patients under-

going CMT in a tertiary care hospital in Southern Thailand.

Methods: Base on oncology unit’s registration database between

2009–2013, all SOM patients with C18 years undergoing CMT, who

were regularly followed up until death or 6 months after CMT ses-

sions were retrospectively reviewed. Exclusion criteria were patients

without baseline liver function tests (LFT), and who were previously

treated with CMT before study period. Baseline clinical characteris-

tics, primary tumor, CMT regimen, HBV screening data, and LFT

data during follow up were obtained and analyzed.

Result: Of 3231 patients in the database, a total of 809 eligible cases

were reviewed. The most common primary tumor was head and neck

cancer (40.17%). The overall HBV screening rate was 27.7%. The

screening rates were low during 2009–2012 (7.8–21%), and increased

significantly in 2013 to 82.9%. The prevalence of HBsAg positive

among screened patients was 7.14%. Of those who were HBsAg

positive, 75% received prophylactic antiviral therapy. There were 2

HBV-r cases in this study, both of them occurred in 2012, and were in

unscreened group.

Conclusion: The prevalence of HBV infection in SOM patients

undergoing CMT in our study was similar to estimated prevalence in

general Thai population. HBV screening rates before CMT were quite
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low in the first 4 years of the study despite recommendations by

experts’ societies. However, after 2 cases of HBV-r were noted, a

significant increase in screening rate was observed in the following

year. Among patients with HBsAg positive, only 75% of them

received appropriate prophylactic antiviral therapy before CMT

sessions.

OP096

Reduced changes in bone mineral density in CHB patients
receiving TAF compared with TDF

Wai-Kay Seto1, Yasuhiro Asahina2, Cheng-Yuan Peng3, Carol
Stanciu4, Dzhamal Abdurakhmanov5, John Flaherty6, Kyungpil
Kim6, Anuj Gaggar6, Mani Subramanian6, Omer Fehmi Tabak7,
Tuan Nguyen8, Henry L. Y. Chan9

1Department of Medicine, The University of Hong Kong, Hong

Kong; 2Gastroenterology and Hepatology, Tokyo Medical and Dental

University, Tokyo, Japan; 3Division of Hepatogastroenterology,
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Kong, Hong Kong

Background: The use of tenofovir disoproxil fumarate for CHB has

been associated with declines in hip and spine bone mineral densities

with extended use. TAF, a novel prodrug of tenofovir (TFV), is more

stable in plasma and more efficiently delivers TFV into lymphoid

cells and hepatocytes at lower systemic TFV exposures than TDF.

Phase 3 studies of TAF in CHB demonstrated less bone effects

compared to TDF over 48 weeks of treatment. Here, we explore

changes in hip and spine bone mineral densities in the combined

Phase 3 trials and in populations at high risk for bone disease.

Methods: In two Phase 3 studies of TAF for HBV, 1298 patients were

randomized 2:1 to TAF 25 mg QD or TDF 300 mg QD, each with

matching placebo, and treated for 96 weeks. Dual energy X-ray

absorptiometry (DXA) scans were performed throughout the first

48 weeks and patients were evaluated for overall change from base-

line and by proportion of patients with[3% decline in bone mineral

density. Changes in BMD were further assessed in patients at high

risk for bone density loss, including female gender, Asian race, older

age (C50 years), and underlying renal disease (GFR\90 mL/min).

Result: Mean (SD) % changes in hip BMD from baseline at Week 48

for the TAF arm was -0.16 (2.24%) and for the TDF arm was

-1.86% (2.45%); for the spine, mean (SD) % changes at Week 48

was -0.57% (2.91%) in the TAF arm and -2.37% (3.20%) in the

TDF arm. Subjects with [3% decline in hip and spine BMD were

significantly greater in TDF treated patients (27 and 38%) compared

to TAF treated patients (8 and 20%). The percentage of patients with

[3% decline in hip and spine BMD was relatively consistent among

TAF treated patients across baseline osteoporosis risk categories

including female gender (8.6, 19.3%), Asian race (8.9, 19.5%), older

age (8.8, 24.5%) and lower baseline creatinine clearance (8.6, 18.6%).

In contrast, patients treated with TDF showed higher rates of [3%

BMD decline in hip and spine in high-risk groups than in low-risk

groups. The difference between TAF and TDF were more pronounced

in patients with multiple risk factors, with TAF treated patients

having 10% of patients experiencing [3% decline in hip BMD

regardless of number of risk factors. In contrast, 20% of TDF treated

patients with 2 risk factors had a [3% hip BMD decline while

patients with 3 or 4 risk factors had 41 and 58% of patients with[3%

hip BMD decline at Week 48. A similar trend was seen with changes

in spine BMD decline. The only baseline predictor consistent for

having a\3% hip and spine BMD decline at Week 48 was treatment

with TAF.

Conclusion: Changes in BMD over time and in proportion of patients

with [3% BMD decline in hip and spine demonstrate significant

safety benefits of TAF compared to TDF. The safety benefits of TAF

are most pronounced to high risk populations.
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Hepatitis B surface antigen seroclearance in a cohort of 154,740
patients with chronic hepatitis B: a 15-year follow-up study

Terry Cheuk-fung Yip1,2, Vincent Wai-Sun Wong1,2,3, Yee-Kit
Tse1,2, Henry Lik-yuen Chan1,2,3, Grace Lai-Hung Wong1,2,3

1Institute Of Digestive Disease, The Chinese University Of Hong

Kong, Hong Kong; 2Department Of Medicine And Therapeutics, The

Chinese University Of Hong Kong, Hong Kong; 3State Key

Laboratory of Digestive Disease, The Chinese University of Hong

Kong, Hong Kong

Background: Cohort studies suggest hepatitis B surface antigen

(HBsAg) seroclearance before 50 years old and development of cir-

rhosis is associated with minimal risk of hepatocellular carcinoma

(HCC). The probability of HBsAg seroclearance of a large real-life

cohort of patients who lost HBsAg was evaluated.
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Methods: Consecutive Chinese patients with chronic hepatitis B

(CHB) retrieved from the Clinical Data Analysis and Reporting

System (CDARS) from Hospital Authority (HA) from January 2000

to August 2016 were studied. Serial HBsAg results were retrieved and

the cumulative probability of HBsAg seroclearance was estimated.

Result: 154,740 patients who had at least one positive HBsAg result

were identified. Among them 6919 patients (4.47%) lost HBsAg

during a median (interquartile range) follow-up period of 45

(12–83) months. 239 out of 6919 patients (3.45%) subsequently had

HBsAg reversion at a median of 20 (9–48) months after HBsAg

seroclearance. The cumulative probabilities of HBsAg seroconversion

in 1, 3, 5, and 10 years were 2.9, 4.9, 7.6, and 18.1% respectively. On

the other hand, the cumulative probabilities of HBsAg seroconversion

at 40, 50, 60, and 70 years of age were 2.2, 4.5, 9.6, and 17.2%

respectively. Patients who lost HBsAg were older and more likely to

be male.

Conclusion: HBsAg seroclearance occurs uncommonly among Chi-

nese CHB patients but slowly increases with age, with a cumulative

probability of 17.2% at 70 years of age. HBsAg reversion was rare

after HBsAg seroclearance. Future studies show focus on the impact

of HBsAg seroclearance on clinical outcome.

OP098

Higher incidence rate of hepatocellular carcinoma in Asian
patients with HCV + HBV co-infection as compared to non-
Asians

Mairin Joseph-talreja1, Pauline Nguyen2, An k. Le2, Changqing
Zhao2, Mindie H. Nguyen2, Joseph Hoang2, Lee Ann Yasukawa3,
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Background: HCV and HBV are among the leading causes for

hepatic disease worldwide. Although co-infection with HCV + HBV

is not widely prevalent, when it occurs, it can markedly accelerate the

disease progression in co-infected individuals. Given that the co-in-

fected population is small, studies of its natural history and

progression have been limited. This study seeks to characterize ethnic

differences in the pattern of disease progression among patients with

HCV + HBV co-infection.

Methods: A total of 12,312 patients diagnosed with HCV between

2/1999 and 3/2014 at a U.S. university medical center were identified

via ICD-9 query. Clinical and laboratory data were obtained from

retrospective medical record review. Of these, 359 (112 Asian, 247

non-Asian) were identified as having HBV co-infection by the pres-

ence of HBSAg and/or detectable HBV DNA or HBeAg.

Result: Baseline characteristic analysis of the co-infected group

showed that Asians tended to be slightly older (59.5 ± 14.6 vs

54.1 ± 9.7, p\ 0.0001), with lower BMI (24.0 ± 3.4 vs 28.0 ± 5.9,

p\ 0.0001), with less history of tobacco use (26.9 vs 66.7%,

p\ 0.0001), with less history of ETOH use (8.6 vs 31.4%,

p = 0.001), with less history of co-infection with HIV (0.9 vs 8.9%,

p = 0.004), and markedly more baseline HCC (36.6 vs 19.0%,

p\ 0.0001). Asians had a genotype predominance of 1B (42.9%), 6

(18.4%), 1A (16.3%), 2 (12.2%), 3 (3.1%), with no genotype 4 and

6.1% untyped, as compared to non-Asians with a predominance of

genotype 1A (48.4%), equal distribution of 1B, 2, and 3 (13.7% each),

4 (3.2%), and 7.4% untyped, p\ 0.0001. There was no significant

difference between Asian and Non-Asian co-infected patients in the

presence of HTN, DM, CAD, COPD, CKD, greater than or equal to 2

co-morbidities, history of HCV antiviral therapy prior to presentation,

receipt of HCV treatment, achievement of SVR, and most impor-

tantly, no significant difference in baseline cirrhosis and

decompensation.

There was no significant difference in the incidence rate of cir-

rhosis or hepatic decompensation between Asians and non-Asians

without baseline cirrhosis/decompensation. However, there was a

markedly significant difference in HCC incidence in Asians (rate

84.05 per 1000 person-years) as compared to non-Asians (36.06 per

1000 person-years) (Fig. 1), with 5-year cumulative HCC incidence

of 34% in Asians compared to 18% in non-Asians (p\ 0.009).

Conclusion: HCC incidence was high in HCV HBV co-infection,

particularly in Asian patients who had two-fold higher incidence

compared to Non-Asians. Co-infected patients should be targeted for

early antiviral therapy intervention and HCC surveillance, especially

those of Asian descent.
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Acute hepatitis B in Japan, April 1999–December 2015
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Institute of Infectious Diseases, Tokyo, Japan

Background: Acute hepatitis B is caused by infection with hepatitis

B virus (HBV). Infection among infants is usually asymptomatic but

often lapses into the carrier state. On the other hand, the adults with

competent immunity rarely become carriers. The epidemiology of

acute hepatitis B is an essential knowledge to understand the trend

and distribution of HBV infection in Japan.

Methods: By the Infectious Disease Control Law from April 1999,

acute HBV hepatitis has been monitored as a disease that requires

notification of all the diagnosed cases in Japan. We analyzed all the

cases of acute HBV infected patients reported to the national

surveillance system (NESID) from 1999 until 2015.

Result: From April 1999 till December 2015, a total of 4273 cases were

reported with the diagnosis of acute hepatitis B. The annual number of

acute HBV infections was 174–502 (men: 134–328 cases; women:

34–174 cases). Among the total 4273 cases, 1,594 had liver dysfunction

(37%), 2,706 general malaise (63%), 2,317 jaundice (54%), 737 dark

urine (17%), 633 fever (15%), and 415 vomiting (10%). There were 54

fulminant hepatitis cases (1%) and 25 cases that had deceased when

notified. Among the total 4273 cases reported, 3162 were men and 1,111

were women. The age peaks were 25–29 years in men and 20–24 years

in women. Among total 4284 responses regarding the transmission

routes (multiple responses allowed), 2526 responses attributed the

infection to the sexual contact (59%), 35 to blood or blood product

transfusion, 24 to mother-to-child infection and 9 to intravenous drug

abuse. There were 1690 responses ‘‘transmission route unknown’’

(39%). Among men who attributed the infection to sexual contact, 1501

attributed to heterosexual contact (76%) and 303 (15%) to homosexual

contact (23 cases among them had both homosexual and heterosexual

contacts). Among the 573 women cases, most patients attributed the

infection to heterosexual contact (545 cases, 95%).

Conclusion: The data in this article indicated that jaundice was

absent in 46% of cases when the case was reported. It is considered,

therefore, that there are many HBV-infected people who are unaware

of their own infection. They will not notice their own infection until

they receive a liver function check. It is recommended that people

receive the HBV test whenever it is available.
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Hepatitis B virus production is enhanced through early autophagic
flux but degraded through autophagosome–lysosome fusion
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Background: Previous studies have demonstrated that celluar

autophagy have complex interconnections with hepatitis B virus

(HBV) replication and envelopment. However, the definite mecha-

nisms of different phases of the autophagic process affecting HBV

production are still unclear.

Methods: In the present study, we investigated whether and how

HBV production was modulated through early and late autophagy.

Two proteins Rab5 and -7 related to the formation of early autophagic

bodies and autophagosomes were chosen to study their roles in HBV

replication.

Result: Consistent with our previous findings by silencing the

components of ULK1 complex or using inhibitor 3-MA, HBV

replication and HBsAg production were significantly decreased by

Rab5 silencing. However, silencing Rab7 significantly enhanced

HBV replication and HBsAg production. In reverse, Rab7 activa-

tion obviously decreased the levels of HBV production. These

results suggest that the delivery of HBV capsids and HBsAg to

lysosomes may facilitate their degradation. The hypothesis could

be confirmed by silencing or overexpression of the tethering genes

SNAP29 and VAMP8, which are involved in mediating

autophagosome-lysosome fusion, showing the same effect on HBV

replication and HBsAg.

Conclusion: Our findings provide new evidence indicating that HBV

replication and HBsAg production requires early autophagic peocess

but will be degraded to a significant part in autophagosome

compartment.
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Deacetylation via SIRT2 prevents keratin mutation-associated
injury and keratin filament disruption
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Medicine, University of Michigan, Ann Arbor, MI, USA; 7VA Ann
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Background: Intermediate filament proteins (IFs) are encoded by the

largest gene family among the three major cytoskeletal families. IF

mutations cause or predispose to more than 70 human diseases, and

the most severe diseases occur due to mutation at a highly conserved

arginine that results in disruption of the keratin and other IF filament

organization. Mutation of keratin 14 (K14) at highly conserved

arginine (K14-R125C) causes epidermolysis bullosa simplex (EBS).

The identical mutation R90C on K18, which is a major hepatocyte

keratin predisposes mice to massive liver injury. The major challenge

for the IF-associated diseases (IF-pathies) is the lack of any IF-tar-

geted therapy.

Methods: We used lentiviral transduced A549 cells that express K18

R90C as a system to screen for compounds that normalize keratin

filaments. The numbers of keratin dots per cell were assessed by

immunofluorescence staining. Apoptosis was induced in A549 cells

by treating with IFN-c (6 h, 40 ng/ml) then Fas ligand (Fas L, 100 ng/

ml, 24 h). Acetylation was tested by anti-acetylated lysine immuno-

precipitation, followed by K18 blotting. Site-Directed Mutagenesis

was performed to generate mutant plasmids. Transgenic mice that

overexpress mutant human K18 R90C were used to test the in vivo

effect of compounds of interest.

Result: Parthenolide, a plant sesquiterpene lactone that plays

numerous roles including modulating sirtuin (SIRT) function, dra-

matically reversed keratin filament disruption and protected cells and

mice expressing K18-R90C from apoptosis. Notably, K18-R90C is

hyperacetylated compared with K18-WT, and parthenolide led to K18

deacetylation by upregulating the NAD-dependent SIRT2 and

increasing SIRT2-keratin association. SIRT2 knockdown or phar-

macologic inhibition blocked the parthenolide effect, while site-

specific Lys-to-Arg mutation of keratin acetylation normalized K18-

R90C filaments. Treatment of K18-R90C-expressing cells and mice

with nicotinamide mononucleotide had a parthenolide-like protective

effect. In two human K18 variants that associate with fatal drug-

induced liver injury, parthenolide protected K18-D89H but not K8-

K393R-induced filament disruption and cell death. Importantly,

parthenolide also normalized K14-R125C-mediated filament disrup-

tion in keratinocytes and inhibited dispase-triggered keratinocyte

sheet fragmentation and Fas-mediated apoptosis.

Conclusion: Targeting acetylation of simple-epithelial K18 and epi-

dermal K14, in the context of K14/K18 mutations that have dramatic

clinical consequences (blistering skin/fatal drug-induced liver injury)

and cell biologic manifestations (change from filaments to dots/pre-

disposition to cell death), offers novel potential therapeutic options

and a new mechanism for regulating keratin filament organization.
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The interaction of uc002mbe.2 and hnRNPA2B1 mediating AKT
deactivation is involved in TSA-induced apoptosis of liver cancer
cells
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Background: Differential expressions of long non-coding RNAs

(lncRNAs) play critical roles in hepatocarcinogenesis. Our previous

data showed that TSA selectively induced lncRNA-uc002mbe.2

expression and the induction was positively correlated with the

apoptotic effect of TSA in HCC cells. However the molecular

mechanisms of uc002mbe.2 involved in TSA-induced apoptosis of

liver cancer cells was not clear.

Methods: RNA-FISH was used to evaluate the location and expres-

sion of uc002mbe.2. Huh7 cells were transfected with predesigned

shRNA for human uc002mbe.2 or shGFP and qPCR was used to

evaluate uc002mbe.2 knockdown efficiency after transfection. The

apoptosis and cell cycle were measured by flow cytometry after the

transfected cells were treated with TSA (1 lM) for 24 h. Western

Blotting was used to verify the expression of the related protein. RNA

pull-down and RNA immunoprecipitation (RIP) assays were used to

identify the protein associated with uc002mbe.2. Subcutaneous

tumor-burdened nude mice model was used to study the role of

uc002mbe.2 on the anti-tumor effect of TSA.

Result: Our data showed that the induction of uc002mbe.2 was most

located in the cytoplasma in HCC cells. Knockdown the expression of
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uc002mbe.2 reduced TSA-induced G2/M cell cycle arrest and apop-

tosis of Huh7 cells. Knockdown of uc002mbe.2 reduced TSA-induced

p21. Moreover, knockdown of uc002mbe.2 reversed TSA-reduced

p-AKT. Furthermore, IGF pretreatment could significantly decreased

TSA induced cleaved caspase 3 in Huh7 cells. RNA pull-down assay

showed that TSA increased the interaction between uc002mbe.2 and

hnRNPA2B1 and causes deregulation of hnRNPA2B1 in Huh7 cells.

The RIP data further confirmed that uc002mbe.2 and hnRNPA2B1

directly interact with each other in TSA-induced apoptosis of HCC

cells. Furthermore, knockdown the expression of hnRNPA2B1

increased p-AKT protein level but decreased p21protein level and cell

proliferation. The uc002mbe.2 knockdown significantly increased the

tumor size and weight compared with shGFP group after 2 weeks

TSA treatment in subcutaneous tumor-burdened nude mice model.

Conclusion: Taken together, the current study demonstrates that the

interaction of uc002mbe.2 and hnRNPA2B1 mediating AKT deacti-

vation is involved in TSA-induced apoptosis of liver cancer cells.

Grants: This study is supported by grants funded by the National

Natural Science Foundation of China (No. 81372634), Guangdong

Natural Science Funds for Distinguished Young Scholar (No.

S2013050014121) and the Research Award Fund for Outstanding

Young Teachers in Guangdong Provincial Higher Education Institu-

tions (Grant No. Yq2013133).
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Cholesterol synthesis increased in MMI-induced subclinical
hypothyroidism mice model
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Background: Subclinical hypothyroidism (SCH), as the most com-

mon thyroid dysfunction, has drawn more and more attention due to

its increasing prevalence and potential deleterious efects. The

prevalence of SCH ranges from 4 to 20% of the population in diferent

regions. Biochemically, SCH is defined by increased serum TSH

concentrations and normal serum thyroid hormone (TH) levels, as

well as an increased serum cholesterol level, which is an important

reason of secondary hypercholesterolemia and cardiovascular dis-

eases. Some studies have demonstrated that TSH had direct effect on

cholesterol metabolism via in vivo and in vitro experiments. How-

ever, because there is no good SCH model established until now, the

change of cholesterol synthesis in SCH patients is still unknown. Here

we set up a SCH mouse model by long-term low-dose MMI drinking.

Using this mice model, we focused on exploring the change of

cholesterol synthesis at the SCH state.

Methods: 7w-old male C57BL/6 mice were obtained from Vital

River Corporation (Beijing, China). After 1 week adaptation with

general meals and diet balance, the mice were divided into two

groups: one group (control group, n = 8) was provided with a cor-

responding volume of vehicle. The other group (MMI-treated group,

n = 8) was administered MMI (0.08 mg/kg BW days), a drug that

inhibits thyroid hormone synthesis, in the drinking water. Water

consumption and the MMI dose were adjusted every 3 days based on

the last drinking water and body weight. Afer MMI was administered

for 20 weeks, the mice were fasted for 6 h and then euthanized using

pentobarbital sodium. Serum and liver samples were collected

immediately prior to sacrifcing the mice, and serum FT3 (free tri-

iodothyronine), TSH and total cholesterol levels were tested, and

expression of molecules involved in liver cholesterol synthesis was

measured.

Result: Compared with the control group, the MMI-treated mice had

elevated circulating TSH levels but the serum FT3 level did not

change. And the TC levels increased both in the serum and liver. Both

the protein expression and activity of hepatic HMGCR increased,

which is the rate-limiting enzyme of cholesterol synthesis in liver. We

also found that the SCH mice had decreased phosphor-HMGCR and

phosphor-AMPK expression, while the AMPK expression showed no

change.

Conclusion: In conclusion, we set up a good SCH model and

cholesterol synthesis is increased in SCH mice.
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Polyethylenimines (PEI) polymer functionalized with L-mannose
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Background: Polyethylenimines (PEI) polymers have been explored

as a carrier for gene therapy but not widely used due to their cyto-

toxicity. Recent studies reported that PEI polymers functionalized

with mannose moiety have reduced toxicity. These polymers also

interrupt the interaction between several viruses and proteoglycans on

cell membrane, a crucial step before viral entry. We evaluated the

effects of PEI polymers with varying degree of L-mannose function-

alization on a hepatitis B (HBV) infection model.

Methods: HepG2-hNTCP cells were inoculated with HBV virions for

first 24 h and incubated for 7 days. The polymers were introduced

together with the viral inoculum on day 1. From day 2 to day 7, only

fresh medium containing no virus or polymer was use. The super-

natant and cells were analyzed for parameters of HBV replication,

core-associated HBV DNA quantification by qPCR method and

HBsAg quantification by enzyme linked immunoabsorbent assay

(ELISA) using MonolisaTM HBsAg ULTRA assay (Biorad).

Immunofluorescence (IF) microscopy was performed to determine

HB core antigen expression in the cells.

Result: Mannose-functionalized PEI polymer with highest level of

mannose moiety was able to reduce production of HBsAg by as much

as 80%, and core-associated HBV DNA by more than 60%, when

compared with control experiment (no polymer) (p\ 0.05, Mann–

Whitney test). This effect is dose-dependent. When added to cell

culture medium after HBV entry had taken place (after day 1), the

polymer prevents secondary spread of HBV to non-infected cells, as

demonstrated by serial IF staining for intracellular HBcAg. MTT

assay revealed no cell toxicity even at highest dose of 100 mg/L.

Conclusion: Substitution of the primary and secondary amine groups

with mannose using mannose-functionalized cyclic carbonate miti-

gated toxicity of PEI polymer. It may further serve as a promising

HBV entry inhibitor and non-viral vector for gene therapy.
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CHI3L1 protects TAA-induced liver injury via regulating
STAT3-mediated T cell differentiation
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Background: Chitinase 3-like 1 (CHI3L1) is a prototypic chitinase-

like protein that has been retained over species and evolutionary time.

The role of CHI3L1 in liver injury and liver failure has not been

defined. This study was designed to dissect the functional role and

potential mechanism of CHI3L1 in TAA-induced liver injury.

Methods: Murine liver injury model was established by injection of

TAA. CHI3L1 as well as CHI3L1-ko mice were used to determine the

role of CHI3L1 in liver injury. To investigate the mechanism of

CHI3L1 in protecting liver injury, the level of STAT3 and IFN-r were

measured.

Result: The CHI3L1 levels were decreased in patients after liver

injury. High levels of CHI3L1 are associated with the improvement of

liver function followed by medical treatment. To determine the role

and mechanism of CHI3L1 in liver failure, mouse TAA-induced

injury model was used. Injection of a recombinant CHI3L1

(rCHI3L1) reduced the liver damage and improved liver function.

However, knockout of CHI3LI (CHI3LI KO) resulted in exacerbating

liver injury, as evidenced by increasing serum ALT and liver damage

histologically. Unlike in controls, rCHI3L1 treatment decreased the

expression of T-bet, IFN-r, and Th17 but increased Foxp3 regulatory

T cells (Foxp3 + Tregs). CHI3L1 treatment decreased the phospho-

rylation of STAT3, while CHI3L1 knockout increased STAT3

phosphorylation. Moreover, administration of recombinant mIFN-r or

STAT3 inhibitor increased TAA-induced liver injury, which accom-

panied by increased Th17 and reduced Foxp3 expression in CHI3LI-

deficient mice.

Conclusion: This study demonstrates that CHI3LI protects livers

against TAA-induced liver injury. CHI3LI-mediated hepato-protec-

tion by inhibiting Th17 and promoting Foxp3 + Tregs in a Stat3-

dependent manner. Our findings established the regulatory role of

CHI3L1 in liver injury, and provides the novel therapeutic targets in

in liver injury and liver failure.
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Characterization of microRNAs in hepatocytic differentiation
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Background: Hepatocytic differentiation ability of human bone

marrow mesenchymal stem cell (hBMSC) makes it an excellent

candidate for the treatment of end-stage liver disease and fulminant

hepatic failure. MicroRNAs (miRNAs) have been reported to play

important roles in stem cell differentiation. However, the mechanism

and utility of miRNAs to regulate hepatocytic differentiation remain

to be investigated. Therefore, the aim of this study was to characterize

and to evaluate miRNAs for their potential to improve hBMSC-

derived hepatocytes (hBMSC-Heps) for future clinical applications.

Methods: In this study, miRNAs biomarkers of hBMSC-Heps were

profiled by high-throughput sequencing. Significant biomarkers were

then validated by quantitative real-time polymerase chain reaction

(qRT-PCR) in vitro and in vivo hBMSC transplantation model in

fulminant hepatic failure (FHF) pigs.

Result: The results showed that 1150 miRNAs and 43 candidates of

novel miRNAs detected in at least one sample by next-generation

sequencing of miRNAs, whereas only 568 miRNAs were detected in

all samples. Among them there were 77 miRNAs significantly dif-

ferentially expressed in hBMSC compared to hBMSC-Heps after

10 days of differentiation and 20 days of differentiation. Four most

significantly differentially expressed miRNAs were validated by qRT-

PCR validation of four most significantly differentially expressed

miRNAs in vitro and in vivo hBMSC transplantation model in FHF

pigs. The global microRNA characterization identified three miRNAs

(hsa-miR-203a-3p, hsa-miR-204-5p, hsa-miR-101-3p) as potential

markers for detecting hBMSC-Heps and revealed that they may

contribute to hepatocyte generation in vitro and liver repopulation

in vivo.

Conclusion: The miRNA expression profile is huge altered during the

hBMSC transdifferentiation. MiRNAs participate in the biological

processes of cell development and differentiation through the regu-

lation of gene expression. Thus, our findings suggest that specific

miRNAs of hBMSC-Heps serve as potential novel biomarkers and

may be useful to generate more mature hBMSC-Heps for the treat-

ment of various liver diseases.

OP107

Significant improvement of survival of rats with acute liver
failure by high concentration exosome of human adipose-derived
stem cells

Yinpeng Jin1, Junyi Wang1, Lingyu Meng1, Li Li1, Xiaojin
Wang1, Chengwei Chen1, Qingchun Fu1

1Shanghai Liver Disease Research Center, The 85th Hospital of PLA,

Shanghai

Background: To collect the conditioned medium (CM) of human

adipose-derived stem cells (ADSC), obtain exosome through isola-

tion, treat D-gal induced rat model of acute liver failure with ADSC,
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ADSC exosome and ADSC lysate, respectively, and compare their

efficacy and analyze the potential effective elements of ADSC exo-

some and the underlying mechanisms.

Methods: 1. To obtain ADSC from healthy human abdominal sub-

cutaneous fat tissues; 2. Collect exosome by ultra filtration

concentration centrifugation, and evaluate ingredients including pro-

teins and RNAs in the exosome via protein mass spectrometry and

gene sequencing; 3. Assess the influence of CM and ADSC co-culture

on the proliferation of ADSC through in vitro assay; 4. Construct SD

rat model of acute liver failure with biphasic injection of D-gal into

the rat abdominal cavity, and treat the acute liver failure rats with

ADSC, low concentration lysate solution, high concentration lysate

solution, low concentration exosome and high concentration exosome

through vena femoralis injection. Observe the survival of the rats, and

evaluate the rats and human RNA expression differentiations in the

rats’ liver tissues in high concentration exosome group and PBS

controlled group; 5. Analyze the key genes that function in the

treatment procedures of acute liver failure with ADSC exosome by

bioinformatics methods.

Result: 1. Highly purified adipose derived stem cells could be

obtained through adherent culture; 2. The exosome collected through

ultra-filtration concentration centrifugation could be observed and

presented as 30–100 nm-size circular goblet membrane vesicle under

electron microscope; the protein mass spectrometry identified 1466

kinds of peptides for the exosome, and RNA-sequencing identified

more than 100 kinds of miRNA for the exosome; 3. In the in vitro co-

culture experiment, the proliferation rates of ADSC were positively

correlated with the concentrations of exosome within a certain con-

centration ranges; 4. In animal experiment, the survival of the rats in

ADSC group, low concentration lysis solution group, high concen-

tration lysis solution group, low concentration exosome group and

high concentration exosome group were 37.5, 25, 50, 62.5 and 100%,

respectively, whereas in PBS controlled group, the survival of the rats

was only 27.3%, therefore, it was speculated that the efficacies of

exosome in treating acute liver failure rats were positively correlated

with its concentrations; 5. Bioinformatics methods have identified that

the lncRNA GADD45AP1 and H19 regulate the phenotype changes

of the rat livers in the exosome group through influencing MAPK

pathway.

Conclusion: High concentration ADSC exosome has good curative

effect for acute liver failure rats, and could improve their survival.

lncRNA GADD45AP1 and H19 are probably the key genes that

function in the treatment procedures for acute liver failure.

OP108

Preserving hepatic artery flow during portal triad blood inflow
occlusion improves remnant liver regeneration in rats
after partial hepatectomy

Yuan Huang1, Pengfei Wang1, Shiwei Yang1, Riga Su1, Jiahong
Dong1

1Center For Hepatobillary And Pancreatic Diseases, Beijing Tsinghua

Changgung Hospital, Medical Center, Tsinghua University, Beijing

102218

Background: In the present study, we compared preservation of the

hepatic artery flow during liver blood inflow occlusion with total

portal triad blood flow clamping (the Pringle maneuver) to examine

their effects on liver regeneration in rats after partial hepatectomy.

Methods: Male Wistar rats were randomized to a control group

(without hepatic inflow occlusion), an occlusion of the portal triad

(OPT) group (OPT for 30 min under portal blood bypass), and an

occlusion of the portal vein (OPV) group (OPV only for 30 min under

portal blood bypass). All the rats underwent partial hepatectomy at

the end of hepatic blood control. Liver regeneration was assessed on

days 3 and 7 after hepatectomy. Liver damage, extracellular signal-

regulated kinase-1/2 activation, and cytokine expression of the rem-

nant liver in the first 24 h after hepatectomy were also assessed.

Result: Significantly greater liver regeneration, at a level similar to

that of the control group, as indicated by the percentage of the initial

liver weight, proliferating cell nuclear antigen and Ki-67 labeling

indexes, and technetium-99 m galactosyl human serum albumin liver

uptake, was observed in the OPV group on day 3 after hepatectomy

(P\ 0.05 versus the OPT group). Liver damage, as represented by

alanine aminotransferase and aspartate aminotransferase measure-

ment and histopathologic examination, was substantially alleviated in

the OPV group compared with the OPT group. In contrast to the

control and OPV groups, the OPT group had markedly increased

extracellular signal-regulated kinase-1/2 activation, heat shock pro-

tein 70, and interleukin-6 expression in response to ischemia and

partial hepatectomy.

Conclusion: Our results have indicated that compared with the

Pringle maneuver, clamping the portal vein while preserving the

hepatic artery flow during partial hepatectomy is better for remnant

liver regeneration at an early posthepatectomy stage.
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Clinical long-term outcomes of pegylated interferon-a
versus entecavir therapy in Chinese patients with HBeAg-positive
chronic hepatitis B: a prospective cohort study

Shi-Ying Li1, Hu Li1, Yue-li Xiong1, Fen Liu1, Peng Hu1, Hong
Ren1

1Key Laboratory of Molecular Biology for Infectious Diseases

(Ministry of Education), Institute for Viral Hepatitis, Department of

Infectious Diseases, The Second Affiliated Hospital, Chongqing
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Background: At present, pegylated interferon-a (PEG-IFN-a) and

entecavir (ETV), are recommended as the first-line therapy by the

EASL (European Association for the Study of the Liver), AASLD

(American Association for the Study of Liver Diseases), and APASL

(Asian Pacific Association for the Study of the Liver) guidelines for

adults with chronic hepatitis B (CHB) infection. However, their long-

term effect, such as preventing cirrhosis and hepatocellular carcinoma

(HCC), is controversial. And studies directly compared the long-term

outcomes of these two drugs, are absent.

Methods: From September 2001 to February 2016, a large, obser-

vational, open-label, prospective cohort study of HBeAg-positive

CHB patients who received PEG-IFN-a or ETV therapy was carried

out at the Second Affiliated Hospital of Chongqing Medical

University. Cumulative incidences of unfavourable events were cal-

culated with respect to treatment type. Based on the REACH-B

model, we analyzed the incidence of unfavourable events of two

groups, and compared the observed incidence of HCC with the

expected incidence in each group.

Result: PEG-IFN-a treated patients showed a lower cumulative

incidences of unfavourable events and cirrhosis than ETV treated

ones (P = 0.031; P = 0.044, respectively). Univariate/multivariate

exploration indicated that treatment types and platelet count were

independently associated with the occurrence of unfavourable events

in patients with CHB infection. Based on the REACH-B model, a

lower observed cumulative incidence of HCC was observed in PEG-

IFN-a treated patients than that of the predicted cases (P = 0.038).

However, there was no significant difference of the cumulative HCC

incidence between the observed and the predicted cases in the ETV-

experienced patients (P = 0.36).

Conclusion: Treatment with PEG-INF-a leads to a lower incidence of

unfavourble events including cirrhosis and HCC than ETV in patients

with CHB. Treatment type and baseline platelet count were two

important risk factors associated with the long-term clinical outcomes

of CHB patients.

OP110

Impact of different definitions of relapse on the off-therapy
remission rates in HBeAg-negative chronic hepatitis B (CHBe-)
patients who discontinue effective long-term treatment
with nucleos(t)ide analogues (NAs)

George Papatheodoridis1, Spilios Manolakopoulos2, Tung-Hung
Su3, Spyros Siakavellas1, Chun-Jen Liu3, Anastasia Kourikou2,
Hung-Chih Yang3, Jia-Horng Kao3

1Academic Department of Gastroenterology, Medical School of

National and Kapodistrian University of Athens, Laiko General

Hospital, Athens, Greece; 22nd Department of Internal Medicine,

Medical School of National and Kapodistrian University of Athens,

Hippokratio General Hospital, Athens, Greece; 3Graduate Institute of

Clinical Medicine, National Taiwan University College of Medicine,

Taipei, Taiwan

Background: Virogical relapses are observed in the majority of

CHBe-patients who discontinue NAs, but whether all of them need

retreatment is unclear. We assessed the impact of different definitions

of relapse on the rates of off-NAs remission and therefore on the

probability of retreatment in CHBe- patients who discontinued

effective long-term NAs therapy.

Methods: In total, 130 adult patients with non-cirrhotic CHBe- before

NAs onset (age: 57 ± 13 years, males: 69%) were included. All

patients had undetectable HBV DNA under NAs for C24 months and

follow-up C12 months after NAs cessation if they were not retreated.

No patient had any co-infection, HCC, liver transplantation. After

NAs cessation, patients were followed at least at months 1 and 3 and

every 3 months thereafter.

Result: Before NAs onset, median ALT was 105 IU/L (IQR:162) and

HBV DNA 498,000 IU/mL (IQR:3,323,524), while HBV genotype

was B, C and presumably D (Greek patients) in 33, 8.5 and 58.5% of

patients, respectively. At NAs cessation, entecavir was taken by 41%,

tenofovir by 39% and other NA(s) by 20% of patients. Median

duration of NAs therapy was 55 (IQR: 48), on-NAs virological

remission 38 (IQR: 30) and off-NAs follow-up (until retreatment for

retreated cases) 15 (IQR 13) months. No patient experienced liver

decompensation or died. The 3- to 24-months off-NAs relapse rates

according to different definitions are given in the table. Retreatment

according to treating physicians’ decisions has been given in 40/130

(31%) patients with a cumulative rate of 8, 16, 23, 31 and 38% at 3, 6,

12, 18 and 24 months after NAs discontinuation. In multivariate Cox

regression models, age, sex, genotype, pre-NAs ALT, HBV DNA

levels were not associated with the probability of off-NAs relapse by

any definition or of retreatment, except for genotype D which was

related with more frequent development of HBV DNA levels[200 or

[2000 IU/mL (P B 0.020).

Conclusion: The definition of relapse has a great impact on the rates

of off-NAs remission and potentially on the probability of retreat-

ment in CHBe- patients. The majority of patients would have been

retreated within 24 months if clinically significant relapse was

considered as HBV DNA [2000 IU/mL even with abnormal ALT,

while retreatment would have been initiated in a minority of patients

if more stringent criteria of relapse were adopted. Regardless of

definition, off-NAs relapses cannot be easily predicted by patient

characteristics.

OP111

Sequential combination therapy with IFN, rhIL-2 and therapeutic
vaccine enhanced HBsAg loss in entecavir-suppressed CHB
patients (the Endeavor study): an interim analysis

Di Wu1, Meifang Han1, Yongping Chen2, Xinyue Chen3, Qi Xia4,
Chuanlong Zhu5, Qin Xie6, Jiaji Jiang7, Lai Wei8, Deming Tan9,
Xiaoguang Dou10, Yanyan Yu11, Jinlin Hou12, Qin Ning1

1Department and Institute of Infectious Diseases, Tongji Hospital,

Tongji Medical College, Huazhong University of Science and

Technology, Wuhan; 2Department of Infectious Disease, The First

Affiliated Hospital of Wenzhou Medical University, Wenzhou;
3Beijing You’an Hospital, Capital Medical University, Beijing; 4State

Key Laboratory for Diagnosis and Treatment of Infectious Diseases,

The First Affiliated Hospital, School of Medicine, Zhejiang

University, Hangzhou, Zhejiang; 5Department of Infectious Disease,

Anhui Provincial Hospital, Anhui Medical University, Hefei, Anhui;
6Department of Infectious Diseases, Shanghai Ruijin Hospital,
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Jiaotong University School of Medicine, Shanghai; 7Liver Research

Center, First Affiliated Hospital of Fujian Medical University,

Fuzhou; 8Peking University People’s Hospital, Beijing; 9Department

of Infectious Diseases, Xiangya Hospital, Central South University,

Changsha; 10Department of Infectious Disease, Shengjing Hospital of

China Medical University, Shenyang; 11Department of Infectious

Diseases, Peking University First Hospital, Beijing; 12Nanfang

Hospital, Southern Medical University, Guangzhou

Background: Hepatitis B s antigen (HBsAg) loss represents the

optimal end-point of treatment in chronic hepatitis B (CHB) patients

and a ‘‘functional cure’’ of HBV. However, this event is rarely

achievable with the available anti-HBV agents via monotherapy. Aim

of this study was to assess whether sequential combination therapy

with interferon (IFN), recombinant human IL-2 (rhIL-2) and thera-

peutic vaccine immunotherapy may induce HBsAg loss in patients

treated with long-term entecavir (ETV).

Methods: In this investigator-initiated, multicenter, randomized trial,

94 HBeAg positive CHB patients who had received ETV for

1–5 years, with hepatitis B e antigen (HBeAg) loss and HBV DNA

B1000 copies/ml, were randomized 1:1:1 to receive ETV

(0.5 mg/day, oral) for 48 weeks (Group I) or conventional IFN-a-2b

(600 wIU every other day, subcutaneous) for 48 weeks (Group II) or

IFN-a-2b for 48 weeks in combination with rhIL-2 (25 wIU every

other day, subcutaneous) for 12 weeks plus vaccine (60 lg/month,

intramuscular) for 48 weeks (Group III). All patients were followed

until week 96. The primary endpoint was HBsAg loss at week 48

(ClinicalTrials.gov: NCT02360592).

Result: 94 patients were randomised; 93 received C1 study drug

dose. One patient who were HBeAg-positive at baseline was excluded

from the modified intention-to-treat population (group I, n = 26;

group II, n = 33; group III, n = 33). At week 48, 9.09% of subjects

in group III had HBsAg loss compared with 3.03% of subjects in

group II and 3.85% of subjects in group I. Mean HBsAg decline from

baseline to week 48 was significantly greater in group III

(0.85 log 10 IU/mL) and group II (0.74 log 10 IU/mL) than in

groups I (0.14 log 10 IU/mL, respectively, P\ 0.05 for all compar-

isons vs group I). Among the patients with 100 IU/ml.

Conclusion: In this pilot and proof of concept study, it is suggested

for HBeAg positive patients who achieve virological suppression and

HBeAg loss with lower serum HBsAg level by long-term ETV

treatment, sequential combination therapy with immunomodulators

may enhance HBsAg loss. It should be validated in future studies.

OP112

Chemical compounds that bind to HBx inhibit HBV DNA
replication

Sayuri Morimoto1, Ryosuke Muroyama1, Yasuo Tanaka2, Sayaka
Ito1, Ryo Nakagawa1, Kaku Goto1, Jun Arai1, Yoshimi Kaise1

1The Institute of Medical Science, The University of Tokyo, Tokyo,

Japan; 2Department of Gastroenterology, Graduate School of

Medicine, The University of Tokyo, Tokyo, Japan

Background: Multifunctional protein HBx is associated with HBV

replication and carcinogenesis. Chemical compounds that suppress

the function of HBx by binding to it could elucidate the mechanism of

HBx-dependent HBV replication and carcinogenesis. Their modes of

action being completely different from that of nucleoside analogues

or IFN treatment, they would provide a novel means to treat HBV-

related diseases.

Methods: GST-tagged HBx was expressed and purified in E. coli.

The library of 1018 FDA-approved drugs was screened for the

binding to HBx by surface plasmon resonance analysis. The com-

pounds’ effects on carcinogenesis were measured by cell proliferation

assay using Hep3B cells that demonstrate HBx-dependent prolifera-

tion and Huh7 cells that do not contain integrated HBV DNA. The

compounds’ effects on HBV replication were measured by the

amount of HBV DNA in the culture medium using real-time PCR. In

this experiment, HepG2.2.15.7 cells having stable HBV expression

were used.

Result: Of the 1018 FDA-approved drugs in the library, 22 were

found to bind to HBx, and 6 of them could strongly bind to HBx

compared to others. These six compounds were further tested and cell

proliferation assay revealed that there was no difference in the rate of

cell proliferation between Hep3B and Huh7 cell lines. On the other

hand, two compounds showed more than 50% inhibition of the

amount of HBV DNA. One of them showed more than 90% inhibi-

tion, almost as good as 95% inhibition of nucleoside analogue

entecavir.

Conclusion: Some FDA-approved drugs that bind to HBx were found

to inhibit HBV DNA replication. These compounds, working in a

different manner than entecavir, could be an attractive option for the

treatment of HBV-related diseases.

OP113

Correlation of early biochemical and virologic responses
during oral antiviral therapy for chronic hepatitis B

Sang Hoon Ahn1, Maurizia Brunetto2, Ting-Tsung Chang3, Seng
Gee Lim4, Adrian Streinu-Cercel5, John Flaherty6, Kyungpil
Kim7, Anuj Gaggar7, Mani Subramanian7, Wendy Chneg8,
Magdy Elkashab9, Namiki Izumi10

1Yonsei University College of Medicine, Seoul, South Korea;
2Azienda Ospedaliera Universitaria, Florence, Italy; 3National Cheng

Kung University Hospital, Tainan, Taiwan; 4National University of

Singapore, Singapore; 5National Institute for Infectious Diseases

Matei Bals, Bucharest, Romania; 6Gilead Sciences, Foster City, CA,

USA; 7Gilead Sciences, Foster City, USA; 8Department of

Gastroenterolgoy/Hepatology, Royal Perth Hospital, Perth, Western

Australia; 9Toronto Liver Centre, Toronto, Canada; 10Japan Red

Cross Musashino Hospital, Musashino, Japan

Background: The objective of this study was to evaluate factors

associated with rapid biochemical and virologic responses to
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treatment with tenofovir alafenamide (TAF) or tenofovir diporoxil

(TDF), and predictors of discordance between ALT normalization and

viral suppression.

Methods: The study included HBV-infected adults enrolled in two

Phase 3 studies of TAF 25 mg QD vs. TDF 300 mg QD (Study GS-

US-321-0108 in HBeAg- and GS-US-321-110 in HBeAg + subjects).

At Week 12, virologic suppression was defined as HBV DNA

\29 IU/mL (Roche COBAS Taqman) and ALT normalization was

defined according to reference ranges recommended by AASLD

(B19 U/L for women, B30 U/L for men). The associations between

host, viral, and treatment-related predictors with combined virologic

suppression and ALT normalization at Week 12 were determined

using logistic regression analyses. Among patients with HBV DNA

suppression at Week 12, the characteristics of patients with normal vs.

elevated ALT were also compared.

Result: Based on AASLD criteria, 1,276 of 1,301 randomized sub-

jects (98%) had abnormal baseline (BL) ALT. The median BL ALT

and HBV DNA were 82 U/L (IQR 56–126) and 7.4 log10 IU/mL

(IQR 5.8–8.3), respectively. In total, 194 patients (16%) normalized

ALT by Week 12; 96 of these patients (49%; 8% of the total) also

achieved virologic suppression. The proportion of subjects achieving

ALT normalization and virologic suppression at Week 12 was higher

among TAF- vs. TDF-treated subjects (9.0 vs. 5.0%; P = 0.013).

Among patients with suppressed HBV DNA at Week 12, 39% (75/

190) in the TAF group and 24% (21/89) in the TDF group normalized

serum ALT (P = 0.010). Patients with persistently elevated ALT

despite virologic suppression had a higher prevalence of diabetes (8.7

vs. 5.2%; P = 0.346), hypertension (16.9 vs. 6.3%; P = 0.015),

dyslipidemia (9.3 vs. 4.2%; P = 0.154), and overweight (37.7 vs.

27.1%; P = 0.085) compared with those with normal ALT. In a

multivariate analysis, treatment with TAF (odds ratio [OR] 2.78; 95%

CI 1.44–5.37; P = 0.002), HBeAg-negativity (OR 3.12; 95% CI

1.63–5.98; P = 0.001), lower BL HBV DNA (OR per log10 IU/mL:

0.53; 95% CI 0.43–0.64; P\ 0.001), male sex (OR 2.48; 95% CI

1.39–4.44; P = 0.002), and the absence of cirrhosis (OR 7.35; 95%

CI 1.70–31.87; P = 0.008), were independent predictors of achieving

biochemical normalization and virologic suppression at Week 12.

Conclusion: A minority of patients with CHB achieve ALT nor-

malization and virologic suppression after 12 weeks of oral antiviral

therapy. Treatment with TAF compared with TDF is independently

associated with achieving this endpoint.

OP114

Off-treatment durability of response with telbivudine in chronic
hepatitis B patients in Bangladesh

Mohammad Izazul Hoque1, Abdur Rob Sarker2

1Associate Professor, Hepatology, Comilla Medical College, Comilla,

Bangladesh; 2Professor, Gastroenterology, Comilla Medical College,

Comilla, Bangladesh

Background: Bangladesh is an intermediate prevalence area for

chronic hepatitis B (CHB) virus infection. Telbivudine (LdT) is a

potent oral antiviral agent which induces rapid inhibition of hepatitis

B virus (HBV) DNA replication and high rate of HBeAg serocon-

version. However, data on the off-treatment durability of efficacy

following LdT is limited. The aim of the study was to analyze LdT’s

off-treatment response.

Methods: This retrospective study was conducted in the department

of Hepatology, Comilla Medical College, Bangladesh (July 2010–

December 2015). 58 CHB patients with normalized ALT, unde-

tectable HBV DNA and HBeAg seroconversion following LdT

therapy for at least 48 weeks were included in the study. Patients were

followed at 6-month intervals for 72 weeks for virological (Serum

HBV DNA [2000 IU/ml) and clinical relapse (serum HBV DNA

[2000 IU/ml and ALT [2 9 ULN). Clinical assessment, ALT,

HBsAg, HBeAg, Anti HBe, HBV DNA, and abdominal ultrasonog-

raphy were performed at each visit.

Result: Among 58 patients, 40 (69%) were male. Mean age was

32.8 ± 4.8. Twelve (21%) were HBeAg (+) and 46(79%) HBeAg(-).

At 24, 48 and 72 weeks of LdT off-treatment 58, 52 and 47 patients

were evaluated, respectively. During follow-up, no patient developed

decompensation or hepatocellular carcinoma. Virological relapse at

24, 48 and 72 weeks occurred in 33, 39 and 44% of patients,

respectively. Clinical relapse occurred in 8, 17 and 25% of patients,

respectively. HBeAg reversion occurred in 2 out of 12 (17%) patients

at 72 weeks. No patient experienced HBsAg loss during the follow-

up.

Conclusion: Most CHB patients maintained LdT-induced sustained

response though the number of patients having virological and clin-

ical relapse increased over time.

OP115

Tenofovir treatment reduces hepatocellular carcinoma
and deaths in chronic hepatitis B patients with liver cirrhosis

Ken Liu1,2, Jonggi Choi3, Vincent Wai-Sun Wong1, Young-Suk
Lim3, Grace Lai-Hung Wong1

1Institute of Digestive Disease, The Chinese University of Hong

Kong, Hong Kong; 2Faculty of Medicine, The University of Sydney,

Sydney, Australia; 3Asan Medical Center, University of Ulsan

College of Medicine, Ulsan, South Korea

Background: Antiviral therapies such as lamivudine and entecavir

have been shown to reduce hepatocellular carcinoma (HCC) devel-

opment and death in chronic hepatitis B (CHB) patients with

cirrhosis. Tenofovir disoproxil fumarate (TDF) is a potent antiviral

agent with no documented resistance to date, but its impact on clinical

outcomes is unclear. We aimed to investigate the efficacy of TDF

therapy on HCC and deaths.

Methods: Two cohorts of CHB cirrhotic patients were retrospectively

studied. Cirrhosis was defined by liver histology, thrombocytopenia

(\150 9 109/L) or features of portal hypertension seen on imaging.

TDF cohort included consecutive patients from two Asian centres

who had received TDF 300 mg/day for at least 12 months. Control

cohort included historical untreated patients who underwent routine

clinical care. The 5-year cumulative probabilities of HCC, all-cause

mortality and liver-related mortality were compared.

Result: 773 TDF-treated (68% men; age 52 ± 9 years; follow-up

38 ± 9 months; 48% hepatitis B e antigen [HBeAg] positive) and 69

untreated cirrhotic patients (80% men; age 51 ± 11 years; follow-up

96 ± 45 months; 28% HBeAg positive) were studied. The median

model for end-stage liver disease (MELD) score and interquartile

range (IQR) for TDF vs. control cohorts were 8 (IQR 7–9) vs. 9
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(7–12), respectively. The frequencies of patients with unde-

tectable hepatitis B virus (HBV) DNA in TDF cohort at baseline,

years 1, 2 and 3 were 13.8, 80, 86 and 84%, respectively. At the

5-year follow-up mark, there were 69 HCCs and 27 deaths of which

23 were liver-related. The 5-year cumulative probabilities in TDF vs.

control cohort were: 13.5% (95% confidence interval [CI] 2.9–24.0%)

vs. 26.4% (15.2–37.6%) for HCC (P = 0.001); 2.9% (0.0–6.8%) vs.

23.3% (12.9–33.7%) for liver-related mortality (P\ 0.001) and 2.9%

(0.0–6.8%) vs. 28.2% (17.4–39.0%) for all-cause mortality

(P\ 0.001), respectively (Fig. 1). On multivariate Cox regression

model, TDF-treated patients had reduced risks of HCC (hazard ratio

[HR] 0.52, 95% CI 0.28–0.97, P = 0.039), liver-related mortality

(HR 0.15, 95% CI 0.06–0.41, P\ 0.001) and all-cause mortality (HR

0.12, 95% CI 0.05–0.30, P\ 0.001) at 5 years after adjustment for

age, sex, MELD score and prior antiviral treatment experience

(Table 1). Increased serum albumin was also an independent pro-

tective factor for these events.

Conclusion: TDF treatment reduces risks of HCC, liver-related and

all-cause mortality in CHB patients with cirrhosis in 5 years.

OP116

Update on safety and efficacy in the REP 401 protocol: REP
2139-Mg or REP 2165-Mg used in combination with tenofovir
disoproxil fumarate and pegylated interferon alpha 2A
in treatment naı̈ve caucasian patients with chronic HBeAg
negative HBV infection

Michel Bazinet1, Victor Pantea2, Gheorghe Placinta2, Iurie
Moscalu3, Valentin Cebotarescu2, Lilia Cojuhari2, Pavlina
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Background: The nucleic acid polymer REP 2139 clears serum

HBsAg in chronic HBV infection, improving the efficacy of

immunotherapy and facilitating establishment of functional control

off treatment. The REP 401 protocol (NCT02565719) is a random-

ized, controlled trial assessing the safety and efficacy of REP 2139

and a REP 2139 derivative with improved clearance (REP 2165) in

combination with tenofovir disoproxil fumarate (TDF) and pegylated

interferon alpha 2a (peg-IFN) in treatment naı̈ve patients with chronic

HBeAg negative HBV infection.

Methods: Forty patients will receive 26 weeks of lead-in TDF

(300 mg PO qD) followed by randomization (1:1) into experimental

and control groups. The experimental group will receive 48 weeks of

TDF (300 mg PO qD), peg-IFN (180 lg SC qW) and REP 2139-Mg

or REP 2165-Mg (1:1, 250 mg IV infusion qW). Patients in the

control group will receive 48 weeks of TDF + peg-IFN but will

crossover to 48 weeks of experimental therapy in the absence of a 3

log drop in HBsAg after 24 weeks of peg-IFN. Serum viremia is

being monitored offsite at the Institute for Virology, Univer-

sitätsklinikum Essen, Essen, Germany.

Result: Twenty-nine patients have received C12 weeks of treatment

in control and experimental groups. After TDF lead-in, most patients

have serum HBV DNA B10 IU/ml prior to peg-INF exposure. Triple

combination therapy is well tolerated in all patients. One patient

receiving REP 2165-Mg developed infusion reactions after the 20th

dose, otherwise no infusion reactions have been observed with either

NAP. Serum HBsAg reductions, increases in serum anti-HBs or

serum ALT/AST/GGT flares were negligible or absent during the

TDF lead-in and in all but 2 patients in the control groups to date. In

patients having completed 12 weeks of NAP exposure, 9/9 receiving

REP 2139-Mg and 6/9 patients receiving REP 2165-Mg have expe-

rienced[1 log reductions in serum HBsAg. HBsAg reductions are[3

log in 7/9 REP 2139 patients and 4/9 REP 2165 patients. Increases in

serum anti-HBs are the most dramatic in these patients. NAP-medi-

ated HBsAg reductions are accompanied by otherwise asymptomatic

ALT/AST/GGT flares substantially greater than those in the control

group.

Conclusion: These updated preliminary data continue to confirm the

tolerability and efficacy of REP 2139 and REP 2165 when used in

combination with peg-IFN and TDF in patients with HBeAg negative

chronic HBV infection. Early clearance in serum HBsAg mediated by

NAPs is correlated with the onset of an intense transaminase flare and

suggests NAP-mediated HBsAg clearance improves the efficacy of

peg-IFN in this patient population.
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A single ascending dose pharmacokinetic (PK)/pharmacodynamic
(PD) bridging study of toll-like receptor 7 (TLR 7) agonist
(RO6864018) in Asian and Caucasian Healthy Subjects

Qiudi Jiang1, Lawrence Lee2,3, Joseph F. Grippo4, Jun Shi1,
Levvy Lyu1, Angela Liu1, Suchat Wongcharatrawee1, Ignacio
Rodriguez4, Julian Zhou5, Sharon Passe4, David R. Blue4,
Elizabeth Calleja4

1Roche Innovation Center Shanghai, Shanghai; 2Changi General

Hospital, Singapore, Singapore; 3National University of Singapore,

Singapore, Singapore; 4Roche Innovation Center New York, New

York, USA; 5Roche Pharma Development Shanghai, Shanghai

Background: RO6864018, an oral double prodrug of the toll-like

receptor 7 (TLR7)-specific agonist, RO6871765, is currently being

evaluated in Phase II development as an immune modulator to treat

patients with chronic HBV infection. This single ascending dose PK/

PD ethnic bridging study generated safety, tolerability and PK/PD

data in Asian and Caucasian healthy subjects.

Methods: Four cohorts in healthy Asian male subjects and one cohort

in Caucasian male subjects were studied. The treatment groups were

well balanced with respect to demographic characteristics except for

body weight and BMI, which were slightly greater in Caucasians.

Blood samples for PK determination and for the assay of PD markers

were collected pre-dose and up to 48 h post dose. Safety and toler-

ability were monitored throughout the study. This study was

conducted at Changi General Hospital in Singapore.

Result: RO6864018 at doses studied was generally well-tolerated in

Asian and Caucasian subjects. Influenza-like illness was the most

common adverse event (AE) and most AEs were reported as of mild

intensity. No SAEs, deaths, withdrawals or AEs of special interest

were reported.

Following single oral doses of RO6864018 from 400–1600 mg,

RO6871765 plasma exposure (AUC0–?) was proportional to dose.-

Plasma concentrations of the parent drug and other metabolites were

minor. At 1200 mg, PK parameters of RO6871765 were similar

between Caucasian and Asian cohorts. RO6871765 was predomi-

nantly eliminated by kidney and urine PK parameters were similar for

Asian and Caucasian subjects.

Single oral doses of RO6864018 C800 mg induced dose-depen-

dent increases in serum IFNa, IL-10, IP-10 and neopterin, as well as

in mRNA species ISG-15, OAS-1, MX1 and TLR-7. For IFNa,

neopterin, OAS-1 and MX-1, there appeared to be a greater response

in Asian compared with Caucasian healthy subjects, however, the

sample size was small and the inter-subject variability was high. For

ISG-15, TLR-7 or IP-10, there was no difference between the Asian

and Caucasian cohorts. The PK/PD relationship analyses in Asian

subjects demonstrated that responses of IP-10, neopterin, ISG-15,

MX-1, OAS-1 and TLR-7 increased with increasing RO6871765

exposure,and there was minor or no change in concentrations of

cytokines TNFa, IL-12p40 or IL-6.

Conclusion: RO6864018 had acceptable tolerability with a similar

AE profile for Asian and Caucasian healthy subjects. The exposure to

the active TLR7 agonist, RO6871765 increased proportionally with

dose.There was no significant difference in the PK profiles between

Asian and Caucasian subjects. RO6871765 exposure correlated with

an increase in biomarkers of TLR-7 pathway activation at doses of

800 mg and above.These data point to the suitability for development

of RO6864018 for the treatment of both Asian and Caucasian patients

with HBV infection.
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Hepatic microcirculation measurement by quantitative analysis
of contrast-enhance ultrasound: after rabbit liver ischemia–
reperfusion injury

Haiyuan Li1, Jinning Lu2, Xiaofeng Zhou1, Denghua Pan1,
Dequan Guo1, Haiying Ling1, Hong Yang3, Yun He1, Gang Chen4

1Department of Ultrasonography, First Affiliated Hospital of Guangxi

Medical University, 6 Shuangyong Road, Nanning, 530021, Guangxi

Zhuang Autonomous Region; 2Department of Hepatobiliary Surgery,

First Affiliated Hospital of Guangxi Medical University, 6

Shuangyong Road, Nanning, 530021 Guangxi Zhuang Autonomous

Region; 3Department of Ultrasonography, First Affiliated Hospital of

Guangxi Medical University, Nanning; 4Department of Pathology,

First Affiliated Hospital of Guangxi Medical University, 6

Shuangyong Road, Nanning, 530021 Guangxi Zhuang Autonomous

Region

Background: Previous studies have been reported that contrast-en-

hanced ultrasound (CEUS) can be used to quantitatively analyze the

microcirculation blood perfusion in hepatocellular carcinoma

patients. However, few data has been described the application of

CEUS in hepatic microcirculation after liver ischemic-reperfusion

(IRI). The aim of this study is to explore the quantitative analysis of

CUES in assessment hepatic microcirculation after liver IRI.

Methods: Forty-five New Zealand rabbits were randomly divided

into three groups (15 in each). Group A was a control group which the

rabbis underwent laparotomy. In group B and C, the hepatic bloods of

rabbits were blocked for 30 min. At the same time, rabbits in group C

underwent the resection of left lateral lobe. After 30 min ischemia,

CEUS was conducted after 1, 6 and 24 h reperfusion in three groups,

respectively. And the quantitative analysis of CEUS was used to

monitor to investigate changes in time-intensity curve (TIC) param-

eters (maximum of intensity (IMAX), rise time (RT), time to peak

(TTP), mean transit time (mTT)). Meanwhile, serum aspartate

aminotransferase (AST) and alanine aminotransferase (ALT) were

calculated to estimate liver function at different time points during

reperfusion. Also, pathological changes of liver after reperfusion were

observed.

Result: The value of IMAX decreased after one hour reperfusion,

meanwhile, RT, TTP, mTT, serum ALT, AST increased significantly

in group B and group C compared with group A. And the pathology

showed erythrocytes destroyed and microcirculation disturbance.

Then six hours later, IMAX decreased continuously, the level of RT,

TTP, mTT, serum ALT and serum AST increased compared with 1 h

after repulsion. The pathological analysis showed inflammatory cells

aggregated and leukocyte infiltration. After 24 h of reperfusion, the

level of IMAX was lowest than for the 6-hour group. The level of RT,

TTP, mTT, serum ALT and serum AST were higher than the 6-hour

group. These were accordance with pathological analysis.

Conclusion: Hepatic microcirculation after liver IRI can be measured

by quantitative analysis of CEUS.
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Peroxisome proliferator-activated receptor alpha mediates
C/EBP homologous protein to protect mice from acute liver
failure

Xiangying Zhang1, Xiuhui Li1, Feng Ren1

1Beijing YouAn Hospital, Capital Medical University, Beijing

Background: Peroxisome proliferator-activated receptora (PPARa)

activation has been reported to ameliorate liver injury in cases of

acute liver failure (ALF). However, its intrinsic protective molecular

mechanisms are remain largely undetermined. C/EBP homologous

protein (CHOP) is an important mediator of lipopolysaccharide

(LPS)-induced inflammation. The aim of the present study was to test

the hypothesis that PPARa activation alleviates liver inflammation to

protect mice from acute liver failure(ALF)mediated by CHOP.

Methods: In a murine model induced by D-galactosamine (D-GalN)

(700 mg/kg) and LPS (10 lg/kg), Wy-14,643 (6 mg/kg) was

administered to activate PPARa. The mice of different groups were

sacrificed at 6 h of D-GalN/LPS injection, and the liver and blood

were collected for analysis. Whether PPARa activation protect liver

injury from inflammation by regulate CHOP, we used expression

plasmid to increase CHOP expression and demonstrated how PPARa-

mediated CHOP to regulate inflammation in vivo and in vitro.

Result: The expression of PPARa was downregulated and the

expression of CHOP was upregulated with the development of

D-GalN/LPS-induced liver injury.The protective molecular mecha-

nisms of PPARa activation was dependent on expression of CHOP.

Indeed, (1) PPARa activation decreased the expression of CHOP, on

the other hand, PPARa knock-down increased the expression of

CHOP in vivo; (2) the depressed liver inflammation by PPARa
activation was due to the downregulation of CHOP expression,

because overexpression of CHOP by transfect plasmid reversed liver

protection and increased liver inflammation again; (3) in vitro,on the

base that PPARa inhibition by siRNA treatment increased the

expression of proinflammatory cytokines, and CHOP siRNA co-

transfection reversed the expression of proinflammatory cytokines.

Conclusion: Here, we demonstrated that PPARa activation con-

tributes to liver protection and decreases liver inflammation in ALF,

particularly through regulating CHOP molecular. Our findings may

provide a rationale for targeting PPARa as a potential therapeutic

strategy to ameliorate ALF.

OP120

How to decrease the risk of postoperative liver failure in patients
with primary and metastatic liver cancer?

Andrey Kaprin1, Dmitry Sidorov2, Natalia Rubtsova2, Alexey
Leontiev2, Leonid Petrov2, Mikhail Lozhkin2, Aisha Isaeva2

1Director of Moscow Oncology Research Institute named after P.

Hertsen, Moscow, Russia; 2Moscow Oncology Institute named after

P. Hertsen, Moscow, Russia

Background: Hepatic resection is the therapy of choice for malignant

liver tumors. The concept of remnant liver volume (RLV) has been

introduced and can be assessed with CT. However, inhomogeneous

liver function distribution and a lack of correlation between mor-

phologic hypertrophy and functional recovery fuelled the enthusiasm

for functional imaging. The aim of this study was to evaluate the role

of the preoperative hepatobiliary scintigraphy (HBS) and 13C-

methacetin breath test in prediction of liver failure after major liver

resections in patients with primary and metastatic liver cancer.

Methods: The study includes two group of high-risk patients: main

arm (n = 53) and control arm (n = 35). All patients were underwent

liver resections for primary or metastatic liver malignancies. The

patients of both groups have passed standard clinical and laboratory

tests, the values of total bilirubin, albumin and prothrombin time

showed no decrease in liver function. CT volumetry and 99mTc-

technephyt HBS with 13C-methacetin breath test were performed in

all test group patients. Patients with low FLR or/and compromised

liver function were underwent staged liver resections or anatomical

segmental resections. Liver function determined with HBS was

compared with methacetin breath test by unified scale. The hepatic

failure were observed by ISGLS criteria on postop day 5.

Result: A strong positive correlation (r 0.71) was found between pre-

operative liver function reserve (LFR) determined with HBS and 13C-

methacetin breath test results in patients with primary and metastatic

liver tumors. Receiver operating characteristic (ROC) curve analysis

demonstrated high and good quality 13C-methacetin breath test and

HBS for liver function reserve in predicting postoperative liver failure

(AUC = 0.85 and 0.7 respectively). FRL function, measured by a

combination of 13C-methacetin breath test and dynamic HBS (SE

C100%), SP C67%, -VP C100%), was able to accurately predict

actual postoperative remnant liver function. Comparison of the results

by Bland–Altman showed no systematic differences, the average dif-

ference between measurements was -0.02. Postoperative liver failure

occurred in eight patients of test group (15.1%), significantly decreased

(p\ 0.001) compared with control group (26%).

Conclusion: Preoperative 99mTc-technephyt hepatobiliary scintig-

raphy and 13C-methacetin breath test are a valuable techniques to

estimate the risk of postoperative liver failure. They offer a unique

combination of functional liver uptake and excretion with the ability

to assess the preoperative liver function reserve and to estimate the

remnant liver function preoperatively. Combination of FLR assess-

ment, HBS and 13C-methacetin breath test seems to be a way to

decrease the risk of postop liver failure after major liver resections.

OP121

Developing functional hepatocytes efficiently generated
from human embryonic stem cells for transplantation in acute
liver failure

Yi Sun1,2, Yang Wang1, Xingxiang Duan1, Juan Yu2, Yingying
Peng1, Jingjing He1, Yan Huang3, Ge Lin1, Guangxiu Lu1,2

1Institute of Reproductive and Stem Cell Engineering, School of

Basic Medical Science, Central South University, Changsha;
2National Engineering and Research Center of Human Stem Cell,

Changsha; 3Department of Infectious Diseases and Hunan Key

Laboratory of Viral Hepatitis, Xiangya Hospital, Central South

University, Changsha

Background: The acute liver failure (ALF) is a global health problem

and the cell-transplantation has been proved to be an effective way to

help the patients survive the liver diseases. The potential to differentiate

human embryonic stem cells (hESCs) in vitro holds great promise in

providing an unlimited source of human hepatocytes. Hepatocyte-like

cells (HPLCs) induced from hESCs could be developed for cell trans-

plantation approaches for the treatment of liver diseases. The goal of the

present study was to induce human embryonic stem cells into functional

hepatocytes in vitro within a Multi-step method and to check their

therapeutic potential and preliminary safety in vivo.

Methods: HESC-derived hepatocytes generated in vitro were

checked for hepatocytespecific markers, the biological characteristics
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and functions. Afterwards, they were transplanted into rats with acute

liver failure. A reproducible lethal model of ALF induced by D-

galactosamine and LPS which achieved nearly 90% death within

3 days was used. The efficacy and safety of the HPLCs transplanta-

tion in the treatment of liver failure were tested.

Result: HPLCs was attained using a Multi-stage protocol. Our results

showed that HPLCs mimicked the development process of hepatocyte

development, specifically held hepatocytes-special markers, system-

atically expressed hepatic genes, and displayed numerous hallmark

functions of mature hepatocytes. After been transplanted, the HPLCs

helped most of the rats recover the level of liver function, coagulation

function and blood ammonia level. 87.2%, of the ALF model rat

without therapy were sacrificed within the subsequent 60 h while

62.5% of the rats survive the HPLCs transplantation. Additionally,

HPLCs that had no risk of tumorigenicity and maintained genomic

stability during the differentiation by CGH and SNP array.

Conclusion: We developed a novel multistage process for the

effective and reproducible differentiation of hESCs to hepatocytes.

The efficacy and safety of the HPLCs made it applicable to clinical

product development. Our method would be a valuable tool for the

generation of functional HPLCs derived from hESCs effectively, and

the HPLCs could be used as a hepatocytes substitution for treatment

of liver diseases.

OP122

Plasma lactate predicts mortality in children with hyperacute
liver failure

Arti Pawaria1, Seema Alam2, Dinesh Rawat3, Vikrant Sood4,
Rajeev Khanna4

1Institute of Liver and Biliary Sciences, New Delhi, India; 2Professor

Pediatric Hepatology, Institute of Liver and Biliary Sciences, New

Delhi, India; 3Institute of Liver and Biliary Sciences, New Delhi,

India; 4Institute of Liver and Biliary Sciences, New Delhi, India

Background: Children with hyperacute liver failure (with jaundice to

encephalopathy interval within 7 days) represents a unique group

with rapid clinical deterioration as well as a high probability of

spontaneous liver regeneration. There is, however, limited data

regarding factors which may predict outcome or the need for liver

transplant. We conducted this study to with an aim to assess the

factors that can predict poor outcome in children with hyperacute

liver failure.

Methods: A retrospective study of all children with hyperacute liver

failure admitted in Institute of Liver and Biliary Sciences, New Delhi,

between January 2011 to June 2015 was conducted. Clinical details,

etiologic workup as well as baseline laboratory parameters (including

LFT, INR, ammonia, blood gas) and their evolution at 12, 24, and

72 h following admission was recorded. Evolution of lactate levels at

admission, 6, 12, 18, 24, 48 and 72 h after admission was recorded.

King’s College Criteria (KCC), Liver injury Unit score and Pediatric

Risk of Mortality Score III (PRISM III) was calculated at baseline and

at 72 h. Patients were divided into two groups- Group 1: Survival

with native liver, and Group 2: Death or Liver transplantation. Out-

come was assessed at 30 days.

Result: Out of 106 children with acute liver failure, 33 children (18

boys, 54%) were identified as hyperacute liver failure with a jaundice

to encephalopathy interval of median 3 days (range 0–7 days).

Median age was 7.6 years (range 0.5–17 years). Hepatitis A (n = 21)

was the commonest etiology while others included indeterminate

(n = 5), drug induced (n = 5) and secondary hemophagocytic lym-

phohistiocytosis (n = 2). Eighteen children (54.5%) presented with

grade 3 or 4 encephalopathy with features of raised intracranial

pressure. Twenty-six children (79%) survived with native liver while

five died and two were transplanted. Grade of hepatic encephalopa-

thy, presence of sepsis, bleeding or renal failure were not significantly

different between the two groups. Mean values for total bilirubin,

ALT, INR, ammonia and lactate at admission showed no significant

difference between the two groups. Predictors of mortality on uni-

variate analysis included non viral etiology (p = 0.005), multiorgan

failure (p = 0.006), peak INR (p value = 0.035), INR at 24 h

(p = 0.007), plasma lactate at 24 h (p value = 0.03) and LIU score

(p = 0.015), while on multivariate analysis plasma lactate at 24 h

was the only significant predictor (OR 4.6, 95% CI 1.096–7.681,

p = 0.032) with an area under ROC of 0.95 (79% sensitivity and

100% specificity) for a plasma lactate above 2.3 mmol/L as shown in

Figs. 1 and 2.

Conclusion: Majority of children with hyperacute liver failure sur-

vive with native liver despite presence of raised intracranial pressure.

Failure to normalize plasma lactate at 24 h after admission is the best

predictor of mortality in these children.
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Increased IL-33 expression is associated with hypersensitivity
of monocytes in response to LPS in patients with acute-on-chronic
liver failure

Qiao Yang1, Yu Shi2, Ying Yang2, Fang fang Lv1, Zhi Chen2

1Department of Infectious Diseases, Sir Run Run Shaw Hospital,

School of Medicine, Zhejiang University, Zhejiang; 2State Key Lab of

Diagnostic and Treatment of Infectious Diseases, Collaborative

Innovation Center for Diagnosis and Treatment of Infectious Disease,

First Affiliated Hospital, Zhejiang University School of Medicine,

Zhejiang

Background: Acute-on-chronic liver failure (ACLF) develops in the

setting of an overwhelming systemic inflammatory response. Dereg-

ulation of monocytes is postulated to be responsible for the impaired

innate immune response to microbial invasion and the development of

fatal immune paresis. IL-33, a member of IL-1 family, acts as a

microenvironmental ‘alarm’ signal to initiate potential immune

response during tissue inflammation. However, little is known about

the role of IL-33 released by the injured liver in regulating monocytic

function during the process of ACLF.

Methods: The levels of IL-33/ST2 in blood and liver samples col-

lected from patients with ACLF, chronic hepatitis B (CHB) and

normal control (NC) were measured and associated with disease

severity. The effect of IL-33/ST2 signal on regulating monocyte

function were investigated by determining HLA-DR and CD80

expression, phagocytosis capacity, cytokine secretion and MAP

kinase activation induced by lipopolysaccharide (LPS).

Result: The expression of IL-33/ST2 were greatly increased in cir-

culation and livers of patients with ACLF. IL-33 level strongly

correlate with the severity of hepatic and extra-hepatic disease

severity (MELD, CLIF-SOFA) score, but not with Child–Pugh score,

in patients with ACLF. Treatment with IL-33 significantly increased

HLA-DR, CCR2 and CD80 expression, enhanced LPS-stimulated

TNF-a, IL-6 and IL-1b secretion, but do not affect the phagocytic

capacity. Furthermore, IL-33 signalling enhanced the ERK1/2, but not

p38 or JNK1/2 kinase phosphorylation in monocytes in response to

LPS.

Conclusion: Activation of ERK1/2 may be involved in IL-33-medi-

ated hypersensitivity of monocyte to LPS. Our results may provide a

potential immunotherapeutic target to reprogram the dysfunctional

monocytes in ACLF.
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G-CSF attenuates liver injury of patients with HBV-related acute-
on-chronic liver failure by inhibiting hepatocyte apoptosis

Zhihong Wan1, Xiaoyan Liu1, Jing Chen1, Haibin Su1, Haozhen
Yang1, Jingjing Tong1, Long Xiao1, Chongdan Guan1, Lilong
Yan1, Xiang Xu1, Zijian Sun1, Zhen Xing1, Jinhua Hu1

1Beijing 302 Military Hospital, Beijing

Background: Previous studies have shown that G-CSF administra-

tion can improve survival rate of patients with liver failure. Even

though liver regeneration and immune modulation may contribute to

survival in these patients, the mechanism of beneficial effects of

G-CSF still remains to be elucidated. In this study, we first evaluated

the efficiency of G-CSF therapy for HBV-ACLF patients and further

investigated the anti-apoptotic effects of G-CSF on D-GlaN-induced

hepatocytes damage.

Methods One hundred and eleven patients with HBV-related ACLF

were prospectively randomized to conventional therapy plus G-CSF

(5 lg/kg per day, six doses) or to conventional therapy only (control

group). Dynamic change of clinical parameters was assessed at day 0, 7,

14 and 21. Survival was recorded at 3 months. The relationship between

longitudinal observations and patient survival times was analyzed by the

methods in Wu et al. (2012). G-CSF receptor (G-CSFR) expression

levels in liver were evaluated by immunohistochemistry. Cell apoptosis

was analyzed by using the FITC-annexin V Apoptosis Detection Kit.

The expression of G-CSFR, phosphorylated Akt and phosphorylated

ERK, Bcl2 were assessed by western blot.

Result: Of 111 patients, 71 (64%) patients were survival. The survival

probability at 90 days was 72.2% in G-CSF group, while 53.8% in

control group. The log-rank test showed that patient survival time

between control and G-CSF group has a significant difference

(P = 0.0242). Comparing with control group, the change of PTA at day

21 and day 7 is increasing in the G-CSF group which had significant

longer survival time. The results suggested that prevention from liver

damage may contribute to survival of patients in G-CSF administration.

Expression of G-CSFR was significantly increased by hepatocytes in

HBV-ACLF patients while G-CSFR rarely expressed in the control

livers, which suggested a protective signalling mechanism through

G-CSFR after liver injury. Furthermore, D-GlaN caused a significant

increase of apoptotic human fetal hepatocyts (HFH) in comparison with

control (36.5% vs. 1.2%, P\ 0.001), while apoptosis was inhibited

partially by G-CSF treatment (19.5 vs. 36.5%, P\ 0.01), suggesting an

anti-apoptotic effects of G-CSF. Level of p-Akt was elevated at 5 min;

the anti-apoptotic protein Bcl-2 was significantly increased at 5 h after

G-CSF treatment, indicating that G-CSF protected HFH from D-GlaN-

induced apoptosis via the Akt pathway.

Conclusion G-CSF may provide a direct anti-apoptotic effect on

hepatocytes through G-CSFR, thus contribute to attenuate liver injury

of patients with HBV-related ACLF.
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Hepatocyte death biomarkers correlate with severity and early
mortality in patients with decompensation with or without acute-
on-chronic liver failure (ACLF)

Zhujun Cao1,2, Liwen Chen1,2, Yun Wang1, Lei Yan1, Yuhan
Liu1, Kehui Liu1, Fengdi Li1, Xiaogang Xiang1, Weiliang Tang1,
Jingdong Xie1, Qing Xie1, Hui Wang1

1Department of Infectious Diseases Ruijin Hospital Shanghai

Jiaotong University School of Medicine, Shanghai; 2These authors

contributed equally

Background: Serum M30 and M65 are known hepatocyte death

biomarker and are reported to be significantly elevated in liver injury.

Hepatocyte death plays a key role in the initiation and/or exaggeration

of necro-inflammation and may be involved in the progression of

decompensation (DC) or acute-on-chronic liver failure (ACLF). We

investigated the serum level of M30 and M65 in four stage of chronic

liver disease and the association with presence of clinical events in

DC and ACLF and related them to prognosis.

Methods 664 patients with chronic liver disease were prospective

enrolled and 70 were excluded subsequently. The remaining 594

patients were divided into four groups according to the disease stage

at enrollment (Fig. 1). Sera were collected upon enrollment from all

patients for measurements of hepatocyte death biomarkers, M30

(apoptosis marker) and M65 (total death marker). Patients in group 3

and group 4 were followed-up until death, liver transplantation or

Nov. 2016. Median follow-up time was 97 (IQR, 42–266) days.

Result: A stepwise increase in median serum M30 and M65 was

observed with the intensification of disease stage (Fig. 2). In group 3 and

4, patients with DC events of significant liver dysfunction had signifi-

cantly higher M30 and M65 than patients without (both P\ 0.0001).

However, no significantly different M30 or M65 was observed either

between patients with and without large ascites or between patients with

and without bacterial infection. In group 4, ACLF patients precipitated

by hepatic events had significantly higher (both P\ 0.01) M30 and M65

level than patients precipitated by extra-hepatic or indeterminate insults.

ACLF patients primary manifested as single liver failure had signifi-

cantly higher M30 (P = 0.01) and M65 (P\ 0.0001) level than those

without organ failure defined by CLIF-OF criteria. Moreover, ACLF

patients with liver failure and extra-liver organ failure had significantly

higher M30 (P = 0.01) and M65 (P = 0.01) than those with single liver

failure. Both M30 and M65 had good performance in predicting 15-day

mortality either in patients with decompensation (Auc = 0.76 and 0.82)

or in ACLF (Auc = 0.75 and 0.77). Predictive value of M30 and M65

both decreased in predicting 28- and 90-day mortality. Such decrease

pattern was also observed in others prognosis model as listed in Fig. 3.

Conclusion Serum M30 and M65 levels correlate with severity of

liver disease, the presence of significant liver dysfunction and liver or

multiple organ failures. The strong association with early mortality

further suggests the importance of hepatocyte death level in the

development and progression of ACLF. The lethal impact of baseline
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high level of hepatocyte death decreases with time suggests the

potential therapeutic benefits on early intervention of massive hepa-

tocyte death in ACLF. Further studies are needed to validate our

findings.
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Predictors for development of acute kidney injury in paediatric
acute-on-chronic liver failure

Seema Alam1, Bikrant Bihari Lal2, Vikrant Sood2, Rajeev
Khanna2

1Professor Pediatric Hepatology, New Delhi, India; 2Institute of Liver

and Biliary Sciences, New Delhi, India

Background Acute Kidney Injury (AKI) in acute-on-chronic liver

failure (ACLF) is common in adults and is rapidly progressive with

poor outcome. No study till date in paediatric age group.

Objectives: (i) To study the predictors for development of AKI and

hepatorenal syndrome (HRS) in children with ACLF (ii) To describe

the clinical presentation and outcome of AKI among ACLF patients

on medical management.

Methods: Data of all children 1–18 years of age presenting with

ACLF between August 2011 and July 2016 was reviewed. ACLF was

defined as per APASL guidelines. AKI was defined as rise in crea-

tinine by C0.3 or 1.5 times the baseline with or without oliguria as per

KDIGO guidelines. HRS was defined as per IAC guidelines. Doubling

of serum creatinine from baseline was considered significant rather

than absolute value of [1.5 mg/dl. All patients with HRS were

managed with albumin 1 g/kg/day and terlipressin 30 lg/kg/day in

continuous infusion. Response to therapy was defined as return of

creatinine to baseline. Poor outcome was defined as death within

3 months of development of AKI.

Result: A total of 67 children with ACLF presented to us in the study

period. The commonest underlying CLDs were wilson disease (29,

43.9%), autoimmune hepatitis (22, 33.3%) and chronic hepatitis B (4,

6.1%). Seven (10.6%) were cryptogenic. The commonest acute

events were viral hepatitis (25, 37.9%), flare of Wilson (16, 24.2%),

flare of autoimmune hepatitis (12, 18.2%) and drug induced liver

injury (DILI) (7, 10.6%).

AKI developed in 14/67 (20.9%) ACLF patients at presentation or

during hospital stay. One patient had grade 2 AKI, rest had grade 3

AKI. All but one had oliguric renal failure. Peak urea and creatinine

were 97.5 ± 59 mg/dl and 1.9 ± 0.9 mg/dl respectively. Seven of 14

(50%) of those with AKI satisfied the definition of HRS. Remaining

50% had sepsis/septic shock leading to AKI.

On univariate analysis, those with AKI were significantly older

(11.7 ± 3.4 vs 9 ± 4.5 years), higher baseline bilirubin (26.5 ± 9.5

vs 17.2 ± 9.6 mg/dl), higher PELD (32.6 ± 6 vs 27.2 ± 9.1) and

higher incidence of sepsis (78.6 vs 41.5%). On multivariate analysis,

older age (p = 0.006), higher bilirubin (p = 0.029) and presence of

sepsis (p = 0.013) were significant predictors for development of

AKI in children with ACLF.

Presence of AKI adversely affected the outcome with 7 (50%)

deaths and 3 (21.4%) requiring LT within 4 weeks. Four (28.5%)

survived with native liver. The odd’s ratio for predicting death/LT in

children with AKI was 5.78 (95% CI 1.58–21.2) as against those

without AKI.

Conclusion: AKI developed in 20.9% of children with ACLF. 50% of

those had HRS. Older age, higher baseline bilirubin and presence of

sepsis were significantly associated with poor response to medical

therapy. 50% of those with AKI died within next 4 weeks. The odds

of death/LT in children with AKI was 5.78 times greater than those

without AKI.
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OP127

Identification of naturally occurring HBc mutations
that compensate the replication fitness of a lamivudine-resistant
HBV isolate

Yongmei Zhang1, Dawei Cai2, Jiming Zhang1, Haitao Guo2

Huashan Hospital, Fudan University, Shanghai; 2Department of

Microbiology and Immunology, Indiana University School of

Medicine, Indianapolis, USA

Background: Hepatitis B virus replicates through an RNA intermediate.

The lack of proofreading capacity of the viral DNA polymerase, coupled

with the high rate of HBV replication, result in the potential for mutations

to be generated within the entire genome. Under the pressure created by

the nucleoside/nucleotide analogues, viruses with resistance mutations

are selected. However, replication fitness of the drug resistant mutants is

markedly reduced compared with the wild-type. Compensatory muta-

tions which restore the viral replication capacity have been reported

under the continuously selection of lamivudine therapy, including

rtL80 V/I, rtL82 M, rtV173L and rtV207I, mostly in the RT region.

Methods: We herein demonstrate that the accelerated capsid assembly

resulted from the HBcAg mutations is also one of the important viral

strategies which contribute to surmount the antiviral drug pressure. We

previously identified a highly replicative LMV-resistant HBV mutant

from chronic hepatitis B patients during acute exacerbations (Zhang,

et al., J. Med. Virol., 2005). Besides YMDD mutations, the virus pos-

sesses multiple additional mutations in pol and core regions.

Result: The transcomplementation experiment showed that the

enhanced viral replication was due to the mutations in core protein.

Further genetics study revealed that the P5T mutation of core protein

plays a key role in the enhanced viral replication through accelerating

capsid assembly and pgRNA encapsidation. Our study also demon-

strated that the occurrence rate of HBc P5T mutation was significantly

higher in acute-on chronic liver failure (ACLF) patients than that of

CHB patients. The P5T mutation is in the N-terminus of core peotein

which has been suggested to be an important domain in maintaining

the stability of HBcAg dimer during capsid formation.

Conclusion: Our preliminary structure analysis indicated that HBc

AA5 is located at the interface of the HBc dimer, which may play a

role in regulating the structural stability of HBc dimer. Further study

on the regulatory effects of P5T mutation on HBV capsid assembly

and polymerase activity is underway.
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Host gene CSTF2 regulates HBV replication via PTB-HBV PRE
nuclear export pathway

Jinyu Wang1, Mengji Lu2, Jiming Zhang3

1Huashan Hospital Affiliated to Fudan University, Shanghai;
2Institute of Virology, University Hospital of Essen, Essen, Germany;
3Department Of Infectious Diseases, Huashan Hospital, Fudan

University, Shanghai

Background: In the late inactive phase of chronic hepatitis B virus

(HBV) infection, HBV replication activity is generally low and may

be partially controlled by host factors. The mechanism of host factors

regulating HBV replication remains unknown. In the present study,

we investigated the role of host gene CSTF2 in HBV replication. Our

previous studies indicated that intrahepatic CSTF2 levels presented

negative correlation with serum HBV DNA titers from 83 HBV-

infected patients by gene microarray. In vitro experiments showed

that silence of CSTF2 by small interfering RNA could enhance HBV

replication, and over expression of CSTF2 could suppress HBV

replication significantly. However, the mechanism of CSTF2 regu-

lating HBV replication remains unknown.

Methods: Human hepatocyte-derived Huh7 and HepG2.215 cells

were cultured and plasmids were transfected with Lipofectamine

2000 by following the manufacturer’s directions. Cells were har-

vested and proceeded to detect intracellular HBV DNA, RNA, protein

levels and luciferase activities.

Result: Gene silencing with specific siRNAs reduced CSTF2

expression in both Huh7 and HepG 2.2.15 cell lines and enhanced

HBV replication. Inversely, co-transfection of a CSTF2 expression

vector and a HBV replication-competent plasmid in Huh7 cells sig-

nificantly decreased HBsAg and HBeAg expression and the levels of

HBV replication intermediates. However, neither silencing nor

overexpression of CSTF2 could specifically change HBV promoter

activity, suggesting that CSTF2 may inhibit HBV replication through

a post-transcriptional mechanism. PRE is reported to be vitally

responsible for the nuclear export of HBV mRNA. Previous publi-

cations reported that CSTF2 may be associated with polypyrimidine

tract-binding protein (PTB), which is an export factor for PRE-con-

taining HBV mRNAs. In the present study, luciferase assays with

reporters containing HBV PRE showed an inhibitory effect of the

gene expression by CSTF2 overexpression.

Conclusion: We hypothesize that CSTF2 may inhibit HBV replica-

tion by an impact on PTB-PRE nuclear export function via the

interaction with PTB.

OP129

Regulation of hepatitis B immunopathology by hypoxia induced
regulatory B cells

Zhang Ji-yuan1, Zhou Shuang-Nan1, Chang Wen-Xian1, Wang
Fu-Sheng1

1Treatment and Research Center for Infectious Diseases, Beijing 302

Hospital, Beijing

Background: B cells consistently represent abundant cellular com-

ponents in livers of patients with chronic hepatitis, but the biological

role of B cells in inflammatory liver are poor understood.

Methods: Here we characterized peripheral and intrahepatic B cells

in a cohort of HBV-infected patients.

Result: We found B cells were largely accumulated in hypoxic portal

area, paralleled by decreased CD39+CD73+ B cells in peripheral

blood. These intrahepatic B cells positively correlated with histo-

logical activity index and experienced hypoxia as indicated by HIF-

1alpha expression. Gene expression profiling of fresh ex vivo B cells

and hypoxic B cells showed major differences. Hypoxic B cells

acquired a higher glycolytic rate, reduced chemokine receptors

expression, increased CD39/CD73 expression and peculiar adenosine

production kinetics. Importantly, hypoxic B cells acquire a potent

regulatory activity, at least in part through adenosine produced by

CD39/CD73 pathway, to inhibit T-cell proliferation and cytokine

production.

Conclusion: These data demonstrate B cells in response to hypoxic

environment take on a regulatory role and contribute to liver

immunopathology.

OP130

Clinics features of chronically-infected treatment-naı̈ve HBeAg-
positive Chinese patients with precore and/or basal core promoter
mutations

Libo Yan1,2, Enqiang Chen1,2, Hong Tang1,2

1Center of Infectious Diseases, West China Hospital, Sichuan

University, Chengdu 610041; 2Division of Infectious Diseases, State

Key Laboratory of Biotherapy, Sichuan University, Chengdu 610041

Background: Precore or/and basal core promoter (PC/BCP) muta-

tions are frequently detected in hepatitis B e antigen (HBeAg)-

negative patients, but little is known about their clinical features in

HBeAg-positive patients.

Methods: One hundred and eighty-six treatment-naı̈ve HBeAg-pos-

itive patients were consecutively included. We assessed ALT, HBsAg

level, HBV- DNA levels, HBV genotype, precore (PC)/basal core

promoter (BCP) mutants and liver stiffness measurement (LSM) in

those patients.

Result: Precore or/and basal core promoter (PC/BCP) mutations were

detected in 40.31% (75/186) treatment-naı̈ve HBeAg-positive CHB

patients. Patients with PC/BCP mutations significantly had higher

ALT levels (50 versus 25 IU/L, P\ 0.001) and LSM values (11.68

versus 6.48 kpa). The BCP mutants (including BCP mutant only and

PC/BCP mutants) were found to be more prevalent in patient with

genotype C than genotype B (24/60 versus 11/123, P\ 0.001). The

mean serum HBsAg and HBV DNA levels in patients with BCP

mutation only and PC/BCP mutations were significantly lower than

those in patients with wild-type virus (HBsAg 3.34 versus

4.33 log10 IU/mL, P\ 0.001; 3.74 versus 4.33 log10 IU/mL,
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P = 0.002; HBV DNA 6.43 versus 7.42 log IU/mL, P\ 0.001; 7.16

versus 7.42 log IU/mL, P = 0.012).

Conclusion: The PC/BCP mutants were frequent (40.31%) in treat-

ment-naive HBeAg-positive Chinese patients. Despite HBV BCP

mutations are associated with low levels of both serum HBsAg and

HBV DNA, but a higher ALT levels and LSM values in HBeAg

positive treatment-naive chronic hepatitis B patients.

OP131

Regulatory B cells may play an immunosuppressive role
in chronic hepatitis B virus infection by interleukin-10

Guiyang Wang1, Yong Liu1, Rui Huang1, Ran Su1, Bei Jia2, Chen
Tian1, Yali Xiong1, Xiaomin Yan1, Zhaoping Zhang1, Chao Wu1

1Nanjing Drum Tower Hospital, Nanjing University Medical School,

Nanjing; 2Nanjing Drum Tower Hospital Clinical College of Nanjing

Medical University, Nanjing

Background: Regulatory B cells (Bregs) have been found to modu-

late immune responses in chronic hepatitis C virus infection through

producing interleukin (IL)-10. We aimed to investigate the charac-

terization of Bregs in chronic hepatitis B virus (HBV) infection.

Methods: One hundred and sixty-seven patients with chronic HBV

infection and sixty-nine healthy controls (HC) were enrolled. The

patients were divided into three phases, termed immune tolerant phase

(IT), immune reactive phase (IA) and inactive HBV carrier state (IC)

based on HBeAg status, HBV DNA and ALT levels. The frequencies

of Bregs (defined as CD24hiCD38hi B cells) in the peripheral blood

were measured by flow cytometry. The levels of IL-10 in serum were

detected with the Human Magnetic Cytokine/Chemokine Bead Panel.

Peripheral blood mononuclear cells (PBMCs) isolated from patients

with chronic HBV infection were stimulated with CD40L, HBsAg or

HBcAg. IL-10 concentrations in culture supernatant were measured

using ELISA.

Result: Compared to HC group, the frequencies of Bregs were ele-

vated in patients with chronic HBV infection (P\ 0.001). The

frequencies of Bregs were significantly increased in IA group com-

pared to IT group (P\ 0.001) and HC group (P\ 0.001).

Meanwhile, the frequencies of Bregs were higher in IC group com-

pared to HC group (P\ 0.001). The levels of serum IL-10 were

elevated in IA group compared to IT, IC and HC groups (all

P\ 0.001). Serum IL-10 levels were positively correlated with ALT

level in IA group (P\ 0.01, r = 0.552). After stimulated with

HBcAg or CD40L, the frequencies of Bregs in PBMCs increased

significantly (all P\ 0.01). Furthermore, IL-10 levels in supernatant

were also increased after HBcAg stimulation (P = 0.018). However,

the frequencies of Bregs in PBMCs did not change after HBsAg

stimulation.

Conclusion: The frequencies of Bregs and levels of serum IL-10 were

significantly increased in patients with chronic HBV infection,

especially in the IA phase. HBcAg could induce development of

Bregs and production of IL-10 in vitro. Bregs may play an

immunosuppressive role in chronic HBV infection by IL-10.

OP132

Ceruloplasmin inhibits the production of extracellular hepatitis B
virions by targeting it’s middle surface proteins

Kaitao Zhao1, Chunchen Wu1, Yongxuan Yao1, Liang Cao1,
Zhenhua Zhang2, Mengji Lu3, Xinwen Chen1

1State Key Lab of Virology, Wuhan Institute of Virology, Chinese

Academy of Sciences, Wuhan; 2Department of Infectious Diseases,

the First Affiliated Hospital, Anhui Medical University, Anhui;
3Institute of Virology, University Hospital of Essen, Essen, Germany

Background: Ceruloplasmin (CP) is mainly synthesized by hepato-

cytes and plays an essential role in iron metabolism. Previous reports

have shown that CP levels correlate negatively with disease pro-

gression in patients with chronic hepatitis B (CHB). However, the

function of CP in the hepatitis B virus (HBV) life cycle and the

mechanism underlying the above correlation remains unclear.

Methods: Immunohistochemistry and Western blot were performed

to determine the expression of CP in liver samples of HBV patients

and HBV-replicating hepatoma cell lines. Southern blot, Northern

blot and immunoprecipitation from supernatants were performed to

analyze the impact of CP on replication, transcription and production

of extracellular hepatitis B virions in context of ceruloplasmin over-

expression or knockdown. Both of immunofluorescence and

immunoprecipitation were performed to investigate the interaction

of CP with structural proteins of HBV. Furthermore, an HBV repli-

cation-competent clone unable to express MHBs was used to

investigate the role of CP-structural proteins interaction in the pro-

duction of extracellular hepatitis B virions.

Result: CP can selectively inhibit the production of extracellular

HBV virions without altering intracellular viral replication. HBV

expression can also down-regulate the expression of CP. Knockdown

of CP using small interfering RNA (siRNA) significantly increased

the level of extracellular HBV virions in both Huh7 cells and

HepG2.2.15 cells, while overexpression of CP decreased the level.

Mechanistically, CP could specifically interact with the HBV middle

surface protein (MHBs). The overexpression of CP did not affect the

production of extracellular HBV virions in the absence of MHBs
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protein. Furthermore, introduction of a MHBs expression construct

could rescue the impairment in virion production caused by CP.

Conclusion: Taken together, our results suggest that CP may be an

important host factor that targets HBV middle surface protein during

the envelopment and/or release of virion.

OP133

Interferon-alpha is a key mediator of early viral suppression
in HBeAg negative variants of Hepatitis B virus

Zina Valaydon1, Alex Thompson2, Greg Ebert3, Tina Sozzi4,
Marc Pellegrini3, Peter Revill5, Paul Desmond6

1Department of Gastroenterology, St Vincent’s Hospital, Melbourne,

Australia; 2St Vincent’s Hospital, Melbourne, Australia; 3WEHI,

Parkville Victoria, Australia; 4VIDRL, Parkville Victoria, Australia;
5Victorian Infectious Diseases Reference Laboratory, Parkville

Victoria, Australia; 6Department of Gastroenterology, St Vincent’s

Hospital, Fitzroy, Melbourne, VIC, Australia

Background: The basal core promoter (BCP) and precore (PC)

variants of the hepatitis B reduce and abolish HBeAg production,

respectively, and are associated with increased risk of cirrhosis and

hepatocellular carcinoma. The precore antigen, HBeAg, is thought to

be a tolerogen in the natural history of Hepatitis B virus (HBV)

infection. However, the exact underlying immune mechanisms by

which are unknown. We used a novel immunocompetent mouse

model of HBV infection to study viral kinetics and immunological

differences between wild type (WT) virus and HBV variants with

little or no HBeAg.

Methods: An HBV 1.2 overlength genome was flanked by adeno-

associated virus inverted terminal repeats within a plasmid vector.

The genome was mutated using site-directed mutagenesis to introduce

dual A1762T/G1764A BCP and G1896A PC mutations. WT, PC and

BCP plasmids were hydrodynamically injected in the tail vein of C57/

BL6 mice. Interferon-alpha receptor knockout (IFNaR-KO) and

interferon-gamma knockout mice were used to investigate the role of

Type 1 interferon (IFN) and IFN-gamma respectively. To investigate

the role of tumour necrosis factor-alpha (TNF-a), mice were treated

with TNF-a neutralizing antibodies. Viral DNA was extracted from

serum and quantitated by qPCR and serology was performed.

Result: Significant differences in viral kinetics were seen with the

BCP and PC mutants vs. WT (Fig. 1a). There was an initial rapid drop

in viral load (VL) in the mutants in the early phase of infection

in weeks 1–7 (p\ 0.03 vs. WT at week 2–7). To further interrogate

the phenomenon a series of immune experiments were performed.

ALT and AST were significantly higher in mutants indicative of

higher immune response and inflammation.

The experiment was then performed in IFNaR-KO mice. There

was a significant increase in VL in both PC and BCP mutants

(p\ 0.05) but no significant increase in the WT. The early difference

in VL between mutant and WT strains was abolished when the

influence of IFN-a was removed (Fig. 1b). The experiment was also

performed in IFN-gamma knockout mice and no effect was seen.

Similarly, there was no difference in VL in mice treated with TNF-a

neutralizing antibodies, suggesting that neither TNF-a nor IFN-

gamma is responsible for the early viral suppression in mutants.As

expected, HBeAg levels were significantly reduced in BCP mutants

(p\ 0.05) and absent in PC.

Conclusion: These studies are the first in vivo studies investigating

individual immune mediators. Viral decline in HbeAg negative

mutants was significantly more rapid than for WT HBV. Our data

suggests that IFN-alpha is a key mediator of the early innate immune

response and we propose that HBeAg is an IFN resistance protein.

Complementation studies are being carried out to confirm this.

OP134

Recognition of core and polymerases—derived antigens
from a novel immunotherapeutic by T cells from Chinese
hepatitis B virus chronically infected patients

Dao Huang1, Benoit SANSAS2, Jiehong Jiang1, Qiming Gong1,
Gengdi Jin1, Mobin Wan3, Liang Chen4, Wanfeng Yang5, Demin
Yu1, Mingyu Zhu1, Dong Wei1, Donghua Zhang1, Genevieve
Inchauspe6, Ren Zhu7, Xinxin Zhang1

1Department of Infectious Diseases, Institute of Infectious and

Respiratory Diseases, Ruijin Hospital, Shanghai JiaoTong University

School of Medicine, Shanghai; 2Transgene S.A. Illkirch

Graffenstaden, France; 3Department of Infection Diseases, ChangHai

Hospital, the Second Military Medical University, Shanghai;
4Shanghai Public Health Clinical Center, Fudan University, Shanghai;
5Department of Liver Disease, Shanghai Shuguang Hospital,

Shanghai; Transgene S.A. Department of Infectious Diseases, Lyon,
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France; 7Transgene Biopharmaceutical Technology (Shanghai) Co.,

Ltd, Shanghai

Background: Chronic Hepatitis B (CHB) is one of the major public

health challenges in the world. Because of strong interplay between

specific T cell immunity and elimination of HBV, efforts at devel-

oping novel immunotherapeutic are gaining attention. Encoding a

unique and large fusion protein derived from genotype D sequence,

TG1050, an adenovirus 5-based immunotherapy has shown efficacy

in animal study. In order to support the clinical development of

TG1050 in China, specific immunity to the fusion antigens of TG1050

were assessed in Chinese patients chronically infected by genotype B

or C virus.

Methods: 130 subjects were included and divided into 3 groups as

CHB naı̈ve patients, HBV spontaneous resolver, and CHB patients

with complete response or virological response (CR/VR) after

antiviral treatment. HBV specific T-cell responses to pools of HBV

Core or Polymerase peptides (Pol1, Pol2 and Pol3) were evaluated

using an in vitro IFNc ELISPOT assay and an intracellular cytokine

staining assay.

Result: Following TG1050 encoded HBV genotype D peptides pools

re-call, HBV Core or Polymerase specific CD4 + and CD8 + T cells

were capable to be detected in PBMCs from our cohort. The fre-

quencies and intensities of HBV Core specific immune responses

were significant higher in CHB CR/VR patients than CHB naı̈ve

patients or HBV spontaneous resolvers. In CHB naı̈ve patients, Pol1

peptides pool was most immunogenic, inducing a significantly higher

frequencies and intensity of reactive IFNg responses. Clinical vari-

ables neither genotype (B or C) nor HBsAg levels influence in HBV

specific immune responses; while numbers of IFNg producing cells

were significantly higher in CHB patients with lower viral load, after

Core pool peptides re-stimulation.

Conclusion: TG1050 encoding HBV genotype D derived peptides

could raise broad and functional T cell responses in PBMCs from

genotype B or C infected Chinese patients. All these elements support

the potential extended application of adenovirus 5-based novel

immunotherapeutic TG1050 in China.

OP135

Interferon alpha2 p.Ala120Thr impairs interfereon-a2 activity
to inhibit hepatitis B virus thought altering affinity of interferon-
a2 binding to receptor

Chuming Chen1, Chan Xie1, Wenxiong Xu1, Ying Liu1, Qian
Jiao1, Liang Peng1

1Department of Infectious Diseases, The Third Affiliated Hospital of

Sun Yat-Sen University, Guangzhou

Background: Our previous study found rare inborn error IFNA2-

p.Ala120Thr changes the IFN-a2 structure and contributes to

increased host susceptibility to CHB [Hepatology, 2012. 56(5):

pp. 1661–1670]. We hypothesized that this mutation impairs IFN-a2

activity and confirmed the hypothesis by in vitro experiment later.

But, how single amino acid residue mutation affects IFN-a2 activity

is unclear. This research is to investigate effects and mechanism of

IFNA2p.Ala120Thr on IFN-a2 activity, and study the relationship

between structure and biological activity of interferon.

Methods: Plasmid transfection BL-21 were used to construct wild

type IFNA2 protein (wt) and p.Ala120Thr IFNA2 protein(mut).

HepG2 cells overexpressing sodium taurocholate cotransporting

polypeptide(HepG2-NTCP) were established by using lentivirus

(LV003). Anti-HBV activity of wt and mut were tested on HepG2-

NTCP infected with HBV thought detecting HBsAg, HBcAg by

Immunohistochemistry and detecting HBV DNA, HBV cccDNA by

RT PCR. To investigate the kinetics of IFNA2 protein and receptor

binding, IF and Co-IP were performed. The change of IFNAR

expression were measured by western blotting. We further explored

the intracellular p-STAT ratios and anti-HBV protein expression

including APOBEC3, MxA, OAS1 and PKR by QPCR and western

blotting.

Result: HepG2-NTCP model test confirmed that mutation IFNA2-

p.Ala120Thr impairs the anti-HBV activity of IFN-a2. The level of

HBV antigen, HBV DNA and ccc DNA were higher in mutant group

than in wild type group (Fig 1.A). There were no differences of

IFNAR1 and IFNAR2 expression between wt-treat group and mut-

treat group. However, after treated with mut-IFNa2, the real func-

tional type I interferon receptor, IFNAR1-IFNAR2 heterodimeric

receptor (IFNR), were much higher in the mut-treat group (Fig. 1b).

Co-IP test indicated that the affinity of mut-IFNa binding to IFNR

was weaker in mut-treat group (Fig. 1c). Obvious difference of STAT

phosphorylation profiles were seen between wt-treat group and mut-

treat group. Four mainly anti-HBV protein expression induced by mut

were higher than wt on HepG2-NTCP, including APO-

BEC3(P\ 0.001), MxA(P\ 0.001), OAS1(P\ 0.001) and PKR

(P\ 0.01) (Fig. 2).

Conclusion: IFNA2p.Ala120Thr affects anti-HBV activity of IFN-

a2. This mutation changes IFN-a2 structure, leading to decrease

affinity between ligand and receptor and regulating differential STAT

phosphorylation profiles, receptor expression, and downstream gene

expression patterns, implying that modifying key structural position

of IFNa may lead to modulating target gene expression.
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The percentage and severity of HBV-related acute-on-chronic
liver failure patients result from irregular medication
of nucleos(t)ide analogues

Ying Zheng1, Shu Chen1, Shuchen Li2, Yuqin Xu3, Xiaodong Li4,
Hongwei Zhao5, Yanbo Wang6, Ying Shen6, Chao Wei6, Honglin
Zhou7, Rongshan Fan7, Xiqiu Zeng8, Lijuan Fu5, Huachun Gao9,
Lisheng Jiang1, Shupeng Song1, Mingyan Xu1, Yongguo Li1,
Yinghua Lan1

1The First Affiliated Hospital of Harbin Medical University, Harbin;
2The Second Affiliated Hospital of Harbin Medical University,

Harbin; 3The 211 Hospital of PLA, Harbin; 4Harbin Infectious

Disease Hospital, Harbin; 5Heilongjiang Provincial Hospital, Harbin;
6The Seventh Hospital of Qiqihar, Qiqihar; 7The Second Hospital of

Daqing, Daqing; 8Mudanjiang Kang An Hospital, Mudanjiang Shi;
9Jiamusi Infectious Disease Hospital, Mudanjiang

Background: Acute-on-chronic liver failure (ACLF) is one of the

most challenging health problems worldwide, characterized by its

rapid progression and dramatically high mortality. In most Asian

countries, hepatitis B constitutes 70–80% of all etiologies of ACLF,

so HBV-related ACLF is a serious public health problem in China. In

past years, nucleos(t)ide Analogues has been proved to be an effec-

tive drug for the treatment of chronic HBV infection,while,it may also

exacerbate the disease and even develop to HBV-related ACLF if it’s

not rightly used. Thus, this study is to investigate the percentage and

severity of patients with HBV-related ACLF result from irregular

medication of nucleos(t)ide analogues.

Methods: This study focused on patients with HBV-related ACLF.

1118 subjects were admitted to nine top three hospitals in Hei-

longjiang province from January 2005 to December 2015. 761

patients with chronic hepatitis B(CHB) and 357 patients with HBV-

related liver cirrhosis (LC) were divided into six groups by different

predisposing factors: irregular medication of nucleos(t)ide analogues

(IMNA), hepatitis B virus reactivation (HBVR), infection, drug,

alcohol, others (e.g. HCV, HEV, GIB, unknown). The percentage

and improvement rate of HBV-related ACLF induced by different

predisposing factors were appraised by statistical analyses with

SAS9.1.

Result: In HBV-related ACLF patients with CHB,the percentage of

IMNA is 8.94%, HBVR 38.76%, infection 9.33%, drug 11.96%,

alcohol 8.54 and others 22.47%. The improvement rate of IMNA is

only 50.00%, HBVR 64.75%, infection 57.75%, drug 58.24%, alco-

hol 56.92% and others 65.50%. Multiple-factor analysis shows

IMNA, GIB, hepatic encephalopathy, hepatorenal syndrome are

independent risk factors. In HBV-related ACLF patients with LC, the

percentage of IMNA is 19.33%, HBVR 31.37%, infection 5.32%,

drug 11.48%, alcohol 7.00% and others 25.49%. The improvement

rate of IMNA is 37.68%, but HBVR 56.25%, infection 63.16%, drug

48.78%, alcohol 48.00% and others 52.75%. Multiple-factor analysis

shows IMNA, infection, hepatic encephalopathy, hepatorenal syn-

drome are independent risk factors.

Conclusion: The percentage of irregular medication of nucleos(t)ide

analogues induced HBV-related ACLF from nine top three hospitals

is 12.25%, and the patient condition is worse than that induced by

other factors.So the administration of patients with nucleos(t)ide

analogues treatment should be paid more attention.

OP137

Increased TLR2 expression in peripheral CD4 + T cells promotes
Th17 cells responses and is associated with disease aggravation
of HBV-related acute-on-chronic liver failure

Chunli Xu1, Xin Zheng1, Yinping Lu1, Dongliang Yang1, Jia Liu1

1Department of Infectious Diseases, Institute of Infection and

Immunology, Union Hospital, Tongji Medical College, Huazhong

University of Science and Technology, Wuhan

Background: Interleukin (IL)-17-producing CD4 + T cells (Th17)

have been shown to play crucial roles in the pathogenesis of hepatitis

B virus (HBV)-associated acute-on-chronic liver failure (ACLF).

However, the mechanism underlying the enhanced Th17 responses in

these patients remains largely unclear. There is growing evidence that

toll like receptors (TLRs) participate in regulating Th17 differentia-

tion. In current study, we investigated TLRs expression in peripheral

T cells and their roles in Th17 cell differentiation and disease

aggravation in ACLF patients.

Methods: 18 healthy subjects (HS), 20 chronic HBV-infected (CHB)

patients and 26 ACLF patients were enrolled in the study. The mRNA

levels of TLR1–10 in PBMCs of different subjects were measured by

real-time PCR. The expression of TLR2 in peripheral CD4 + and

CD8 + T cells was analyzed by flow cytometry. The correlation of T

cell TLR2 expression with the frequency of Th17 cells and disease

aggravation was evaluated in ACLF patients. The ability of TLR2

ligand stimulation on inducing peripheral Th17 differentiation in

ACLF patients was analyzed by flow cytometry and ELISA.

Result: Compared to HS and CHB patients, ACLF patients showed a

distinct TLRs expression pattern in PBMCs. Upregulation of TLR2

expression in peripheral CD4 + and CD8 + T cells was observed in
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HBV infected patients, and ACLF patients showed significantly

increased TLR2 expression than CHB patients. Higher TLR2

expression was observed in ACLF patients with HBeAg serocon-

version than patients without, indicating the presence of HBeAg may

play a role in regulating TLR2 expression. The TLR2 expression in

CD4 + T cells was correlated with the frequency and the response of

Th17 cells as well as the clinical markers for disease aggravation in

ACLF patients. Moreover, TLR2 ligands stimulation promoted Th17

cell differentiation and response in PBMCs of ACLF patients.

Conclusion: Increased TLR2 expression in peripheral CD4 + T cells

may promote Th17 cell response and is associated with disease

aggravation in ACLF patients. Our results elucidate a new mechanism

underlying the enhanced Th17 responses and may be used to design

new immunotherapeutic strategies in ACLF patientsOP138

Presence of multidrug resistant infections at admission predicts
short term mortality in acute decompensation of cirrhosis
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Background: Infections are the most common cause of acute

decompensation of cirrhosis. We studied incidence of bacterial

infections in acute decompensation, pathogens involved and their

impact on prognosis.

Methods: We conducted a prospective study enrolling consecutive

patients with cirrhosis of liver admitted to our tertiary care institution

with acute decompensation. Clinical and microbiological data were

recorded. The extended spectrum beta lactamase producing organisms

(Escherichia coli and Klebsiella pneumonae), enterobacteriaceae (en-

terobacter and citrobacter), Acinetobacter baumanii, Pseudomonas

aeruginosa, methicillin resistant staphylococcus (MRSA), and entero-

coccus fecium were considered as multidrug resistant (MDR) organisms.

Result: Out of 179 patients, 102 (56.9%) patients had bacterial

infections at admission. Spontaneous bacterial peritonitis (SBP) was

most common infection in 65 (36%) followed by pneumonia, urinary

tract infection (UTI), spontaneous bacterial empyema (SBE) and

cellulitis in 9 (5%), 8 (4.5%), 4 (2.2%) and 2 (1.1%) respectively.

Community acquired infections and nosocomial infections were

present in 85 (83.3%) and 17 (16.6%) patients at admission respec-

tively. Serum albumin (mean 2.7 g/dL, 95% CI 1.5–4.4 g/dL vs 2.9 g/

dL, 95% CI 1.5–4.4 g/dL; P = 0.015) and serum sodium (mean

129.8 mEq/L, 95% CI 108–145 vs 132.4 mEq/L, 95% CI

113–153 mEq/L; P = 0.015) were lower in patients with infection as

compared to those without infection. Escherichia coli was most

common causative organism for SBP (14; 21.5%), UTI (5; 45.5%)

and bacteremia (3; 20%). Acinetobacter was present in blood (n = 2)

and sputum (n = 3) and Enterococcus in blood (n = 3) and urine

(n = 3). Mere presence or absence of infection at admission did not

affect 28- and 90-day mortality. However, patients with MDR

infections had a higher 28-day mortality than those without MDR

infections (n = 23/31, 74% versus 53/148, 35%; OR 5.15, 95% CI

2.15–12.32; P B 0.001). Multivariate analysis found serum bilirubin,

INR, creatinine and presence of MDR infections to be independent

predictors of 28-day mortality.

Conclusion: SBP is the most common infection at admission in acute

decompensation of cirrhosis and E. coli is most common causative

organism. Presence of MDR infection at admission is an independent

predictor of short-term mortality in acute decompensation of

cirrhosis.
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Background: Transplantation of bone marrow mesenchymal stem

cells (BMSCs) can repair acute liver failure (ALF), but with limited

effect. In this study, we suppose that c-met-modified BMSCs improve

the repair ability and this is related to increased homing of BMSCs to

liver.

Methods: BMSCs were separated and purified from adult rat femur

bone marrow in vitro, then transfected stably by lentiviral vector

containing c-met. HGF or liver lysates induced c-met-modi-

fied BMSCs migration was measured by transwell inserts. The

Sprague–Dawley rat acute liver failure (ALF) model was estab-

lished by intraperitoneal injection of D-galactosamine and

lipopolysaccharide. 24 h later, rats were randomly divided into three

groups, then treated with c-met-modified BMSCs, BMSCs or PBS

(mock), respectively. The survival of rats with ALF in three groups

should be recorded. The serum levels of ALT and TBil were mea-

sured by ELISA. The dye DiR were used to label the

transplanted cells, the cells migration in the liver were detected by

in vivo imaging system and the fluorescent intensity was measured.

Result: In cell transwell system, we found the number of migrated cells in

c-met-modified BMSCs group and BMSCs group were 165.33 ± 31.262

and 67.33±5.859, respectively (P\0.01). Compared with healthy rat, the

concentration of HGF in liver lysates was increased significantly at 24 h

after establishment of ALF model. The survival rates of rat with ALF

increased from 0 to 50 or 83.3% after transplantation of BMSCs or c-met-

modified BMSCs.In addition, We found that the serum levels of ALT were

113.28± 64.55, 217.42± 118.87 and 433.37± 232.15 IU/L (P\0.01) in

c-met-modified BMSCs, BMSCs and mock groups at 48 h post trans-

plantation, respectively. The serum levels of TBil were 9.82± 8.09, 49.47

± 59.31 and 121.86 ± 27.45 lmol/L (P \ 0.001) in c-met-modified

BMSCs, BMSCs and mock groups at 48 h post transplantation, respec-

tively. The fluorescent intensity of c-met-modified BMSCs transplantation

group was 10 times higher than BMSCs transplantation group.

Conclusion: Our data demonstrated that c-met gene transfection was

able to promote the homing of BMSCs to rat liver, which con-

tributed to repair of acute liver failure.
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Background: It is challenge to establish the diagnosis of hepatic

sinusoidal obstruction syndrome (HSOS) caused by pyrrolizidine

alkaloids (PAs)-containing herbals. Therefore, it is important to

generalize a rapid, non-invasive mean to differentiate PAs-induced

HSOS from other liver diseases. Gynura segetum is one of the most

wide-use herbals containing PAs. Here we described the features of

contrast-enhanced computed tomography (CT) in gynura segetum-

induced HSOS, and then determined diagnostic performance of

contrast CT.

Methods: Medical records of 71 HSOS patients and the controls (57

patients with Budd-Chiari syndrome, 165 patients with liver cirrhosis)

were retrospectively collected from January 1, 2008, to Oct 31, 2015.

The CT features of gynura segetum-induced HSOS patients were

described, and then diagnostic performance of CT features and vari-

ous parameters of Seattle criteria was determined.

Result: The common findings of contrast-enhanced CT included:

ascites (100%), hepatomegaly (78.87%), gallbladder wall thickening

(86.96%), pleural effusion (70.42%), hepatic vein narrowing (87.32%),

patchy liver enhancement (92.96%), and heterogeneous hypoattenua-

tion (100%); of these signs, patchy liver enhancement and

heterogeneous hypoattenuation were valuable features in diagnosing

gynura segetum-induced HSOS. Further study demonstrated that con-

trast-enhanced CT possessed better performance in the diagnosis of PAs-

induced HSOS compared with various parameters of Seattle criteria.

Conclusion: The patients with PAs-induced HSOS display distinct

radiologic features at CT-scan, which reveals that contrast-enhanced

CT provides an effective noninvasive method for diagnosing PAs-

induced HSOS.
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Notch signaling regulates innate immunity through inhibition
of HMGB1/TLR4 activation in mouse drug-induced damage-
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Background: The Notch signalling is known to be key in the regulation

of cell proliferation, differentiation, apoptosis, and immune cell function.

Interactions between Notch receptors and ligands are crucial for the reg-

ulation of innate and adaptive immunity in liver inflammation. This study

was designed to dissect the innate immune network regulated by Notch1

and its receptor ligand Jagged1 in acetaminophen-induced liver injury.

Methods: Myeloid specific Notch1 knockout (Notch1M-KO) and floxed

Notch1 (Notch1FL/FL) mice (n = 6/group) were injected intraperitoneally

with PBS or acetaminophen (400 lg/g, i.p.). In some experiments,

Notch1FL/FL mice were injected with recombinant Jagged1 (rJAG-1,

40 lg/kg, i.p.) or PBS and sacrificed at the indicated time. For the in vitro

study, bone marrow-derived macrophages (BMMs) were isolated from

Notch1 M-KO and Notch1FL/FL mice and treated with treated with rJAG-1

(1 lg/ml) or PBS, and then incubated with LPS (100 lg/ml).

Result: Notch1FL/FL mice received rJAG-1 were resistant to acet-

aminophen-induced liver injury, with increased Notch1 and its

targeting gene Hes-1 expression, Akt and b-catenin phosphorylation,

and significantly decreased serum ALT levels compared to the PBS-

treated controls. Disruption of Notch1 in Notch1M-KO mice dimin-

ished Hes-1, phosphorylated Akt and b-catenin, and CyclinD1 but

enhanced HMGB1, TLR4, and pro-apoptotic caspase-3 activity, with

significantly increased ALT levels and liver damage in acet-

aminophen challenged mice. Unlike in rJAG-1 treated mice,

Notch1 M-KO significantly increased macrophage and neutrophil

accumulation and hepatocellular apoptosis. Furthermore, rJAG-1

treatment in LPS-stimulated BMMs activated Notch1, Hes-1, phos-

phorylated Akt and b-catenin, whereas Notch1 knockdown in BMMs

resulted in reduced Akt/b-catenin phosphorylation, augmented

HMGB1 release, TLR4 and TNFa/IL-17A expression, as well as

caspase-3 activity following LPS stimulation.

Conclusion: This study demonstrates that Notch1 signaling regulates

innate immune response in acetaminophen-induced liver injury.

Notch1 activation inhibits HMGB1 release and TLR4 activity through

activation of PI3 K/Akt/b-catenin pathway. Our novel findings

underscore the critical role of Jagged-1-mediated Notch1 signalling

cascade in the regulation of innate immune response in acet-

aminophen-induced liver injury. This might imply a novel therapeutic

potential for the drug-induced damage-associated lethal hepatitis.
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Background: Drug-induced liver injury (DILI) is a serious common

health problem in the general population. It is the most common cause

of acute liver failure in the United States, accounting for more than 50%

of cases; thus DILI has been attracting increased attention over the past

years. The symptoms of DILI range from mildly elevated liver enzymes

to severe hepatic damage requiring liver transplantation with poor

transplant-free survival of the respective cases. The epidemiology of

DILI in the general population has not been well studied. However, this

number is likely underestimated because of the several limitations of the

reporting systems. To date, case reports and cohort studies have

revealed numerous drugs that may cause hepatic damage. But only a

minority of these medications have a dose-related and thus pre-

dictable hepatotoxicity, as most of them display an idiosyncratic mode,

either immune-mediated or metabolic. Therefore, more studies are

needed in order to quantify the risk of different drugs. To further clarify

the causes, clinical features, and outcomes of DILI in hospitalized

patients, we conducted this study by retrospectively collecting the

5-year data of hospitalized patients diagnosed with DILI.

Methods: Between January 2008 and January 2013, individuals who

were diagnosed with DILI were selected. The complete medical records of

eachcase were reviewed, and factors for theoutcome ofpatients with DILI

were extracted and analyzed using univariate and multivariate analysis.

Result: Two hundred and eighty-seven cases identified as DILI were

included in the study. A total of 105 different drugs were considered

to be related to the hepatotoxicity. The main causative group of drugs

was Chinese herb (n = 111). Liver failure developed in 9 (3.1%), and

2 died (0.7%). Overall, complete recovery occurred in 92 (32.1%)

patients. Univariate analysis and binary logistic regression analysis

identified the digestive symptoms, jaundice, total bilirubin (TBIL),

and direct bilirubin (DBIL) as independent factors for the non-re-

covery of DILI. Then the prediction model including digestive

symptoms, jaundice, TBIL and DBIL were built by using binary

logistic regression analysis again. Receiver operating characteristic

curve validated the strong power (AUC = 0.907) of prediction model

for predicting the DILI non-recovery.

Conclusion: DILI is an important cause of liver test abnormalities,

and Chinese herb represented the most common drug group. The

factors such as digestive symptoms, jaundice, TBIL, DBIL have

effect on DILI outcomes. The prediction model including digestive

symptoms, jaundice, TBIL and DBIL established in this study is

really an excellent predictive tool for non-recovery of DILI patients.
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Background: Dramatic increase in hepatic infiltration of neutrophils

is a hallmark of acetaminophen (APAP) overdose-induced hepato-

toxicity, which represents a leading cause of drug-induced acute liver

injury, even liver failure worldwide. Lipocalin-2 is a granule protein

initially isolated and identified from human neutrophils. This study

aimed to investigate the functional role of lipocalin-2-mediated

hepatic infiltration of neutrophils in the pathogenesis of APAP-in-

duced acute liver injury in mice.

Methods: APAP hepatotoxicity was induced in male lipocalin-2

knockout (KO) mice and wild type (WT) controls by intraperitoneal

injection of freshly prepared APAP at the dose of 500 mg/kg BW.

Primary mouse neutrophils were isolated from peritoneal exudate on

the basis of 4% Brewer thioglycollate medium solution-induced

neutrophil enrichment.

Result: In response to overdosed APAP stimulation, hepatic abun-

dance of lipocalin-2 was markedly increased at both transcriptional

and protein levels. Immunofluorescence staining demonstrated that

lipocalin-2-positive signals well co-localized with neutrophil marker

Ly6G. Functionally, APAP overdose-induced liver lesion and mor-

tality were markedly aggravated in lipocalin-2 knockout mice when

compared with those in wild type (WT) controls. Intriguingly, the

formation of neutrophil extracellular traps (NETosis) was detected in
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liver sections from WT mice with overdosed APAP treatment.

However, APAP overdose-evoked NETosis in liver sections was

significantly blunted in lipocalin-2 knockout mice relative to WT

controls. In primary mouse neutrophils stimulated with NET inducer

phorbol myristate acetate (PMA), lipocalin-2 signals were probed in

the structure of NET, indicating lipocalin-2 as a key component of

NET. Under the ex vivo conditions, PMA-induced NETosis was

notably impaired in primary mouse neutrophils lacking lipocalin-2 in

comparison to that in WT neutrophils.

Conclusion: This study reveals a novel role of neutrophil-derived

lipocalin-2, which protects against the drug-induced hepatotoxicity

through promoting the formation of neutrophil extracellular traps.
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Background: Microfluidic liver models are of particular interest for

drug metabolism and toxicity testing because they can simulate the

highly vascularized nature of hepatic tissues as well as being amen-

able to miniaturization and multiplexing. However, the practical

application of microfluidic 3D liver models for in vitro drug testing is

partly hampered by their reliance on primary human hepatocytes,

which are limited in number and batch-to-batch variability. Human

stem cell-derived hepatocytes offer an attractive alternative cell

source, although their 3D differentiation and maturation in a

microfluidic platform has not yet been demonstrated.

Methods: To this end, we developed a pump-free microfluidic 3D

perfusion culture system to enable the long-term differentiation of

human liver progenitor cells into hepatocyte-like cells (HLCs) for up

to 14 days. This necessitates the microfluidic 3D liver model to have

simple and robust operations to sustain a long period of differentia-

tion. Conventional microfluidic liver models often depend on many

external peripheries, such as external pumps, tubing, and valves,

which are technically challenging to operate and prone to bubble

failure. Here, we implemented hydrostatic pressure-derived flow from

2 horizontally-oriented medium reservoirs to achieve controllable and

consistent perfusion flow rates in a microfluidic 3D hepatocyte culture

platform with a device architecture that can maintain cells three-

dimensionally using a micropillar array.

Result: Computational fluid dynamic simulation was successfully

used to estimate the hydrostatic pressure heads required to achieve

different perfusion flow rates, which were experimentally validated

by micro-particle image velocimetry, as well as viability and func-

tional assessments in a primary rat hepatocyte model. We successfully

performed on-chip differentiation of HepaRG, a human bipotent

progenitor cell line that can differentiate into hepatocyte-like cells

(HLCs) as well as biliary epithelial-like cells (BECs), for a period of

14 days, and demonstrated that 3D micro-perfusion significantly

increased the hepatocyte differentiation efficiency to 92% as com-

pared to static 2D (51%) and 3D (63%) cultures. However, the

hepatocyte differentiation efficiency was sensitive to the time point at

which micro-perfusion is applied. Isolated HepaRG cells that are

primed as static 3D spheroids before being subjected to micro-per-

fusion yield a significantly higher proportion of hepatocyte-like cells

(92%) than direct micro-perfusion of isolated HepaRG cells (62%).

Conclusion: This platform potentially offers a simple and efficient

means to develop highly functional microfluidic liver models incor-

porating human stem cell-derived hepatocytes.
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Background: Direct-acting antiviral (DAA) regimens have higher

efficacy rates, fewer ineligibility criteria and higher patient accep-

tance rates than peginterferon plus ribavirin (PR). However, patients’

concomitant medications should be considered for potential drug-drug

interactions (DDIs) when choosing a DAA regimen. The INITIATE

study aimed to explore the prevalence of co-morbidities, the use of

concomitant medications and the potential DDIs with DAA regimens

in patients with chronic hepatitis C (CHC) enrolled in the study.

Methods: This multicenter, prospective, cross-sectional study enrol-

led patients in Taiwan with active CHC, C20 years old. Patients were

recruited by their hepatologist during a routine visit in 11 hospitals

from across Taiwan. Physicians completed a survey to capture patient

demographics, clinical characteristics (including co-morbidities and

concomitant medications) and other information. Co-morbidities were

categorised by the International Classification of Diseases-10th

Revision (ICD-10). Traditional Chinese Medicines, herbals, liver

protectants and supplements were excluded from the DDI analysis.

For the remaining concomitant medications, potential contraindicated

DDIs to DAA regimens (including sofosbuvir + ribavirin

[SOF + RBV], ledipasvir/sofosbuvir [LDV/SOF],

daclatasvir + asunaprevir [DCV + ASV], ombitasvir/paritaprevir/ri-

tonavir + dasabuvir [OBV/PTV/r + DSV]) and grazoprevir/elbasvir

[GRZ/EBR] were based on the University of Liverpool ‘HEP Drug

Interaction Checker’ and the Taiwan prescribing information for

ASV. Data are presented as descriptive statistics.

Result: A total of 822 patients were enrolled in the study: 491

treatment-naı̈ve and 331 treatment-experienced patients. Mean age

was 62.7 years and 40.6% of patients were male. 52.3 and 26.8% of

patients had genotype (GT) 1 and GT 2 infection, respectively; 5.5%

had other GTs and the GT of 15.5% was unknown. 67.4% were non-

cirrhotic patients; 25.9% had compensated and 6.3% had decom-

pensated cirrhosis; 0.4% had unknown cirrhosis status. 86.3% of

patients had co-morbidities. The three most prevalent co-morbidity

categories were: diseases of the digestive system, diseases of the

circulatory system and endocrine/nutritional/metabolic diseases

(Fig. 1). 75.9% were receiving concomitant medications at the study

visit. The percentages of patients with at least one potential con-

traindicated DDI to DAA regimens were: 1.5% [SOF + RBV], 1.3%

[LDV/SOF], 5.4% [DCV + ASV], 11.3% [OBV/PTV/r + DSV] and

2.1% [GRZ/EBR].

Conclusion: Patients enrolled in the INTIATE study represented an

elderly population, with a high prevalence of co-morbidities. Con-

comitant medications were widely used and the results showed a

potential for DDIs between these concomitant medications and DAA

regimens. Physicians should thus consider potential DDIs when

choosing a suitable DAA regimen for CHC patients.
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Background: Treatment selection for chronic hepatitis C virus

(HCV) infection with direct-acting antiviral (DAA) regimens is gui-

ded by genotyping. Despite advances in the accuracy of commercial

assays, a small percentage of patients have genotypes that remain

indeterminate. In this retrospective analysis, we explored the response

of patients with chronic HCV infection and indeterminate genotypes

to the pangenotypic regimen sofosbuvir (SOF)/velpatasvir (VEL).

Methods: Patients with compensated liver disease from the ASTRAL

clinical development program who had indeterminate genotypes by

the Siemens VERSANT� HCV genotype INNO-LiPA 2.0 (LiPA)
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Assay were pooled for this analysis. ASTRAL-1 compared 12 weeks

of SOF/VEL to placebo in patients with genotype 1, 2, 4–6 HCV, and

patients randomized to placebo were given SOF/VEL for 12 weeks in

a deferred treatment study. ASTRAL-2 compared 12 weeks of SOF/

VEL to 12 weeks of SOF + ribavirin (RBV) in patients with genotype

2 HCV. ASTRAL-3 compared 12 weeks of SOF/VEL to 24 weeks of

SOF + RBV in patients with genotype 3 HCV. Genotypes for patients

with indeterminate genotypes by the LiPA assay were determined

through deep sequencing analysis. Efficacy of therapy was deter-

mined by the proportion of patients achieving a sustained virologic

response 12 weeks after the end of treatment (SVR12).

Result: Of the 1558 patients enrolled in ASTRAL-1, ASTRAL-2, and

ASTRAL-3, 61 had indeterminate genotypes (Table 1). At baseline

the means (SD) of age, body mass index, and HCV viral load were 57

(11) years, 27 (4.4) kg/m2, and 6 (0.74) log10 IU/L, respectively, and

66% were male, 64% were white, 25% were treatment experienced,

and 20% were cirrhotic. For the 55 patients treated with 12 weeks of

SOV/VEL, 53 (96%) achieved SVR12. Only one treatment experi-

enced, cirrhotic patient with genotype 1 HCV infection (determined

by deep sequencing) experienced virologic failure (relapse) in the

post-treatment period. The other patient, also with genotype 1 HCV

infection, withdrew consent from the program for a non-treatment

related adverse event. The four patients with genotype 2 and two

patients with genotype 3 infections with indeterminate genotypes by

the LiPA assay who were randomized to SOF + RBV for 12 or

24 weeks in ASTRAL-2 and ASTRAL-3, respectively, all achieved

SVR12.

Conclusion: The subgroup of patients from the SOF/VEL clinical

development program with indeterminate genotypes by the LiPA

assay was represented by genotypes 1–7, as determined through deep

sequencing analysis. These patients experienced high SVR12 rates,

consistent with the overall SOF/VEL clinical development program.

Patients with chronic HCV infections whose genotypes are indeter-

minate by commercial assays can be successfully treated with the

pangenotypic single tablet regimen of SOF/VEL for 12 weeks.

OP147

Sofosbuvir/velpatasvir in combination with ribavirin for 24 weeks
is effective retreatment for patients who fail prior NS5A
containing DAA regimens: results of the GS-US-342-1553 study

Ed J Gane1, Mitchell L Shiffman2, Kyle Etzkorn3, Catherine A
Stedman4, Giuseppe Morelli5, Mitchell N Davis6, Frederico
Hinestrosa7, Anu Osinusi8, Diana M Brainard8, Alex Thompson9,
Mark Sulkowski10

1Auckland Clinical Studies, Grafton, New Zealand; 2Liver Institute of

Virginia, Richmond, USA; 3Borland Groover Clinic, Jacksonville,

USA; 4Christchurch Clinical Studies Trust, Christchurch, New

Zealand; 5University of Florida, Gainesville, USA; 6South Florida

Center of Gastroenterology, Gainesville, USA; 7Orlando Immunology

Center, Orlando, USA; 8Gilead Sciences, Foster City, USA; 9Saint

Vincent’s Hospital, Dublin, Republic of Ireland; 10Johns Hopkins

University School of Medicine, Baltimore, USA

Background: Treatment of HCV in patients who have failed NS5A-

containing regimens are limited and retreatment strategy is largely

based on opinion. The combination of sofosbuvir (SOF) and the pan-

genotypic NS5A inhibitor velpatasvir (VEL) is potent and highly

effective in patients without prior exposure to an NS5A inhibitor. Here

we aimed to assess the retreatment of patients who previously failed

various combinations of SOF/VEL ± ribavirin (RBV) and the protease

inhibitor voxilaprevir (VOX) for durations ranging from 4 to 12 weeks.

Methods: In this multicenter, open-label, phase 2 study, we evaluated

the efficacy and safety of a fixed-dose combination of SOF/VEL plus

weight-adjusted RBV administered for 24 weeks in patients who did

not achieve sustained virologic response (SVR) after prior treatment

with direct acting antiviral (DAA) regimens that included the NS5A

inhibitor VEL and the NS3/4A protease inhibitor VOX. The primary

endpoint was sustained virologic response 12 weeks after treatment

(SVR12). Secondary endpoints included safety, tolerability, resis-

tance, and additional efficacy outcomes.

Result: A total of 69 subjects were enrolled and treated with SOF/

VEL + RBV for 24 weeks. Of these, 27 were previously treated with

SOF/VEL, 14 with SOF/VEL + RBV and 28 with SOF/VEL + VOX.

Of the 69 patients, 77% were male, 88% were white, and 26% had

cirrhosis. Overall, SVR12 was achieved in 91% (63/69). Table 1 shows

SVR in genotype 1, 2, and 3. The most common adverse events were

fatigue (32%), nausea (22%), headache (17%), insomnia (16%), rash

(16%), pruritus (15%), irritability (13%), and upper respiratory tract

infection (13%). Serious adverse events were observed in 3 patients and

included acute bronchiolitis, hepatocellular carcinoma, and

nephrolithiasis in one patient each; all three events were considered

unrelated to study treatment.

Conclusion: Retreatment of patients who previously failed DAA-

based therapies with sofosbuvir–velpatasvir plus ribavirin for

24 weeks was well tolerated and effective for most patients, partic-

ularly those with HCV genotype 1 or 2 infection.

OP148

Efficacy and safety of directly acting antivirals for treatment
of Chinese chronic hepatitis C patients in the real world

Jianhong Chen1, Xiaxia Zhang1, Yu Zhang1, Renwen Zhang1,
Xiaoyuan Xu1

1Peking University First Hospital, Beijing

Background: Treatment of hepatitis C virus (HCV) infection has

reached a new era with the approval of directly acting antivirals

(DAAs). This study aims to explore efficacy and safety of DAAs for

treatment Chinese chronic hepatitis C (CHC) patients in the real world.

Methods: CHC patients treated with DAAs who were hospitalized in

Peking University First Hospital between January 2015 and September

2016 were enrolled in this study. Samples and clinical data were col-

lected and recorded at 0, 2, 4, 8, 12, or 24 weeks during DAAs treatment

and at 4, 12, and 24 weeks after the completion of treatment.
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Result: Fifty-four patients who underwent DAAs treatment were

included in our study, including 40 HCV genotype (GT) 1b patients

and 14 GT2a patients. Of the patients, 87% (47/54) had unde-

tectable HCV RNA at 2 w after treatment initiation, 96.3% (52/54)

had undetectable HCV RNA at the end of treatment (Fig. 1). The

changes in clinical parameters after DAAs treatment that were

observed among the 54 included patients are shown in Fig. 2. Serum

creatinine (Scr) and uric acid (UA) levels were significantly greater at

the end of treatment than before treatment (86.4 ± 24.5 vs

89.7 ± 21.6, p = 0.035; 333.5 ± 84.3 vs 358.4 ± 96, p = 0.003),

and no descending trends were observed at 24 weeks after the com-

pletion of treatment (89.7 ± 21.6 vs 91.7 ± 30.6, p = 0.105;

358.4 ± 96 vs 374.9 ± 88.2, p = 0.689) in 38 patients who finished

24 weeks follow-up. The incidence of adverse events during treat-

ment was 35.2% (19/54), and the major adverse events were fatigue

(14.8%), insomnia (7.4%), nausea (7.4%), and headache (5.6%).

Conclusion: Though based in a small cohort of patients, the abnormal

change in renal function parameters and relative more adverse events

during treatment should be taken as a note of caution.

OP149

Sofosbuvir + ribavirin for 24 weeks or sofosbuvir + pegylated-
interferon + ribavirin for 12 weeks in genotype 1 or genotype 6
HCV-infected patients: results from a phase 3 study in Vietnam

Kinh Van Nguyen1, Phiet Pham2, Yen Lam3, Phuong Le4,
Benedetta Massetto5, Jenny Yang5, Steven J. Knox5, Deyuan
Jiang5, Kathryn Kersey5, Diana M. Brainard5, Thuy Pham6, Long
Dao7

1National Hospital of Tropical Diseases, Hanoi, Vietnam; 2Saigon

Liver Clinic, Ho Chi Minh city, Vietnam; 3Hospital For Tropical

Diseases, Ho Chi Minh City, Vietnam; 4People’s Hospital 115,

Hochiminh City, Vietnam; 5Gilead Sciences, Foster City, CA, USA;
6Medic Medical Center, Hoa Hao Medic Company Ltd, Ho Chi Minh

City, Vietnam; 7Bach Mai Hospital, Hanoi Medical University

Hospital, Hanoi, Vietnam

Background: Sofosbuvir (SOF) in combination with ribavirin (RBV)

with or without pegylated-interferon (Peg-IFN) has demonstrated

high efficacy in genotype 1–6 HCV-infected patients. The estimated

prevalence of HCV in Vietnam is 2.5% and the most prevalent HCV

genotypes (GT) are 1 and 6. This is the first study to evaluate direct

acting antiviral regimens in Vietnamese patients.

Methods: GT1 and GT6 treatment naı̈ve patients at 6 sites in Vietnam

were randomized to receive SOF + Peg-IFN + RBV for 12 weeks or

SOF + RBV for 24 weeks, stratified by cirrhosis status and HCV

genotype.

The SOF dose was 400 mg orally once daily, RBV 1000–1200 mg

was administered orally in a divided daily dose, and Peg-IFN was

administered as 180 lg sc weekly injection. The primary end point

was sustained virologic response 12 weeks after treatment (SVR12).

Result: Of the 50 patients randomized and treated, 60% had GT6

HCV (most of whom were infected with subtype 6a/6b), 58% were

male, 80% had IL28B CC genotype. Overall, 3 patients (6%) had

cirrhosis. SVR12 rates overall and by subgroup are presented in the

table below. Two GT1 patients treated with SOF + RBV for

24 weeks relapsed after completion of study treatment. All GT6

subjects achieved SVR12. The most common adverse events (C20%)

in the SOF + Peg-IFN/RBV arm were haematological abnormalities

(anaemia/Hbg decreased, neutropenia, thrombocytopenia), pyrexia,

fatigue, pain, headache; the most common adverse events reported in

the SOF + RBV arm was anaemia/Hbg decreased and fatigue. No

patient experienced Grade 3–4 AEs or discontinued treatment with

SOF due to adverse events. More patients treated with Peg-containing

regimen experienced Grade 3–4 lab abnormalities (12, 48%) com-

pared to those in the SOF + RBV arm (1, 4%).

Conclusion: High SVR rates were observed with SOF + RBV for

24 weeks or SOF + Peg-IFN/RBV for 12 weeks in GT1 and GT6

patients. SOF + RBV was well tolerated; the safety profile of treat-

ment with SOF + Peg-IFN + RBV was consistent with the known

side effects of Peg-IFN + RBV. IFN-free SOF based regimen and

short treatment duration with SOF + Peg-IFN + RBV represents one

of the therapeutic options for Vietnamese patients.
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Ledipasvir/sofosbuvir fixed-dose combination (LDV/SOF FDC)
for 8 weeks for treatment-Naı̈ve, non-cirrhotic hepatitis C
genotype 6 (HCV-6) and 12 weeks in those with cirrhosis and/
or prior treatment failure: a multicenter open-labelled clinical
trial

Mindie H. Nguyen1, Huy Trinh2, Son Do3, Thuan Nguyen4

1Stanford University, Stanford, CA, USA; 2San Jose

Gastroenterology, San Jose, CA, USA; 3Digestive Health Associates

of Texas, Dallas, TX, USA; 4Liver and Digestive Consultants,

Houston, TX, USA

Background: HCV-6 is one of the most prevalent genotypes in

Southeast Asia where 30 million people are infected. LDV/SOF FDC

for 12 weeks has been shown to be effective for multiple HCV

genotypes including treatment-naı̈ve HCV-6. Our goal is to examine

treatment outcomes in a diverse HCV-6 population.

Methods: We prospectively enrolled 60 HCV-6 patients at 4 centers

in California and Texas, USA. All patients received LDV 90 mg/SOF

400 mg in a single tablet combination orally once a day for 8 weeks if

they were treatment-naı̈ve and did not have cirrhosis or for 12 weeks

if they had cirrhosis (treatment-naı̈ve and experienced) or treatment-

experienced (cirrhosis and non-cirrhosis). Patients with prior organ

transplantation were excluded. Primary outcome was sustained viro-

logical response 12 weeks after therapy (SVR12). Secondary

outcomes were adverse events (AEs) and/or serious adverse events

(SAEs). All patients gave written consent.

Result: Overall mean age was 58 ± 10 and 58% were male. All

patients were Asian and foreign born. The 8-week group included 20

patients (33.3%) and the 12-week included 40 patients (66.7%). There

were no statistically significant differences in baseline clinical and

laboratory characteristics other than cirrhosis status and prior treat-

ment history between the two groups. Baseline HCV RNA was

6.5 ± 0.7 log IU/mL. HCV-6 subtypes included 41.7% HCV-6c,

21.7% HCV-6a/b, and 3.3% HCV-6m. Baseline platelet count was

192 ± 67 overall, 210 ± 52 for 8-week group and 183 ± 72 for the

12-week group (p = 0.13). There were 2 patients with decompensa-

tion and 3 with liver cancer (5.0%), and 14 with prior treatment

(23.3%) in the 12-week group. SVR12 was 95.0% for the 8-week

group (19/20) and 95.0% for the 12-week group (38/40). Four patients

in the 12-week group did not have cirrhosis or prior treatment failure.

SVR12 in the 12-week group with only patients with either cirrhosis

and/or prior treatment failure was 94.4% (34/36). Patients with prior

treatment failure appeared to have the lowest SVR12 rates (Table 1).

All patients completed the intended treatment duration. Proton-pump

inhibitor (PPI) use during treatment was seen in 11 patients, all of

whom but one achieved SVR12. There were 2 treatment-unrelated

SAEs (H. pylori-related bleeding gastric ulcer and leg fracture due to

mechanical fall), and both patients achieved SVR12. AEs included

fatigue (5%), insomnia (3.3%), headache (1.7%), and nausea (1.7%).

Conclusion: In this largest clinical trial of HCV-6 to date with LDV/

SOF FDC or with DAAs in general, LDV/SOF FDC for 8 weeks was

safe and effective for patients without cirrhosis or prior treatment

failure (SVR12 = 95.0%). LDV/SOF FDC for 12 weeks was also

safe and effective for patients with cirrhosis and/or prior treatment

failure, including patients with hepatic decompensation and liver

cancer (SVR 12=95.0%).

OP151

Ledipasvir/sofosbuvir (LDV/SOF) for 8 weeks in genotype 1
(GT1) treatment-naı̈ve (TN) non-cirrhotic (NC) patients
with HCV viral load\6 million IU/ml; a comparative analysis
of the phase-3 ION-3 data to real world effectiveness (RWE)

Chun-jen Liu1, Peter Buggisch2, Jorg Petersen2, Stefan Mauss3,
Kris Kowdley4, Michael Curry5, Peter Ruane6, Dani Ain6, Naoky
Tsai7, Yoori Lee8, Ed Eggleton 9, Macky Natha10, Bruce Kreter10,
Diana Brainard10, Patrick Ingiliz11

1National Taiwan University Hospital, Taipei, Taiwan; 2IFI Institut

für Interdisziplinäre Medizin, Asklepios Klinik St. Georg, Hamburg,

Germany; 3Center for HIV and Hepatogastroenterology, Duesseldorf,

Germany; 4Swedish Medical Center, Seattle, USA; 5Beth Israel,

Boston, USA; 6Ruane Medical and Liver Health Institute, Los

Angeles, USA; 7Queens Medical Center, Honolulu, USA; 8 TRIO

Health Analytics, Newton, USA; 9Gilead Sciences, Los Angeles,

USA; 10Gilead Sciences, Foster City, USA; 11Medizinisches

Infektiologie Zentrum, Berlin, Germany

Background: Optimal duration of therapy to achieve SVR depends

on multiple factors. Patients treated with LDV/SOF with 8–24 weeks

achieved SVR12 from 94–100% in the ION Phase 3 studies. A

decision to shorten therapy to 8 weeks is based on treatment history,

cirrhosis status and baseline VL. In a post hoc analysis of the ION-3

(TN, NC patients) 8 week data, a VL\6 M was the best predictor of

SVR. RWE is often different from Phase III trials and there is a need

to understand real-world 8 week regimens in a broader spectrum of

patients.

Methods: RWE 8 weeks LDV/SOF data is emerging from multiple

single-center and multicenter retrospective and prospective cohorts.

In this analysis, the phase-3 ION-3 data is compared with data from

several diverse real world populations and one post-marketing

investigator sponsored HIV/HCV trial. Patient demographics, char-

acteristics, SVR12 and discontinuation data has been collated and

compared.

Result: The ION-3 post hoc analysis reported 123 patients who were

TN, NC and VL\6 M and treated with 8 weeks of LDV/SOF. Mean

age was 52, 22% black, 72% GT1a; the SVR12 was 97% (119/123).

The overall SVR12 rate from six diverse real world and post mar-

keting cohorts was also 98% (1726/1767). There was no significant

impact of HCV genotypes or subtypes (GT1a, 1b versus GT4), prior

treatment history, presence or absence of cirrhosis, high viral load

(HCV VL [6 M), or HIV/HCV co-infection. All response rates are

detailed in Fig. 1.

Conclusion: LDV/SOF for 8 weeks yielded high SVR rates in ION-3.

Analysis of RWE data from several cohorts shows SVR outcomes that

were consistent with the Phase-3 ION-3 results and supports the use

of 8 weeks LDV/SOF in TN, NC GT1 patients with a baseline HCV

VL \6M and possibly in other populations including HIV/HCV co-

infected patients. Discontinuation rates were low despite diverse

patients and clinical settings. Data from the TARGET and TRIO

cohorts also suggests that the 8- week regimen is underutilized.
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The impact of all oral regimen ledipasvir/sofosbuvir (LDV/SOF)
on patient-reported outcomes (PROs) of Asian patients
with chronic hepatitis C (CHC)

Zobair Younossi1,2, Maria Stepanova3, Masao Omata4, Masashi
Mizokami5, Henry L.Y. CHAN6, Mei-Hsuan Lee7, Ming-Lung
Yu8, Yock Young Dan9, Moon Seok Choi10, Young-Suk Lim11,
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8Hepatobiliary Division, Department of Internal Medicine and
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Background: About 40% of worldwide population with CHC lives in

Asian countries. CHC infection is associated with adverse clinical

outcomes and PROs which can further deteriorate during treatment

with interferon and ribavirin (RBV). The aim is to evaluate the impact

of interferon- and ribavirin-free regimen with LDV/SOF on PRO

scores of Eastern Asian patients with CHC.

Methods: Short Form-36 (SF-36) was administered to HCV patients

before, during, and after treatment in four phases 3 clinical trials of

RBV-free and RBV-containing sofosbuvir (SOF)-based regimens

(2014–2016; Japan, South Korea, Hong Kong, and Taiwan). Treat-

ment-emergent PRO scores (SF-36) and derived utility scores (SF-

6D) were compared between patients receiving different regimens.

Result: Of 919 enrolled patients with CHC, 570 were treated with

SOF + RBV or LDV/SOF + RBV (65% HCV genotype 2), and 349

received LDV/SOF (HCV genotype 1 only). Of the patients enrolled,

16% cirrhotic, 57% were treatment-naı̈ve, 11% had type 2 diabetes,

14% reported insomnia or sleep disorders, and 3% reported clinically

overt fatigue. The SVR-12 rates were 98% for RBV-containing reg-

imens and 99% for LDV/SOF (p = 0.11). Baseline SF-36 domain

scores were similar between the two treatment groups. However, soon

after treatment initiation, a modest decline was noted in some

domains of SF-36 in those receiving RBV (up to -4.0 points by

treatment week 4, up to -5.2 by the end of treatment) (p\ 0.0001).

In contrast, improvements in SF-36 scores in those who received

LDV/SOF were observed as early as 4 weeks into treatment (up to

+3.1); these improvements continued throughout treatment (up to

+3.3 by the end of treatment) (p\ 0.001). Notably, the improvements

were the most prominent in Vitality and Mental Health scores

(Fig. 1). Post treatment with LDV/SOF, these improvements contin-

ued (+3.7 by post-treatment week 4, up to +3.6 by post-

treatment week 12, p\ 0.05). In those treated with RBV, some

HRQL decrements persisted throughout post-treatment week 12 (up

to -2.1) (p\ 0.05). In multivariate analysis, the use of RBV was

independently associated with significant impairment in PROs

throughout post-treatment week 12 (betas range from -3.5 to -7.3

points to Physical and Mental Summary scores and SF-6D utility; all

p\ 0.05).

Conclusion: Treatment with ribavirin-free regimen (LDV/SOF) is

associated with very high efficacy and improvement of patient-re-

ported outcomes in CHC patients from Asia.

OP153

Incidence of hepatocellular carcinoma in Chinese chronic
hepatitis C patients after eradicating of HCV

Dong Ji1, Jing Chen2, Cheng Wang2, Qing Shao1, Bing Li1, Yu-
dong Wang2, George Lau2, Guo-feng Chen1

1Beijing 302 Hospital, Beijing; 2Humanity & Health Medical Centre,

Hong Kong

Background: Recent advances in the field of anti-HCV treatment

have increased the hope for cure for these HCV-infected patients with

the sustained virologic response (SVR) rate of 95–100%. However,

the impact of HCV eradication on hepatocellular carcinoma (HCC)

risk still needs to be clarified. We conducted a prospective study to

evaluate the HCC occurrence in Chinese patients who achieved SVR

after pegylated interferon (PEG-IFN)-a plus ribavirin (PR) or direct-

acting antivirals (DAAs) treatment in a real-life setting.

Methods: In total, 1195 adult patients who were treated with either

PR or DAAs achieved SVR 24 or 12 in our center. After removing

patients who developed HCC during the treatment (n = 6), 1189

patients were followed for a mean of 33 months included (n = 782

treated with PR n = 407 treated with DAAs). We matched (with a

ratio of 1:1) those treated with PR and those treated with DAAs by

age, sex and HCV genotype. After matching, 566 patients with 283
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patients in each treatment group were included in the final analysis.

Cumulative rate of occurrence of HCC in two groups was analyzed by

using Kaplan-Meier curves and the difference was compared by log

rank test. The Cox proportional hazards model was used to compare

differences in the rate between groups by obtaining hazard ratios and

95% confidence intervals (95%CI), with adjustment of selected

baseline clinical characteristics.

Result: The mean age of the sample was 52 (SD 11) and 54.7% of

them were female. Most of the patients were HCV genotype 1b

(82.3%). There was no significant difference in most clinical char-

acteristics at baseline (BMI, p = 0.57; HCV RNA level, p = 0.38;

PLT level, p = 0.06); ALB level, p = 0.27; AFP level, p = 0.06)

between patients treated with PR and DAAs. The cumulative HCC

rate was marginally significantly higher in patients treated with PR

than that in patients treated with DAAs (log-rank test, p = 0.06)

though the risk of developing HCC in these two groups were equiv-

alent after adjustment of baseline clinical characteristics.

Conclusion: DAAs treatment might decrease the HCC occurrence

compared with PR treatment, which needs more studies to confirm.
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Tectona grandis as potential inhibitor of HCV NS5A protein:
in vitro and in silico study

Somayya Tariq1, Bushra Ijaz1, Sheeren Gull1, Sidra Rehman2,
Syed Aun Muhammad3, Tayyab Husnain1

1Centre of Excellence in Molecular Biology, Lahore, Pakistan;
2Department of Environmental Sciences, COMSATS Institute of

Information Technology, Abbottabad, Abbottabad, Pakistan;
3Institute of Molecular Biology and Biotechnology, Bahauddin

Zakariya University, Multan, Pakistan

Background: Hepatitis C is a life threatening issue worldwide.

Although, it is curable with a number of successful drugs, but due to

associated high expenses and resistance barrier, the need for better

antivirals still persists. Compounds derived from plants can offer a

substitute approach to new treatments. They present low production

cost and mild or no side effects as compared to conventional regi-

mens. Perhaps, they can be an excellent source for the development of

antivirals against HCV.

Methods: In this study Tectona grandis leaf extracts were identified

against HCV NS5A protein. Cytotoxicity and proliferative activity

was measured through MTT assay. Dose dependent inhibitory effect

of methanolic leaf extracts was evaluated against the HCV-1a NS5A

gene cloned in pCR3.1 vector in mammalian cell line HepG2. The

RNA expression level was quantified through real Time PCR. The

inhibitory effect of Tectona grandis leaf extract on protein expression

level of NS5A was measured through immune assay.

Result: Under 100 lg/ml dose of extract, the NS5A expression

reduced up to 99.1% at mRNA level and 91.25% at protein level.

Similarly, at 200 lg/ml concentration, the extract inhibited 99.2%

expression of NS5A at mRNA level and 93.75% at protein level.

Moreover, in silico prediction of anti-HCV characteristic of some of

its compounds revealed Evofolin, the T. grandis leaf compound, to

bind effectively at NS5A protein domain I active site with—

18.001 kcal/mol binding energy. On the basis of such low energy

score and relatively high binding potential, this compound can be

used to design novel drugs against HCV NS5A.

Conclusion: This study is the first identification of anti HCV activity

of Tectona grandis leaf extract and in silico screening of its com-

pounds against NS5A protein. It can be a successful source of anti-

viral compounds. Future endeavors may design novel and more

effective anti-HCV drugs out of it.

OP155

Development of an affordable and accessible HCV treatment:
Phase 2a study TRK-450-0201 demonstrates favorable efficacy,
safety, and pharmacokinetics of faldaprevir + TD6450 + ribavirin
in patients with genotype 4 HCV infection

Tarek I Hassanein1, Diurka Rodriguez2, Jane Anderson3, Jian
Zong4, Xiao Tong2, Robert Hindes2

1Southern California Liver Centers and Southern California Research

Center, San Clemente, USA; 2Trek Therapeutics, PBC, Cambridge,

USA; 3J Anderson Solutions, LLC, Charleston, USA; 4PharStat Inc.,

Durham, USA

Background: Development of affordable therapies for HCV is a

global health priority. Multiple highly effective, safe and well-toler-

ated curative regimens have been developed for chronic HCV. The

creation of these drugs sets the stage for a Campaign to Eradicate

HCV. The accessibility of HCV treatment is limited by the low

diagnosis rate and the high cost of drugs in many regions, especially

in middle-income countries. TREKtx is developing an affordable and

accessible treatment regimen with a protease inhibitor, faldaprevir

(FDV) and a 5A inhibitor, TD6450, in combination alone, and with

other HCV antivirals.

Methods: In this Phase 2a study, 16 genotype (GT) 4 subjects without

cirrhosis were randomized 1:1 in a blinded fashion and treated with

60 or 120 mg TD6450 in combination with 120 mg FDV + RBV for

12 weeks with 12 weeks post-treatment follow-up. HCV RNA data

using COBAS� AmpliPrep and TaqMan� HCV Test v2.0 assay

(lower limit of detection 15 IU/mL), safety, and pharmacokinetic

(PK) data are reported for all subjects.

Result: 75% of subjects were male, 81% white, and mean age was 51

(29–70) years. At baseline, mean HCV RNA was 5.7

(4.9–6.6) log10 IU/mL. All subjects achieved HCV RNA\15 IU/mL

by Week 3 and 100% of subjects achieved SVR12. No viral break-

through or relapse occurred. One subject randomized to the TD6450

60 mg group had the NS5A resistance associated variant Y93H at

baseline.

There was no TD6450 dose response relationship for either efficacy or

safety results. FDV + TD6450 + RBV was well tolerated. No subject

discontinued due to an AE and no SAEs or Grade 4 AEs were

reported. Two AEs of Grade 3 anemia were reported for which the

dose of RBV was reduced and then discontinued; haemoglobin values

subsequently improved. The most common AEs were nausea (7/16),

fatigue (7/16), and headache (6/16); all were mild except 1 moderate

fatigue. Frequent laboratory abnormalities included increased
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bilirubin and decreased haemoglobin. The increase in bilirubin is

consistent with benign unconjugated hyperbilirubinemia known to be

caused by FDV, as well as the known effect of RBV-induced

hemolysis. Bilirubin values normalized following completion of

treatment. When compared to PK data from monotherapy studies, the

PK data in this study demonstrate a mild increase in exposure of

TD6450 120 mg when administered with FDV 120 mg, and a mini-

mal effect of TD6450 120 mg on FDV exposure. Consequently, the

120 mg dose of TD6450 was selected for future clinical studies.

Conclusion: This study demonstrates that treatment with

FDV + TD6450 + RBV for 12 weeks was well tolerated and highly

effective in patients with GT4 HCV infection. Phase 2a studies

evaluating the effectiveness of FDV + TD6450 ± RBV in patients

with GT1b HCV are now ongoing.
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Phase 1 study to evaluate the safety, pharmacokinetics,
and antiviral activity of CC-31244, a pan-genotypic, potent non-
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Background: Development of NNIs for treating HCV infection has

been hampered by the lack of pan-genotypic activity and a low barrier

to drug resistance. CC-31244 is a novel, pan-genotypic non-nucle-

oside inhibitor (NNI) that shows good potency against common NNI

and nucleoside drug resistance variants, and can potentially be used as

part of combination direct acting agent therapy for HCV infection.

We report results of an ongoing randomized, double-blinded, Phase 1

study evaluating the safety, PK, and antiviral activity of CC-31244 in

healthy volunteers and HCV-infected patients. Additionally, we

sought to compare CC-31244 levels in healthy volunteers with rat and

monkey, and predict CC-31244 human liver concentrations based on

additional preclinical data.

Methods: Phase 1 study (Part 1): 42 healthy subjects received single

(20–400 mg) or repeated (200 or 400 mg daily for 7 days) oral doses

in an escalation design. PK was obtained at various times throughout

the study period. Preclinical study: rats and monkeys were adminis-

tered a clinically relevant single oral dose of 10 mg/kg of CC-31244.

Plasma concentration was measured at baseline and selected times up

to 24 h post dose in dog, rat, and monkey, including liver levels in rat

and monkey. Phase 1 study (Part 2): 4 HCV-infected patients received

oral doses of 400 mg taken daily for 7 days. PK was obtained at

various times throughout the study period. HCV RNA level was

measured at screening, Days -1 to 13, and Day 35.

Result: There were no serious adverse events or study drug discon-

tinuations due to adverse events. CC-31244 had a substantial and

durable antiviral effect with a mean HCV RNA viral load decline of 3

logs from baseline by 48 h. The average viral load at 6 days after the

last dose was a mean 1.9 logs below baseline. Plasma exposure in

monkeys and rats administered 10 mg/kg were similar to the repeated

doses in humans. The estimated 24 h human liver concentration

(ranged from 450–12,000 nM based on rat and 50–740 nM based on

monkey) was above the EC90 of both wild-type and resistant viruses

at the 400 mg daily repeated dose (based on total plasma levels).

Conclusion: CC-31244 showed an acceptable safety profile up to

400 mg once daily for 7 days. Despite the limitations of the small

sample size and short observation period, the rapid and marked

decline in HCV RNA levels, slow viral rebound after treatment, and

no viral breakthrough during treatment is highly favourable compared

to currently approved NNI. Results of this study suggest that CC-

31244 could be an important component in an all oral, ultra-short

HCV combination therapy.
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Background: 5.4 million people are estimated to have chronic kid-

ney disease (CKD) in Vietnam. Hepatitis C virus (HCV) infection is

an important cause of morbidity, liver disease-related deaths from

complications of decompensated cirrhosis (DC) and hepatocellular

carcinoma (HCC) and cardiovascular mortality in CKD patients. A

fixed-dose combination of elbasvir/grazoprevir (EBR, NS5A inhi-

bitor/GZR, NS3/4A protease inhibitor) was recently studied in the

C-SURFER clinical trial, a phase II/III double-blind, placebo-control

trial in HCV genotype 1 (GT1) patients with CKD4/5.

Therefore the aim of this study was to translate short-term findings

from the C-SURFER trial into long-term predictions of the clinical

impact of EBR/GZR on the incidence of specific liver and kidney

related complications, life expectancy, and discounted quality-ad-

justed life years (QALYs) in Vietnam compared with no treatment

(NoTx) and pegylated interferon plus ribavirin (peg-IFN/RBV).

Methods: A computer-based mathematical model of the natural

history of chronic HCV GT1 infection and chronic kidney and liver

disease was developed to project lifetime cumulative incidence of

DC, HCC, end-stage liver disease (ESLD) mortality, end-stage renal

disease (ESRD) mortality, and life expectancy (LY). Efficacy of

EBR/GZR was obtained from C-SURFER trial. In the pre-specified

primary population, the proportion of patients achieving sustained

viral response 12 weeks after the completion of therapy was 0.99

(0.95–1.00). Based on the results of a meta-analysis, we assumed an

efficacy of 0.60 (0.47–0.71) for peg-IFN/RBV. Data on baseline

characteristics of the simulated patients were obtained from Vietnam,

where available and supplemented with data from Taiwan and the US

National Health and Nutrition Examination Survey. Natural history

parameters were estimated from published studies. Base case values

for incidence were estimated and sensitivity analyses were also

conducted.

Result: EBR/GZR was projected to reduce lifetime cumulative

incidence of DC to 3.47% from 18.14 and 9.01% compared with

NoTx and Peg-IFN/RBV, respectively. The incidence of HCC was

projected to be 21.64% in patients, receiving NoTx and 8.90% with

peg-IFN/RBV compared with 1.02% when EBR/GZR was used. As a

result, EBR/GZR reduced ESLD mortality from 27.53% with NoTx

and 10.63% with Peg-IFN/RBV to 0.24%. EBR/GZR extended life

expectancy by 4.2 and 2.0 years compared with NoTx and peg-IFN/

RBV, respectively. This resulted in projected higher average dis-

counted QALYs of 9.9570 for EBR/GZR compared with 7.6758 for

NoTx and 8.6986 for peg-IFN/RBV (Table 1). The results were

sensitive to assumed patient characteristics.

Conclusion: Our model predicted that EBR/GZR will significantly

reduce the incidence of liver-related complications and prolong life in

patients with chronic HCV GT1 infection and CKD compared with no

treatment or use of peg-IFN/RBV.
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Ledipasvir/sofosbuvir for 8 or 12 weeks with or without ribavirin
in HCV genotype 4 patients in Egypt

Gamal Shiha1, Imam Waked2, Reham Soliman1, Wael Abdel-
razek2, Mohamad Hassany3, Rabab Fouad4, Waleed Samir1, Radi
Hammad3, Aisha Elsharkawy4, Mohamad Eltabbakh2, Kathryn
Kersey5, Benedetta Massetto5, Sophia Lu5, Diana M Brainard5,
John G McHutchison5, Wahid Doss3, Gamal Esmat4

1Egyptian Liver Research Institute and Hospital, Dakahlia, Egypt;
2National Liver Institute, Menoufia University, Al Minufiyah, Egypt;
3National Hepatology and Tropical Medicine Research Institute,

Cairo, Egypt; 4Cairo University, Cairo, Egypt; 5Gilead Sciences,

Foster City, USA

Background: Egypt has the highest prevalence of chronic hepatitis C

virus (HCV) infection in the world, and more than 90% of patients are

infected with genotype (GT) 4 virus. Ledipasvir/sofosbuvir (LDV/

SOF) for 12 weeks resulted in a SVR12 rate of 93% (41/44) in GT4

HCV in a phase 2 study conducted in France. The aims of this

ongoing study are to evaluate the safety and efficacy of shorter

treatment durations and the contribution of ribavirin (RBV) to LDV/

SOF in treatment-naı̈ve (TN) and—experienced (TE) patients, with

and without cirrhosis, with chronic genotype (GT) 4 HCV infection in

Egypt.

Methods: TN patients were randomized to 8 or 12 weeks of LDV/

SOF ± RBV, stratified by cirrhosis status. IFN-experienced patients

were randomized to 12 weeks of LDV/SOF ± RBV, stratified by

cirrhosis status, while SOF-experienced patients received 12 weeks of

LDV/SOF + RBV. The primary endpoint is SVR12.

Result: 255 GT4 patients (170 TN and 85 TE) were enrolled and

treated at 4 sites in Egypt. Among TN patients: 54% were male, mean

(range) age 49 (21–74), mean (range) BMI 30 kg/m2 (21–50), 18%

had compensated cirrhosis, 7% had baseline HCV RNA

C8,000,000 IU/mL, and 78% had IL28B non-CC genotype. Among

TE patients: 76% were male, mean (range) age 50 (23–74), mean

(range) BMI 29 kg/m2 (19–51), 27% had compensated cirrhosis, 13%

were SOF-experienced, and 91% had IL28B non-CC genotype.

SVR12 rates are summarized below. Overall, 93% of patients (79/85)

who received 8 weeks LDV/SOF ± RBV and 99% (168/170) who

received 12 weeks LDV/SOF ± RBV achieved SVR12. The most

common AEs ([ 10% of patients in any treatment group) were

headache and fatigue. Three patients had serious AEs: two road traffic

accidents and one with atypical chest pain. None of the SAEs was

considered related to study drug and one (road traffic accident) led to

treatment discontinuation.

Conclusion: These results support the use of LDV/SOF for 8 weeks

in treatment-naı̈ve patients with genotype 4 HCV without cirrhosis.

LDV/SOF with or without ribavirin for 12 weeks resulted in high

SVR12 rates in genotype 4 HCV patients regardless of prior treatment

experience or presence of cirrhosis.
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Background: Ledipasvir/sofosbuvir (LDV/SOF) for 8 weeks resulted

in a 94% SVR12 rate in non-cirrhotic, treatment-naı̈ve (TN) patients

with genotype (GT) 1 HCV infection in the phase 3 ION-1 study. In

addition, 98% (44/45) of patients who had failed prior treatment with

SOF + ribavirin (RBV) ± pegylated interferon were successfully

treated with LDV/SOF + RBV for 12 weeks in a retreatment study.

The aims of this study were to evaluate the safety and efficacy of

LDV/SOF for 8 weeks in GT1 HCV mono-infected and HCV/HIV

coinfected patients and LDV/SOF + RBV for 12 weeks in GT1 and 3

HCV patients who failed treatment with SOF + RBV.

Methods: This open-label study enrolled TN non-cirrhotic patients

with GT1 HCV with or without HIV-1 coinfection to receive 8 weeks

LDV/SOF (90 mg/400 mg daily). HCV/HIV coinfected patients were

antiretroviral (ARV) naı̈ve or on a stable ARV regimen for C8 weeks.

SOF-experienced patients with GT1 or GT3 HCV, with or without

cirrhosis, who had virologic failure following SOF + RBV for 16 or

24 weeks were enrolled and received LDV/SOF + RBV
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(1000–1200 mg daily) for 12 weeks. NS5A and NS5B resistance

associated substitutions (RAS) were identified via deep sequencing

and are reported using a 15% cutoff. Safety assessments included

adverse event (AE) and clinical laboratory test monitoring; renal

function, CD4 count and HIV-1 RNA were monitored in HCV/HIV

coinfected patients. The primary efficacy endpoint was sustained viral

response 12 weeks after treatment (SVR12).

Result: Overall, 153 subjects were enrolled and treated: 67 TN patients

with HCV mono-infection, 59 TN patients with HCV/HIV-coinfection,

and 27 SOF-experienced patients. 56% were male with mean (range)

age 40 (19, 76) years. At baseline, 3% had NS5A RAS and 31% had

NS5B RAS. Non-nucleoside reverse transcriptase inhibitor ARV reg-

imens were used by 64% of HCV/HIV coinfected patients and 17%

were ARV-naı̈ve; mean CD4 counts (range) were 497/lL (188, 624)

and 587/lL (417, 693), respectively. Among SOF-experienced patients,

22% had GT3 HCV and 37% had cirrhosis.

In TN patients with GT1 HCV and without cirrhosis, LDV/SOF for

8 weeks resulted in SVR12 rates of 100% (67/67) in HCV-GT

monoinfected and 97% (57/59) in HCV/HIV coinfected patients; 2

GT1a patients relapsed. In SOF-experienced patients, the SVR rate was

96% (26/27). All patients with baseline RAS achieved SVR. AEs

reported by [10% of patients in any group were headache and dys-

pepsia. There were no clinically meaningful changes in lab parameters

and no HCV/HIV coinfected patient had HIV virologic rebound.

Conclusion: LDV/SOF for 8 weeks resulted in high SVR rates of

97–100% in TN, non-cirrhotic patients with GT1 HCV regardless of

the presence of HIV-1 coinfection. LDV/SOF + RBV for 12 weeks

may be a treatment option for GT1 or GT3 patients who do not

achieve SVR with SOF-based therapy.
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Background: Hepatitis C virus (HCV) infection is a public health threat

due to its impact on liver related morbidity and mortality. Though HCV

is of low endemicity in Turkey (anti-HCV + prevalence of 0.95%) [1], it

is a primary cause of late stage liver disease [2], which strains both

healthcare and economic systems. However, the development of direct

acting anti-viral therapies has shifted the treatment paradigm, resulting

in higher treatment efficacy and fewer side effects. These newer thera-

pies, though curative, can be costly. This study aims to evaluate the

economic impact of achieving HCV elimination in Turkey.

Methods: A model was developed to estimate changes in HCV-re-

lated disease and economic burden. All inputs were seeded in

published literature and validated by a team of country experts

(Table 1). Direct Costs in Turkish Lear (TL) include screening, lab,

treatment, and healthcare costs. Indirect Costs are estimated as lost

productivity using disability-adjusted life years (DALYs). Three sce-

narios were developed to estimate the cost-effectiveness of HCV

treatment through 2050 (Table 2): Historical Base; Increase Treatment

and SVR, and WHO Targets. Additionally, the WHO Targets strategy

was assessed at three different price points: 40,000 TL, 60,000 TL

(base cost), and 100,000 TL. The 2015 GDP per capita (26,850 TL)

was chosen as the threshold to determine cost-effectiveness.

Result: Under the Base scenario, cumulative total direct and indirect

costs (2015–2050) were estimated to be 48.8 billion TL. This means

that\5% of the public health budget is spent on HCV, annually.

Under the Increased Treatment and SVR scenario, cumulative total

direct and indirect costs (2015–2050) would decrease by [20%,

compared to the Base scenario (Fig. 1). This would require *8% of

the public health budget to be spent on HCV.

Under the WHO Targets strategy at the base price point, cumu-

lative direct and indirect costs would total *33 billion TL. However,

after 2035, minimal treatment or diagnostic costs would be incurred

due to elimination of HCV. When evaluated at the low (40,000 TL)

and high (100,000 TL) price points, a maximum of 11 and 25% of the

public health budget would need to be spent on HCV in the next

5 years, respectively.

At a threshold of 26,850 TL, all scenarios were cost-effective

(Fig. 2). The largest return on investment was seen under the WHO

Targets 40,000 TL price point, which achieved cost effectiveness in

2032 (Fig. 1). More so, cumulative direct and indirect costs decreased

by[45% due to a marked decline in DALYs.

Conclusion: All strategies analyzed were found to be cost effective.

However, policies to expand screening and treatment, with a treat-

ment cost of 40,000 TL, could both achieve WHO Targets of

elimination by 2030 and achieve cost effectiveness by 2032.
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Background: The once-daily fixed-dose combination (FDC) tablet of

sofosbuvir/velpatasvir (SOF/VEL) administered for 12 weeks, has

demonstrated high efficacy in genotypes 1–6 HCV-infected patients.

A prospective clinical trial was performed to evaluate the safety and

efficacy of SOF/VEL in patients co-infected with HCV and HIV-1.

Methods: This single arm, open label study enrolled treatment naı̈ve

and -experienced HCV/HIV co-infected patients of all HCV genotypes

with or without cirrhosis. Patients on stable–antiretroviral (ARV) reg-

imens with fully suppressed HIV RNA received SOF/VEL (400 mg/

100 mg daily) for 12 weeks. ARV regimens included emtricitabine/

tenofovir disoproxil fumarate or abacavir/lamivudine with raltegravir,

cobicistat/elvitegravir, rilpivirine, ritonavir-boosted atazanavir, dar-

unavir or lopinavir. Safety evaluations included adverse event (AE) and

standard laboratory parameter monitoring including renal function

monitoring, CD4 count, and HIV-1 RNA levels. The primary endpoint

was sustained virologic response 12 weeks after treatment (SVR12).

Result: 106 patients were enrolled and treated with SOF/VEL for

12 weeks. 86% were male, 45% were black, 77% had IL28B non CC

genotypes, 29% had prior treatment failure (primarily PegIFN/RBV), and

16% had compensated cirrhosis. The genotype distribution was 62%

GT1a, 11% GT1b, 10% GT2, 11% GT3 and 5% GT4. Median baseline

CD4 count was 548 cells/lL (range 183–1513 cells/lL) with a median

estimated glomerular filtration rate of 97 mL/min (range 57–198 mL/

min). Boosted protease inhibitor (PI) regimens were the most commonly

used regimen). The most common AEs were fatigue (19%), headache

(14%) and nausea (7%). One patient experienced a serious adverse event

(toe infection), considered unrelated to study drugs. No patient experi-

enced confirmed HIV virologic rebound (HIV-1 RNAC400 copies/mL).

No significant changes in lab abnormalities including renal function were

observed. SVR12 was achieved in 101/106 (95%) of patients (Table 1).

Conclusion: The single tablet regimen of SOF/VEL administered for

12 weeks was well tolerated in HCV/HIV co-infected patients with

GT 1–4, regardless of past treatment experience or presence of

cirrhosis.
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Background: The antiviral activity, resistance profile, pharmacoki-

netics (PK), safety, and tolerability of Yimitasvir Phosphate, a

nonstructural protein 5A (NS5A) replication complex inhibitor, were

evaluated in a double-blind, placebo-controlled, multiple dose study.

Methods: Twenty-four patients with chronic hepatitis C virus (HCV)

genotype 1 infection were randomized to receive a 7-day course of

Yimitasvir Phosphate (30, 100, or 200 mg once daily) or placebo in a

ratio of 1:1:1:1. The antiviral activity, resistance profile, pharma-

cokinetics (PK), safety, and tolerability were assessed.

Result: The maximum decline from baseline in HCV RNA is

5.11 log10 IU/mL. Most patients experienced viral rebound on or

before day 7 of treatment with Yimitasvir Phosphate monotherapy.

Viral rebound or non-response maybe associated with viral variants

that had been previously implicated in resistance development in vitro

replicon system. The PK profile was supportive of once-daily dosing

with median peak plasma concentrations at 4–12 h postdose and

mean terminal half-life of 12–21 h after 7 days treatment. Steady

state was achieved following 5 days of daily dosing. The accumula-

tion rate were similar among the 30, 100 and 200 mg groups

(1.4–1.7), which indicates that the accumulation is low. The rela-

tionship between Yimitasvir exposures (AUC and Cmax) and dosage

were linear and the slopes were 1.07 and 1.09, respectively. Yimi-

tasvir phosphate was well tolerated in all dose groups. Most of the

adverse events were mild and recovered or improved without treat-

ment. There were no significant clinically relevant changes in vital

signs, laboratory, or electrocardiogram parameters.

Conclusion: Yimitasvir phosphate is the first NS5A replication

complex inhibitor with multiple dose proof-of-concept in clinic in

China. At doses of 30–200 mg daily, Yimitasvir Phosphate was well

tolerated, with a PK profile supportive of once-daily dosing, and

produced a rapid and substantial decrease in HCV-RNA levels in

patients chronically infected with HCV genotype 1.
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Background: Conventional serological markers of liver fibrosis have

several disadvantages including their complexity, the relatively long

turn-around time, and high associated costs, and relatively low sensi-

tivity. The study aims to test the feasibility of diagnosing and staging

liver fibrosis via a flexible multi-analyte profiling (xMAP) technology

by quantitative estimation of serological markers. Estimation of serum

markers is a non-invasive investigation, carries no risk of complica-

tions, has a negligible tendency for sampling errors and inter-observer

variability, making it a particularly useful tool for dynamic monitoring

of fibrogenesis. Moreover, the serological results can be a useful

complement to the imaging techniques. The present study is intend-ed

to serve as a pilot-test for assessing the feasibility of diagnosing and

staging liver fibrosis via a Luminex 200 platform, targeting four direct

serum markers (TGF-b1, TIMP-1, Laminin and Collagen IV).

Methods: Serum samples were collected from 81 patients and 14

healthy volunteers. Liver biopsy specimens were obtained from 23

patients for staging of liver fibrosis. Absolute quantification of

transforming growth factor-b1 (TGF-b1), tissue inhibitor of matrix

metalloproteinases (TIMP-1), laminin and collagen IV were obtained

from each serum sample via ELISA and xMAP methods.

Result: xMAP method had a higher efficacy than ELISA in distin-

guishing patients with stage IV liver fibrosis from healthy persons.

Besides, xMAP could distinguish early stage liver fibrosis from late

stage fibrosis, by demonstrating differences with respect to all the four

biomarkers. Moreover, the receiver operating characteristics curves

suggested discriminatory power of all four biomarkers on the xMAP

platform, and that TGF-b1 had the best P value.

Conclusion: We demonstrated the efficacy of bead assay xMAP

method in diagnosing and staging of liver fibrosis. xMAP method is a

promising diagnostic tool for future clinical practice.
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Background: Nowadays, there is no perfect noninvasive method to

predict portal hypertension (PH). Recent data suggest that noninva-

sive liver fibrosis indexes could be useful to assess presence of

esophageal varices in cirrhotic patients. We aim to evaluate the

diagnostic efficacy of as a surrogate of PH.

Methods: A total of 238 patients with cirrhosis underwent hepatic

venous pressure gradient (HVPG), serum markers easily available

were collected to analyze the variables associated with the grade of

PH. Then, we investigated the diagnostic performances of the single

serum noninvasive fibrosis indexes and their combinations for pre-

dicting clinically significant PH (CSPH) and severe PH (SPH).

Besides, the performances of these fibrosis indexes in different sub-

groups were investigated.

Result: Multivariate analysis of serum noninvasive markers showed

that aspartate aminotransferase (AST) values, platelet (PLT) count

and albumin (ALB) were associated with grade of PH. Among the

seven liver fibrosis indexes, King’s score, AST-to-PLT ratio index

(APRI) and Lok index showed modest diagnostic accuracy for pre-

dicting CSPH and SPH as indicated by an AUC of 0.755, 0.742,

0.740, and 0.742, 0.722,0.717, respectively. Besides, combination of

the King’s score (cutoff 23.47) and the Lok index (cutoff 1.30) pre-

dicted the presence of CSPH with highest PPV (95.38%) and +LR

(5.49). As to subgroups analysis, the noninvasive screening model

may be more applicable to patients with viral etiology.

Conclusion: Serum noninvasive fibrosis indexes had modest diag-

nostic accuracy of PH in patients with liver cirrhosis. They may not

be able to replace the utility of HVPG for the diagnosis of PH, but

may be used as first-line screening for CSPH in liver cirrhosis.
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Changes of liver stiffness values during interferon-free therapy
of HCV in relation to the stages of liver fibrosis and cirrhosis

Dina Attia1,2, Katja Dederting1, Janet Cornberg1, Michael
Manns1, Michael Gebel1, Markus Cornberg1, Heiner
Wedemeyer1, Andrej Potthoff1

1Department of Gastroenterology, Hepatology and Endocrinology,

Hannover Medical School, Hannover, Germany; 2Department of

Gastroenterology, Hepatology and Endemic Medicine, Faculty of

Medicine, Beni Suef University, Beni Suef, Egypt

Background: Novel interferon-free antiviral therapies of chronic

hepatitis C leads to high rates of sustained virological responses

(SVR). The aim of this study was to evaluate changes of liver stiffness

during and after antiviral therapy using Acoustic Radiation Force

Impulse Imaging (ARFI) elastography including patients with

advanced and decompensated cirrhosis

Methods: A total of 318 consecutive patients with chronic HCV

infection (mean age 59 years, 58% males) were included in this

longitudinal prospective single center study. All patients received

novel direct acting antivirals against HCV for 8-24 weeks and liver

stiffness measurement by ARFI (LSM-ARFI) at baseline, W4, W12,

W24, FU24 and FU48 in segments 6 and 8. Transient elastography

(LSM-TE) was performed at baseline and FU24

Result: LSM-ARFI values correlated strongly with AST levels

(p\ 0.001), the Child-Pugh score (p\ 0.001) and LSM-TE values

(p\ 0.001) while an inverse correlation became evident for HCV-

RNA (p = 0.001). After HCV clearance LSM-ARFI values still

correlated with AST and LSM-TE at FU 24 (p\ 0.001, p\ 0.001,

respectively). A significant overall decrease of mean LSM-ARFI

values was observed both in S6 and S8 which continued over time

until the end of follow-up week 48. A regression of LSM-ARFI

values of at least 20% occurred in 46% patients until follow-up week

24. LSM-cirrhosis showed one stage decrease in 18% and more than

two stages in 25%. The decrease of LSM-ARFI values was less

pronounced in patients with severely impaired liver function as

compared to patients with well compensated cirrhosis

Conclusion: Liver stiffness values decline during and after interferon-

free DAA treatment of chronic hepatitis C, even in patients with liver

cirrhosis. However, the benefit is less obvious in decompensated

cirrhosis

OP166

sqFibrosis: a fully quantitative classification method to facilitate
fibrosis scoring using collagen stains

Yang Yu1,2,3, Jiahao Wang4, Chan Way Ng1, Shuoyu Xu5,
Jiangwa Xing2, Aileen Wee1,6,7, Roy e Welsch3,8, Peter T. C So3,8,
Hanry Yu2,9,10

1National University of Singapore, Singapore, Singapore; 2Institute of

Bioengineering and Nanotechnology, Agency for Science,

Technology and Research (A*STAR), Singapore, Singapore;
3SMART: Singapore-MIT Alliance for Research and Technology,

Singapore, Singapore; 4Zhejiang University, Hangzhou; 5Invitrocue

Pte Ltd, Singapore, Singapore; 6National University Hospital,

Singapore, Singapore; 7National University Health System,

Singapore, Singapore; 8Massachusetts Institute of Technology,

Cambridge, USA; 9Yong Loo Lin School of Medicine, National

University of Singapore, Singapore, Singapore; 10Mechanobiology

Institute, Singapore, Singapore

Background: We have previously developed qFibrosis [1], a feature-

based classification method to facilitate accurate fibrosis scoring of

liver biopsy samples in animal model and HBV patients. The histo-

logical features were extracted from a quantitative second-harmonic

generation microscopy which avoids staining but expensive. We aim

to extend and improve the method to analyze images and features

from the classical collagen stained liver samples to massively increase

the utility of the method in less sophisticated clinical or lab settings.

Compared with the traditional Collagen Proportation Area (CPA) on

stained samples, the machine learning based method can be more

accurate and sensitive in facilitating liver fibrosis scoring.

Methods: A new index (sqFibrosis) was established as a combined

index from both Mason Trichrome (MT) and Sirius Red (SR) based

Hepatol Int (2017) 11 (Suppl 1):S1–S1093 S113

123



on 119 parameters of architectural features. Images acquired from 20

Thioacetamide-treated rat biopsy samples were used to train and test

staining index and to demonstrate its reproducibility. Its scoring was

further analyzed employing Metavir fibrosis staging as standard ref-

erences, and collagen proportionate area (CPA) measurement for

comparison. We also compared the robustness of the method with or

without incorporating the histological features previously reported in

qFibrosis to possibly simplify the algorithm and increase the speed of

the analysis.

Result: sqFibrosis could reliably recapitulate Metavir fibrosis scores,

as it can identify differences between all stages in animal samples

(p\ 0.001). It is robust to imaging field, image resolution and light

intensity, allowing for sensitive grading of fibrosis score (area under

the curve (AUC): 0.90–0.93 for fibrosis detection; AUC: 0.85–0.92

for significant fibrosis detection and AUC: 0.87-1 for cirrhosis

detection). sqFibrosis demonstrates superior performance to CPA on

all counts.

Conclusion: sqFibrosis can improve fibrosis scoring accuracy and

throughput, thus making it possible to quantitatively stage liver

fibrosis using conventional collagen stained liver samples readily

available in less sophisticated clinical or lab settings. Since there are

large repertoire of such MT and SR-stained clinical samples already

available worldwide, we are adapting this method in retrospective

studies on such patient samples with or without incorporating the

histological features.

Reference: 1. Xu S, Wang Y, Tai DCS, Wang S, Cheng CL, Peng Q,

Yu H. qFibrosis: a fully-quantitative innovative method incorporating

histological features to facilitate accurate fibrosis scoring in animal

model and chronic hepatitis B patients. J Hepatol.

2014;61(2):260–269. doi:10.1016/j.jhep.2014.02.015.

OP167

A comparative analysis of controlled attenuation parameter
to liver biopsy variables in NASH patients

Kerstina H Boctor1,2, Magdy Elkhashab1,3, Marzena Magnes1

1Toronto Liver Centre, Toronto, Canada; 2Johns Hopkins BSPH,

Baltimore, USA; 3University of Toronto, Toronto, Canada

Background: While liver biopsy remains the gold standard for

patients with non-alcoholic liver disease, transient elastography has

been validated as a powerful non-invasive method of assessing and

monitoring liver fibrosis. The relatively recent use of the continued

attenuation parameter (CAP) has become a widely used tool thought

to be specifically useful in detecting varying degrees of fatty liver.

Due to the ambiguous nature of the measuring scale that accompanies

CAP measurements, our study thought to evaluate the correlation

between CAP and Liver biopsy (Brunt Steatosis and Fibrosis). We

also sought to evaluate the accuracy by which CAP is able to rule in

or rule out the presence of steatosis.

Methods: 75 patients who underwent a Liver Biopsy for confirmative

diagnosis of NASH and liver fibrosis staging were retrospectively

analysed. Data collection focused on: demographics, fibroscan tests

(specifically CAP), and Liver Biopsy (NAS C2). All Liver biopsies

(interpreted by a liver pathologist) were conducted at one facility;

while fibroscan tests was conducted at a separate facility. Data was

statistically analysed and variation of probe size accounted for.

Result: All 75 patients were primarily referred for ALT elevation

discovered by family physicians. Of the 75, 40 were males, and 35

females. Mean age for males was 50.6, and females 54.1.

75 patients underwent both a fibroscan and biopsy with a mean time

of 275.7 ± 14 days in between tests.

Fibroscan: Mean LS was 13.1 for males, females, and total cohort.

Mean CAP values for males, females, and cohort were: 322.8, 333.2,

and 327.7, respectively.

Liver Biopsy: CAP value correlated to Brunt Steatosis with a P-value

of 0.20. While CAP to Brunt Fibrosis showed a strong correlation of

P = 0.02. NAS score correlated to LS with P-value of 0.021. CAP

provided a sensitivity of 97.2% and specificity of 50.0%.

Conclusion: In our descriptive analysis, CAP poorly correlated with

steatosis (p = 0.26) on liver biopsy; however, it strongly correlated to

Brunt Fibrosis (p = 0.02). We are currently conducting further

analysis on a larger cohort in order to further explore whether this

discrepancy is related to CAP measurements versus that of liver

biopsy sampling error.
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Response of Mannitol Infusion in Cirrhotic Patients with Ascites
Receiving Diuretic Therapy

Md. Jamshed Alam1, Md. Goalm Masud2,

1Dept. of Hepatology, Shaheed Suhrawardy Medical College

Hospital, Dhaka, Bangladesh; 2Dept. of Hepatology, Sher-E-Bangla

Medical College Hospital, Barisal, Bangladesh

Background: Cirrhosis with Ascites is a common problem in Ban-

gladesh, comprises 2.6% of total admission in Medical College

Hospital. Conventional diuretic e.g. spironolactone and frusemide at

the ratio of 2.5:1 has been used for the treatment of cirrhotic ascites.

20% mannitol is an osmotic diuretic can be used as an additive along

with conventional diuretics for the treatment of cirrhotic ascites.

Methods: A Case-control study, included 100 patients of cirrhosis of

liver with ascites, 50% were cases and 50 were controls, done in the

department of hepatology in Sher-E-Bangla Medical College Hospi-

tal, Barisal, Bangladesh from January 2012–December 2013. Both

cases and controls were taken randomly based on prefixed inclusion

criteria (all patients with cirrhosis of liver with ascites of either sex

and aetiology and age 18 years or more) and exclusion criteria(pre-

vious hepatic encephalopathy, HCC, HRS, advanced renal failure,

electrolyte imbalance and episodes of previous variceal bleeding).

Result: Baseline mean (SD) S. Bilirubin, ALT, Alkaline phosphatase,

PT, Urea, Creatinin, Albumin, Sodium, Potassium, Urinary Sodium,

Urinary Volume, Weight were 70(55) micromole/L, 93(64)U/L,

202(157) U/L, 26.5 (12.5) S, 29 (9) mg/dl, 1.3(0.7) mg/dl, 30 (2)gm/

L, 134 (8)mmol/L, 4.5(1) mmol/L, 80 (50)mmol/L,

1675(1175)ml/day and 68 (27)kg respectively without statistical dif-

ference between two groups(cases and controls).Urinary volume

(ml/day) after infusion of 20% mannitol in cases and 5% D/A in

controls for consecutive three days were 1800 (439)ml/day and 1360

(615) ml/day respectively. Urinary volume was significantly

increased in cases (p\ 0.05) after 20% mannitol infusion.

Conclusion: Urinary volume was significantly increased by 20%

mannitol infusion without any electrolytes disorder. Therefore,

mannitol was a useful additive to conventional diuretics in the

treatment of cirrhotic ascites.

OP169

Outcomes of severe sepsis and septic shock associated acute
kidney injury in critically ill cirrhotics

Rakhi Maiwall1, Priyanka Jain1, Amrish Sahwney1, Guresh
Kumar1, Lalita G Mitra1, Prashant Agarwal1, B C Sharma1,
Suman Lata Nayak1, Shiv Kumar Sarin1

1Institute of Liver and Biliary Sciences, New Delhi, India

Background: Acute kidney injury (AKI) is a common (&50%)

sequel of sepsis in the intensive care unit (ICU) and has detrimental

effects on organ functions and survival. There are no prospective

studies evaluating the exact course, predictors of recovery, influence

of AKI on other organ functions and outcome in critically ill cir-

rhotics with severe sepsis associated AKI.

Methods: Consecutive patients with cirrhosis with severe sepsis

(n = 39) or septic shock (n = 156) were prospectively followed until

death or liver transplant.

Result: A total of 195 cirrhosis [age 47 ± 10.7 years, 88% males,

mean MELD 30 ± 8.1, SOFA score 12 ± 4.7]; 126 (65%) alcohol-

related were included of which 87 (44.6%) were alive at 1-month.

Pneumonia was the commonest [100, 51.2%] site of infection fol-

lowed by SBP [85, 43.6%]. AKI at admission was present in 156

(80%), [Stage I:II:III in 4 (2.5%): 23 (14.7%):129 (82.6%)]; 87

(55.7%) requiring dialysis(SLED-78, CRRT-9) within a mean of

36 ± 12.6 h. AKI progressed in 57 (36.5%) and improved in 52

(33.3%) patients. On multivariate analysis, use of terlipressin versus

noradrenaline as initial vasopressor (p = 0.001, OR 8.2, 95% CI

2.32–28.9), non-requirement of dialysis (p = 0.006, OR 6.04, 95% CI

1.67–21.8) and high serum bicarbonate (p = 0.02, OR 3.42, 95% CI

1.23–12) were predictors of AKI recovery. At day 7, a significant

worsening of mean arterial pressure (MAP) (p\ 0.001), PaO2/FiO2

ratio (p = 0.004) and hepatic encephalopathy (p\ 0.001) was noted

for patients who had no-recovery versus those who had AKI recovery

which also correlated with poor survival. Serum lactate (p\ 0.001,

HR 1.12, 95% CI 1.07–1.17), MAP (p = 0.006, HR 0.98, 95% CI

0.97-0.99)and recovery of AKI (p\ 0.001, HR 0.22, 95% CI

0.10–0.47) were independent predictors of 28-day mortality.

Conclusion: Almost 80% of septic cirrhotics have AKI which is

severe, does not recover in 2/3rd, and requires early use of terlipressin

and renal support. Presence and development of AKI negatively

impacts functions of other organs and survival.
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Biochemical evaluation of relative adrenal insufficiency (RAI)
in decompensated cirrhosis of liver patients

Mohammad Forhadul Islam Chowdhury1, Mamun al Mahtab1,
Sheikh Mohammad-Noor-e-alam1, Nooruddin Ahmad1

1Department of Hepatology, Bangabandhu Sheikh Mujib Medical

University, Dhaka, Bangladesh

Background: Adrenocortical dysfunction in patients with liver cir-

rhosis has been described for over half a century. Relative adrenal

insufficiency (RAI) is the term given to inadequate production of

cortisol with respect to the severity of illness. Recent but limited data

suggest that RAI can also occur in noncritically ill cirrhosis patients.

This study was designed for evaluating adrenal function in a large

series of patients with decompensated cirrhosis of liver by doing the

short Synachten test and measuring delta cortisol.

Methods: This descriptive cross sectional study was conducted in

Hepatology Department of Bangabandhu Sheikh Mujib Medical

University, Dhaka. Seventy patients diagnosed as decompensated

cirrhosis of liver irrespective of etiology and clinical presentations

were purposively selected to see the presence of adrenal dysfunction,

for which a SD-SST was performed to measure Delta cortisol. RAI in

critical illness was defined by delta cortisol level (i.e. difference

between basal and post stimulation cortisol) of \250 nmol/L (9 lg/

dL) after SST.

Result: Of 70 study population, 7.1% (5) patient were in Child A

group, 51.4% (36) were in Child B group and remaining 41.4% (29)

were in Child C group. Mean baseline cortisol was 9.6 ± 5.84 lg/dl

and mean cortisol after inj. Synachten was 18.02 ± 12.09. Delta

cortisol was measured by deducting basal cortisol from the cortisol

level after inj. Synachten. The mean Delta cortisol was 7.28 ± 4.66

lg/dl. RAI was defined when the delta cortisol after SST was\9 lg/

dL (250 nmol/L) in the study patients. Within the study population,

high percentage (67.1%) of RAI was found. RAI was found in 20%

patients in Child Class A. 66.7% patients had RAI in Child Class B,

while 75.9% patients in Child Class C had RAI. p-value was

significant. RAI is more common in Child class C and had significant

correlation with higher Child class patients with decompensated cir-

rhosis of liver. RAI was not significant according to MELD score in

study population. 87.5% patients with MELD score below 9 had RAI,

58% patients with MELD score between 10 and 19 had RAI. 90.9%

patients with MELD score between 20 and 29 had RAI, while

remaining 1 patient with MELD score between 30 and 39 had RAI.

Conclusion: In our study a high percentage of RAI was observed.

However, there needs to be consensus on the appropriate tests and the

accepted normal values to assess adrenal function in liver disease.

Further studies are needed to clarify the clinical importance of RAI

associated to liver disease.

OP171

Serum cystatin C as a predictor of 90-day mortality in patients
admitted with complications of cirrhosis—preliminary data

Sakkarin Chirapongsathorn1, Anuchit Suksamai1, Dollapas
Punpanich1, Amnart Chaiprasert2

1Division of Gastroenterology and Hepatology, Phramongkutklao

Hospital and College of Medicine, Bangkok, Thailand; 2Division of

Nephrology, Phramongkutklao Hospital and College of Medicine,

Bangkok, Thailand Hospital, Bangkok, Thailand

Background: Model for end-stage liver disease (MELD) score has

been shown to be a predictor of mortality in patients with cirrhosis.

Serum creatinine, one of the parameters used in the MELD score, is

usually lower than expected in patients with cirrhosis due to reduced

muscle mass from malnutrition. Cystatin C is not affected by muscle

mass and has been wildly used for evaluate kidney function. There-

fore, cystatin C may be a good predictor of a mortality prediction in

patients with cirrhosis. A model adding cystatin C may increase

accuracy for mortality prediction in patients admitted with compli-

cations of cirrhosis. We aimed to compare predictive performance of

serum cystatin C level and MELD score and develop a new model to

predict 90-day mortality in patients with cirrhosis admitted with

complications of cirrhosis.

Methods: A prospective cohort study was carried out in consecutive

cirrhotic patients admitted with complications of cirrhosis during

January 2014 to December 2014 at Phramongkutklao Hospital. All

patients had venous cystatin C and laboratory values for MELD score

calculation measured within 48 h of admission. Cox regression

analysis and a c-statistic measured by ROC curve were used to predict

90-day mortality.

Result: A cohort of 223 patients with cirrhosis was admitted during

study period. Thirty-four patients were eligible for analysis. Fifteen of

these patients died within 90 days of follow up, comprised of 28

males (82%) and 6 females (18%). The mean age of 34 patients was

55 (±10) years. The major causes of cirrhosis were alcoholic cir-

rhosis (n = 26, 76%). The median of MELD score was 20.5 (15, 24).

The median of cystatin C level collected within 48 h of admission

was 1.35 (1, 1.73) mg/L. Serum cystatin C level of[1.44 mg/L has

the highest 90-day mortality prediction with the sensitivity, specificity

and diagnostic accuracy of 66.7, 68.4 and 67.6%, respectively. Cys-

tatin C and MELD score were predictive of 90-day mortality: cystatin

C OR = 1.98 (95% CI 1.92–3.29, p\ 0.008); MELD score

OR = 1.08 (95% CI 0.99–1.17, p\ 0.058). C-statistic of cystatin C

and MELD score to predict 90-day mortality were 0.63 and 0.58,

respectively. Adding cystatin C to the MELD score improved the

predictive of 90-day mortality.

Conclusion: From our preliminary data, serum cystatin C is as good

as MELD score to predict short-term mortality in hospitalized cir-

rhotic patients. The cut-off value of cystatin C level of [1.44 mg/L
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has the highest predictive value. The new MELD-cystatin C model is

superior to the MELD score in predicting mortality in cirrhotic

patients admitted with complications
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Prevalence & the risk factors of nonalcoholic fatty liver disease
in urban, population of Karachi, Pakistan: a community based
study

Amna Subhan Butt1, Saeed Hamid1, Asma Ahmed1, Waseem
Memon1, Jaweed Akhtar1

1Aga khan university hospital, Karachi, Pakistan

Background: NAFLD is an emerging health problem in Asia–Pacific

region where the knowledge about NAFLD is still lacking in general

population. We aim to estimate the prevalence and factors associated

with NAFLD in urban, adult population of Karachi, Pakistan and to

compare various risk factors of NAFLD among individuals with

normal glucose levels, impaired glucose tolerance (IGT) and diabetes.

Methods: This was population based prospective, cross-sectional

study piggyback with Pakistan Diabetes Prevention Programme

(PDPP) conducted during 2013–2016. PDPP is a large community

based trial conducted in collaboration with the University of Helsinki

in ‘‘Karachi’’ the largest metropolitan city of Pakistan. Approximately

20,000 residents of Karachi were screened for diabetes using sys-

tematic sampling with random start. Individuals aged 35–75 years,

having Indian Diabetes Risk Score (IDRs) score C60 were enrolled.

Individuals already known to have DM, existing liver disease due to

any other causes, taking alcohol or hepatotoxic drugs were excluded.

Ultrasound liver was performed by an experienced sonologist to

identify NAFLD. Anthropometric measurements and laboratory

investigations were carried out. The required sample size was 1068.

The PDPP study was funded by International Diabetes Federation

(IDF) and additional funding for NAFLD study was approved by

URC, AKUH, Pakistan. The study was approved by ERC, AKUH.

Result: A total of 1225 individuals were enrolled. Mean age was

44.4 ± 9.5 years and 8.4% were females. Approximately 464 indi-

viduals had normal glucose levels, 541 had IGT and 220 were found

to have DM. NAFLD was found in 741(60.5%) cases. The prevalence

of NAFLD was significantly higher in patients with IGT and DM

(47.2 vs. 66.7 vs. 73.2%, p\ 0.001). The higher proportion of DM,

dyslipidemia, obesity, higher BMI, higher waist and hip circumfer-

ence, higher FBS, RBS, triglycerides, ALT and lower HDL was found

among those who had NAFLD as compared to those who did not had

NAFLD (Table 1). When individuals with normal glucose levels were

compared with individuals with IGT and DM an exponentially higher

proportion of NAFLD, HTN, dyslipidemia, obesity, higher waist, hip

circumference, higher FBS, RBS, TG, ALT were found in patients

with DM as compared to individuals with IGT and normal glucose

levels. The risk estimates for NAFLD in IGT group was 1.8 times

higher than the euglycemic individuals and it was 2.2 times higher in

the presence of DM (p\ 0.001).

Conclusion: We found a very high prevalence of NAFLD among

urban, adult population of Pakistan. The exponential rise in preva-

lence of NAFLD and various risk factors associated with NAFLD was

found in patients with IGT and DM as compared to those who had

normal glucose levels. Hence, screening of individuals at risk for

NAFLD will help in early detection and treatment for NAFLD.
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A descriptive study of nash patients in a canadian urban center

Kerstina H. Boctor1,2, Marzena Magnes1, Magdy Elkhashab1,3

1Toronto Liver Centre, Toronto, Canada; 2Johns Hopkins BSPH,

Baltimore, USA; 3University of Toronto, Toronto, Canada

Background: In recent years, the research spot light has shifted to

Fatty Liver Disease (FLD) due to the rising awareness of its severe

complications of cirrhosis and hepatocellular carcinoma (HCC). In

Canada, FLD has become the most common liver disease with at least

25% of the population afflicted. With that number on the rise, the

need for non-invasive tools for diagnosis and management has

become vital. Our study aimed to better understand the patient pop-

ulation afflicted with FLD in Canada and compare the current

standards of fibrosis staging based on liver biopsy and liver stiffness

(LS) using transient elastography.

Methods: 67 patients who underwent a Liver Biopsy for confirmative

diagnosis of NASH and liver fibrosis staging were retrospectively

analysed. Data collection focused on: demographics, fibroscan tests,

and Liver Biopsy (NAS C2). All Liver biopsies (interpreted by a

specifically trained liver pathologist) were conducted at one facility;

while fibroscan testing was conducted at a separate facility.

Result: All 67 patients were primarily referred for ALT elevation

discovered by family physicians. Of the 67, 41 were males, and 26

females. Mean age for males was 48.39, and females 52.46.

65 patients underwent both a fibroscan and biopsy with a mean time

of 161.46 days in between tests.

Fibroscan: Mean LS was 14.61 kPa, with 17.17 kPa, and 11.43 kPa

for males and females, respectively. (Table 2 for gender breakdown).

39 of the 67 patients underwent serial fibroscans.

Liver Biopsy: 6 of 7 patients with NAS = 2 had significant fibrosis of

2 or greater by Brunt. NAS score correlated to LS with P-value of

0.021. Only 2 of the 67 patients had undergone serial liver biopsies.

(Refer to Table 1 for fibrosis stages by Brunt score.)

Conclusion: Our study cohort portrayed more males at affected with

NASH at a younger age and at higher Liver stiffness. A discrepancy was

found between fibrosis staging by fibroscan vs. biopsy (Brunt). Mean-

while, NAS score strongly correlated to LS suggesting that LS proves to be

a useful non-invasive tool to diagnose and monitor patients with NASH.

OP174

Serum Wisteria Floribunda agglutinin-positive Mac-2 binding
protein and platelet counts in non-viral liver diseases

Yuki Haga1, Tatsuo Kanda1, Koji Takahashi1, Masato
Nakamura1, Reina Sasaki1, Shuang Wu1, Shin Yasui1, Shingo
Nakamoto1, Makoto Arai1, Osamu Yokosuka1

1Chiba University, Graduate School of Medicine, Chiba, Japan

Background: Nonalcoholic steatohepatitis (NASH), autoimmune

hepatitis (AIH) and primary biliary cholangitis (PBC) represent

serious public health problems all over the world. All of these dis-

eases rely on histological findings for accurate diagnosis, evaluation

of staging of fibrosis and grading of activity. However, the number of

people unable to tolerate liver biopsy is growing with the advance-

ment of an aging society in Japan. Liver biopsy itself also has the risk
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of sampling errors. Because of these issues, we need innovative non-

invasive biomarkers for the diagnosis and evaluation of fibrosis and

inflammation. In this study, we examined the utility of several non-

invasive biomarkers for the evaluation of staging of fibrosis and

grading of activity in NASH, AIH and PBC.

Methods: Between 2010 and 2014, 94 patients, diagnosed with NASH,

AIH and PBC through liver biopsy specimens were studied retrospec-

tively. We classified samples from NASH, PBC and AIH patients into: no

fibrosis (F0), mild fibrosis (F1), moderate fibrosis (F2), severe fibrosis (F3),

or cirrhosis (F4); and minimal activity (A0), mild activity (A1), moderate

activity (A2), or severe activity (A3) for staging of fibrosis and grading of

activity of the liver, respectively. Serum samples were collected at the time

of liver biopsy. ALT, AST, bilirubin, albumin, hyaluronic acid, blood cell

counts, Wisteria floribunda agglutinin-positive human Mac-2-binding

protein [WFA(+)-M2BP], liver stiffness and other biological data were

analyzed. The AST to ALT ratio (AAR), the AST to platelet index (APRI)

and the fibrosis index based on four factors (FIB-4) were calculated using

the following equation: AAR = AST/ALT, APRI = [AST (/ULN:

35 IU/L)/platelet counts (PLT) (103/L)] 9 100 and FIB-4 = [AST (IU/

L) 9 Age ( years)]/[ALT (IU/L)1/2 9 PLT (103/lL)].

Result: The values of each noninvasive fibrotic marker were evaluated

in patients without cirrhosis (F1/F2/F3) vs patients with no significant

fibrosis (F4). Only PLT were significantly lower in F4 patients among

all groups. PLT may be predictive of the hepatic fibrosis in patients with

NASH, AIH and PBC. The values of several noninvasive fibrotic

markers were also significantly increased in patients with mild and

moderate inflammation (A1 and A2) vs marked inflammation (A3).

Among NASH patients, AAR, FIB-4, WFA(+)-M2BP and liver stiff-

ness were significantly higher in patients with marked inflammation.

IgA was the only marker that was significantly higher among AIH

patients with marked inflammation. AAR was the only marker that was

significantly higher among PBC patients with marked inflammation.

The relationship between histological staging of fibrosis and grading of

activity was also evaluated. Each group except for AIH patients had a

significant correlation between these two parameters.

Conclusion: Platelet counts may be predictive of the hepatic fibrosis

in patients with NASH, AIH and PBC.

OP175

Both ezetimibe and liraglutide improve liver inflammation in a 3-
week non alcoholic steatohepatitis mouse model

Francois Briand1,2, Marjolaine Quinsat1, Noemie Burr1, Isabelle
Urbain1, Clement Costard1, Emmanuel Brousseau1, Thierry
Sulpice1

1PHYSIOGENEX, Labège, France; 2France

Background: Rapid identification of drugs targeting Non Alcoholic

SteatoHepatitis (NASH) is limited by the long duration of animal models

used in preclinical studies. To obtain a faster model suitable for in vivo

screening of novel drugs, we have developed a mouse model fed a high

fat/high cholesterol diet, where cyclodextrin is co-administered to favor

hepatic cholesterol loading and expedite NASH within 3 weeks. We

aimed to further validate the model by blocking intestinal cholesterol

absorption with ezetimibe and evaluate the anti-inflammatory effects of

liraglutide, a Glucagon-like peptide 1 (GLP-1) receptor agonist.

Methods: C57BL6/J mice were fed a 60% high fat, 1.25% cholesterol,

0.5% cholic acid diet with 2% cyclodextrin in drinking water

(HFCC/cyclodextrin diet) for 3 weeks. The HFCC/cyclodextrin diet was

previously characterized to promote hepatic cholesterol loading, result-

ing in increased liver lipids content, advanced inflammation, and liver

fibrosis within 3 weeks. After 1 week of HFCC/cyclodextrin diet, mice

were treated for 2 weeks without (control) or with ezetimibe at 5 mg/

kg/day in the diet or liraglutide at 100 lg/kg intraperitoneally, QD.

Result: Compared to control, mice treated with ezetimibe for 2 weeks

showed a 35% reduction in plasma total cholesterol (p\ 0.01). Liver

weight, hepatic total cholesterol, triglycerides and fatty acids levels were

respectively reduced by 33, 71, 56 and 82% by ezetimibe (all p\ 0.01

vs. control). Hepatic expression of genes involved in inflammation (pre-

IL-1b and MCP-1) and fibrosis (a-SMA and TGF-b) was significantly

reduced with ezetimibe. Histology analysis and NAS scoring indicated

that mice treated with ezetimibe had a significantly lower NAS score,

which was due to a substantial reduction in inflammation score (control:

2.6/3; ezetimibe 1.2/3; p\ 0.01 vs. control). Liraglutide reduced

inflammation score (control: 3/3; liraglutide 2/3), resulting in a signifi-

cant reduction in the NAS score (p\ 0.01 vs. control). Meanwhile,

liraglutide induced significant body weight loss and induced a 26%

reduction in liver weight (p\ 0.001 vs. control), but no benefit was

observed on both liver and plasma biochemical parameters, suggesting a

different mechanism of action from what observed with ezetimibe.

Conclusion: Ezetimibe and liraglutide both reduces liver inflamma-

tion in our 3-week NASH mouse model, although with different

mechanism of action. These drugs represent reference therapies for

screening novel drugs, as well as evaluating anti-inflammatory effects

of GLP-1 analogues, in this fast 3-week NASH mouse model.

OP176

MiR-130a-3p attenuates activation and induces apoptosis
of hepatic stellate cells in nonalcoholic fibrosing steatohepatitis
via directly targeting TGFBR1 and TGFBR2

Yang Wang1, Jinghua Jinghua Du1, Xuemin Niu1, Na Fu1, Rongqi
Wang1, Yuguo Zhang1, Suxian Zhao1, Dianxing Sun2, Yuemin
Nan1

1The Third Hospital of Hebei Medical University, Shijiazhuang;
2Bethune International Peace Hospital, Hebei

Background: Nonalcoholic fibrosing steatohepatitis is a uniform

process throughout non-alcoholic fatty liver disease (NAFLD).

MicroRNAs (miRNAs) have been shown to be involved in this bio-

logical processes. The aim of the study is to investigate the role of

miR-130a-3p in nonalcoholic fibrosing steatohepatitis in mice.

Methods: Eight-week old C57BL/6J male mice were fed methionine-

choline deficient (MCD) diet or control diet for 8 weeks. Liver injury

was estimated by histological examination. The hepatic expression of

miR-130a-3p was validated by real-time PCR. Dual luciferase activity

assay was performed to confirm the target gene of mR-130a-3p. The

expression of target genes and downstream genes were assessed by

real-time PCR and western blot. The effects of miR-130a-3p on

hepatic stellate cell (HSC) proliferation and apoptosis were assessed

by cell counting kit 8 (CCK8) assay and flow cytometry, respectively.

Result: The expression of miR-130a was significantly reduced in liver

with fibrosis induced by MCD diet and in activated HSCs. Dual luci-

ferase activity assay confirmed that transforming growth factor beta

receptor (TGFBR)1 and TGFBR2 were both the target genes of miR-

130a-3p. TGFBR1 and TGFBR2 expressions were significantly

increased in activated HSCs compared with the quiescent HSCs.

However, overexpression of miR-130a-3p in HSCs inhibited HSC

activation and proliferation, which concomitant with the decreased

expression of TGFBR1, TGFBR2. Smad2, Smad3, MMP-2/9, Col-1/4.

In addition, overexpression miR-130a-3p promoted HSC apoptosis. In

addition, overexpression TGFBR1 and si- TGFBR2 could significantly

attenuate the inhibitory effects of miR-130a-3p on extracellular matrix

(ECM) production and deposition via TGF-b/Smad signaling pathway.

Conclusion: Our study suggests that miR-130a-3p may play an

important role in negatively regulating HSC activation and prolifer-

ation in the progress of nonalcoholic fibrosing steatohepatitis through

targeting TGFBR1 and TGFBR2 via TGF-b/Smad signaling pathway.
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Distinct serum triacylglycerol characters of nonalcoholic fatty
liver disease and chronic hepatitis B by lipidomics approach

Ruixu Yang1, Chunxiu Hu2, Changgui Sun3, Yuqiang Mi4, Wanlu
Sun5, Qin Pan6, Feng Shen5, Guowang Xu7, Jiangao Fan8
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5Department of Gastroenterology, XinHua Hospital, Shanghai Jiao

Tong University School of Medicine, Shanghai; 6Department of
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Background: Nonalcoholic fatty liver disease (NAFLD) and chronic

hepatitis B (CHB) are the major burdens of chronic liver disease in

China. Alterations in lipid metabolism are associated with the

pathological characters of chronic liver disease. Serum lipidomic

study in the patients could provide insight to the similarities and

differences of lipid metabolic perturbations in NAFLD and CHB,

investigating the specific lipid species associated with disease speci-

ficity and histological progression.

Methods: We performed ultra performance liquid chromatography

tandem mass spectrometry (UPLC–MS/MS) to characterize the serum

lipid profiles of biopsy-proved NAFLD (n = 42), CHB (n = 17) and

healthy subjects (n = 23). Multivariate statistical analysis (PCA,

OPLS-DA) combined with univariate analysis were performed to

investigate the alteration of lipids in the two diseases compared to

healthy controls, including lipid classes of neutral lipids, free fatty

acids, phospholipids and sphingolipids. Gradient boosting decision

tree (GBDT) analysis was performed for the data training and pre-

diction in NASH by acyl chain carbon numbers and double bonds

of triacylglycerol(TAG) species.

Result: There were inverse alterations of lipid profiles in the two

chronic liver disease. Lipid classes of TAG, DAG, ceramide were

elevated in NAFLD but deceased in CHB, providing evidence to the

impact of chronic HBV infection on lipid metabolism. There were

distinct TAG signatures in NAFLD and CHB comparing to healthy

controls. The notable increase of specific TAGs with lower acyl

carbon numbers and lower double bonds were associated with the

histological progression to nonalcoholic steatohepatitis (NASH). The

area under the curve (AUC) in GBDT analysis was 89.6% for the

differentiation of NASH with a class error of 10.0% for prediction

and 6.3% for training. These changes of the TAGs were associated

with conditions of insulin resistance, desaturase, low oxidative status.

Conclusion: There were inverse patterns of the lipid profiles in

NAFLD and CHB. The increase of specific TAGs with lower carbon

number and double bond were associated with the histological

severities of NASH, which reveals potential noninvasive biomarkers

for the evaluation of NASH.
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The synergistic effects of TM6SF2 E167K And PNPLA3 I148M
polymorphisms on lipid metabolism

Chen Lizhen1, Du Shuixian1,2, Lu Linlin1, Jin Wenwen1, Lin
Zhonghua1, Xin Yongning1, Xuan Shiying1

1Qingdao Municipal Hospital, Qingdao; 2Medical College of Qingdao

University, Qingdao

Background: Non-alcoholic fatty liver disease (NAFLD) is closely

associated with genetic susceptibility. Recent studies including our

pilot study have shown that TM6SF2 E167K and PNPLA3 I148M

polymorphisms were both associated with the development of

NAFLD. We evaluated the synergistic effects between TM6SF2

E167K and PNPLA3 I148M polymorphisms on lipid metabolism by

using bioinformatics approaches and further explored the underlying

mechanism.

Methods: The Bayesian analyses was performed to explore the

potential interaction between TM6SF2 gene and PNPLA3 gene. Hepa

1-6 cells were over-expressed by transinfection of TM6SF2/PNPLA3-

wild type (WT), the TM6SF2-mutant type (MU), the PNPLA3-mutant

type (MU), and the TM6SF2/PNPLA3- mutant type (MU), respec-

tively. Biochemical indicators were determined using commercial

kits. Expression levels of SREBP-1c and FASN mRNAs and proteins

were analyzed using RT-PCR and western blotting.

Result: We constructed the regulating model of Bayesian network of

NAFLD successfully. Figure 1 showed a visualization of the potential

gene interaction Bayesian network between TM6SF2 gene and

PNPLA3 gene, which may interact with each other through DNA

(cytosine-5-)-methyltransferase 3-like (DNMT3L) and fatty acid

synthase (FASN). The TG and TC contents between the five groups

were both significantly different (both P\ 0.01). Intriguingly, the TG

and TC contents, as well as the expression levels of sterol regulatory

element-binding transcription factor 1c (SREBP-1c) and FASN

mRNAs and proteins, of the TM6SF2/PNPLA3-MU group were

significantly increased when compared with either of the TM6SF2-

MU group and PNPLA3-MU group (all P\ 0.01).

Conclusion: TM6SF2 E167K and PNPLA3 I148M polymorphisms

may have synergistic effects on lipid metabolism, through up-regu-

lating the expression of SREBP-1c and FASN.
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Lipotoxicity induces releasing ceramide-rich proinflammatory
extracellular vesicles from hepatocytes in an IRE1alpha-
dependent manner

Eiji Kakazu1, Amy Mauer2, Harmeet Malh2

1Tohoku University Hospital, Sendai, Japan; 2Mayo Clinic,

Rochester, USA

Background: Palmitate (PA), a lipotoxic free fatty acid, is implicated

in hepatocyte apoptosis, macrophage-mediated liver inflammation,

and activation of the IRE1alpha branch of the endoplasmic reticulum

(ER) stress response—all key features of progressive nonalcoholic

steatohepatitis (NASH). Recently, extracellular vesicles (EVs) have

been implicated in NASH. However, the exact pathways of hepato-

cyte EV generation under lipotoxic conditions and their downstream

effects on macrophages are undefined. Therefore, we hypothesized

that hepatocytes release proinflammatory PA-induced EVs via an ER

stress response.

Methods: we employed immortalized mouse hepatocytes (IMH) from

wild-type (WT) or IRE1a knockout (KO) mice, Huh 7 and primary

mouse hepatocytes (PMH). Cells were treated with 400 lM PA or

thapsigargin (Tg) to induce ER stress. EVs were isolated from cell

culture supernatants by ultracentrifugation and characterized by

immunofluorescence and western blotting for EV markers, electron

microscopy (EM) and by nanoparticle tracking analysis (NTA) for

morphology and size. Ceramides were measured by mass spectrom-

etry. CRISPR/Cas9 technology was used to delete XBP1.

Result: PA and Tg significantly increased EV release in all three

hepatocyte cells tested (IMH, Huh7 and PMH). The released EVs

were 100 nm in size, decorated with EV markers CD63, TSG101 and

LAMP1, and demonstrated characteristic cup-shaped morphology on

EM. As PA and Tg activate an ER stress response, we next tested

cells lacking in each of the three canonical ER stress sensors,

IRE1alpha, ATF6alpha and PERK. Both PA and Tg induced a sig-

nificant EV release in cells lacking ATF6 alpha or PERK; however,

PA and Tg-induced EV release was significantly suppressed in

IRE1alpha KO cells. We tested the involvement of XBP1 signaling in

this phenomenon and found a reduction in EV response in cells

lacking XBP1. Next we measured ceramides in PA-induced EVs as

they are implicated in EV biogenesis. PA-induced EVs were enriched

in C16 ceramide; this enrichment occurred in an IRE1alpha-

dependent manner. Inhibition of de novo ceramide synthesis by

myriocin ameliorated PA-induced EV release, and exogenous C16

ceramide resulted in EV release in IRE1alpha KO and WT cells.

Lastly, PA-stimulated EVs were chemotactic to macrophages.

Conclusion: PA induces C16 ceramide-enriched EV release in an

IRE1alpha-dependent manner. PA-induced EVs stimulate macro-

phage chemotaxis and this may be a mechanism for the recruitment of

macrophages to the liver under lipotoxic conditions. We hypothesize

that interference with this macrophage recruitment response may be a

therapeutic avenue in NASH.

OP180

Role of histological scoring systems (NAS-CRN & SAF)
in assessment of liver injury in NAFLD—a large cohort
comparative study

Archana Rastogi1,2, Ayushi Agarwal1,2, Shasthry Sm2,3, Chhagan
Bihari1,2, Shiv k Sarin3

1Pathology; 2India; 3Hepatology

Background: Liver biopsy in patients with NAFLD are graded by

NAS-CRN, a widely used scoring system, based on summation of

semiquantitative scores for steatosis, ballooning & lobular inflam-

mation, to categorise cases into non-NASH, borderline/suspicious for

NASH & definitive NASH. Recent scoring system SAF, scores

steatosis separate from activity (ballooning & lobular inflammation),

with the advantage of assessing role separately, in liver injury.

Aim: Comparative assessment of two histological scoring systems

(NAS-CRN, SAF) & histological parameters—steatosis & activity as

markers of liver injury, in NAFLD.

Methods: Retrospective analysis of 1000 liver biopsies. NAS-CRN

scoring based categorisation-not NASH, Borderline NASH & defi-

nite NASH. Fibrosis staged on 0–4 scale. SAF scoring based study of

the above categories into not NASH & definite NASH. Segregation of

1000 biopsies based on fibrosis stages F = 0, F 1–2, F 3–4, each of

them further subgrouped based on activity and steatosis (high/low). 4

subgroups in 3 fibrosis groups (low steatosis/high activity and vice

versa; both high; both low), correlated with ALT.

Result: Of the 1000 cases of biopsy proven NAFLD (NAS-CRN),

618 (61.8%) had NASH, 72 (7.2%) not NASH, and 310 (31%) bor-

derline NASH. Of these, 310 borderline NASH, 65 patients had burnt-

out cirrhosis. F C2 or more was seen in 102 of 245 (41.6%) of cases

of borderline NAS-CRN cases; additional F1 was present in 97

(39.6%).

Rest 245 patients with borderline NASH were further assessed by

SAF scoring system, definitive NASH could be identified in addi-

tional 214 of the 245 (87.3%) borderline NASH (NAS-CRN). Not

NASH & definitive NASH groups, SAF score did not reveal any

additional advantage. These 214 patients relabelled as NASH by SAF

score, had higher age (41.2 ± 10.7 yrs vs 32.6 ± 10.6 yrs,

p\ 0.001),higher HBA1c levels (6.2 ± 1.2% vs 5.4 ± 0.5%,

p = 0.04) in comparison to rest, in borderline NASH.

Serum AST & ALT were higher in patients with F C1 in com-

parison to F0 in patients in the NAS-CRN borderline group

irrespective of diagnosis of NASH by SAF or not. AST

49.2 ± 32.4 IU vs 35.8 ± 14.3 IU, p = 0.01; ALT was

68.8 ± 50.5 IU vs 54.4 ± 31.8 IU, p = 0.02.

In these 1000 biopsies, stage F3–4 was found in 355 (35.5%), F

1–2 in 564 (56.4%) and F = 0 in 81 (8.1%). Mean ALT levels for

activity and steatosis based subgroups in table. In all the 3 stage based

groups (F = 0, F1–2, F3–4) mean ALT levels were significantly

higher in biopsies displaying high (steatosis & activity) in comparison

to those with low (steatosis & activity) (p\ 0.001).
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Conclusion: Histological scoring by NAS-CRN & SAF score com-

bined with fibrosis stage provide vital information, with additional

advantage of SAF score in identifying NASH in grey zone NAS 3–4.

Presence of fibrosis, even early, predicts liver injury, irrespective of

histological scores. Steatosis & activity have additive role in liver

injury & thus need to be quantified.
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Stepwise application of red cell distribution width-platelet ratio,
FIB-4 and APRI for compensated hepatitis B cirrhosis detection

Yong-Peng Chen1, Jin-Lin Hou1, Li-Wen Huang1, Xie-Er Liang1,
Xiao-Min Hu1

1Nanfang Hospital, Southern Medical University, Guangzhou

Background: FIB-4 and APRI had been recommended for hepatitis B

cirrhosis detection, but also validated with dissatisfactory efficiency.

Recently, routine hematology index red cell distribution width-pla-

telet ratio (RPR) had been tried to be applied in cirrhosis detection.

Limited studies showed that performance of RPR in detecting hep-

atitis B cirrhosis was acceptable. This study tries to evaluate the

performance of stepwise application of RPR, FIB-4 and APRI in

detecting compensated hepatitis B cirrhosis.

Methods: A total of 246 compensated chronic hepatitis B patients

underwent liver biopsies (sample length not lower than 15 mm), transient

elastography (TE) and routine blood tests including hematology were

included. Performances of routine biomarkers including RPR, FIB-4,

APRI and stepwise combining application detecting cirrhosis were eval-

uated by area under receiver operating characteristics curve (AUROC).

Cutoffs for including, excluding diagnosis were determined by positive

likelihood ratio 10 and negative likelihood ratio 0.1, respectively.

Result: The mean age was 31.0 years. The Metavir fibrosis F0, F1,

F2, F3 and F4 were identified in 6 (2.4%), 54 (22.0%), 79 (32.1%), 59

(24.0%) and 48 (19.5%) of the patients, respectively. The AUROC for

detecting cirrhosis was 0.883 (95% confidence interval 0.833–0.933),

0.807 (0.744–0.870), 0.791 (0.721–0.861), 0.755 (0.680–0.830),

0.697 (0.619–0.776), 0.674 (0.593–0.756) for TE, FIB-4, RPR, pla-

telet, APRI and red cell distribution width (RDW), respectively.

While TE was the most superior (vs FIB-4: P = 0.0252), FIB-4 was

superior to APRI (P = 0.0011) and RPR was superior to RDW

(P = 0.0222). With including and excluding cutoffs 21.4 kPa,

9.8 kPa for TE; 0.793, 3.596 for FIB-4; 12.740, 6.133 for RPR and

0.380 for APRI (only excluding), the proportion of patients deter-

mined as cirrhosis or non-cirrhosis was 65.9% by TE, 36.9% by FIB-

4, 30.5% by RPR AND 18.3% by APRI, respectively. If detected by

stepwise combination of FIB-4, RPR and APRI, 52.5% of patients

could be determined as non-cirrhosis or cirrhosis and obviated liver

biopsy with mild superior diagnostic accuracy over TE (96.1 vs

93.9%).

Conclusion: In source-limited settings without TE, more than half of

patients could be free from liver biopsies in detecting compensated

hepatitis B cirrhosis by stepwise combination with readily available

FIB-4, RPR and APRI.
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Genomic alterations across seven hepatocellular carcinoma cell
lines by panel-based sequencing
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Background: Current sequencing efforts have revealed the muta-

tional landscape and core oncogenic network of patients with

hepatocellular carcinoma (HCC). A number of cell lines established

from HCC tumors have been extensively used as experimental models

for this disease. However, genetic alterations in human HCC cellular

models have remained unclear. Hence, this study aims to explore the

somatic variations in HCC experimental cellular models compared to

previous knowledge of mutation status in HCC tissues.

Methods: Panel-based sequencing was conducted to identify somatic

mutations in seven HCC cell lines (HuH-7, Hep3B, SK-HEP-1,

MHCC97H, MHCC97L, HepG2 and HepG2.2.15). Target enrich-

ments from a genomic library of captured exons of 325 mutated genes

in various types of cancer were then used for paired-end sequencing.

The captured sequencing data was further processed using bioinfor-

matics analysis to call mutations, including single nucleotide variants

(SNV) and short insertions/deletions (indels). Both computation-

based and literature-based pathway analyses were performed for

annotating the candidate mutated genes in HCC cell lines.

Result: This method exhibited a 99.7% average coverage rate in

target regions with an approximately 1000 read depth. We discovered

344 somatic non-synonymous variations in 100 genes. Among these

genes, 38 significantly altered cancer-related genes were identified

and enriched in the following five oncogenic pathways: chromatin

remodeling, Notch, MAPK, p53 cell cycle and Wnt/b-catenin (Fig-

ure 1). Compared to previous information collected from large HCC

patient cohorts, more genetic alterations were identified in the chro-

matin remodeling and Notch pathways in HCC cell lines. Our results

identified three new cancer-related genes (MSH6, SOX9 and ALK)

that were not significantly mutated in HCC cohorts. Four cell lines

(HuH-7, Hep3B, SK-HEP-1 and HepG2) established from different

HCC individuals had different mutational patterns, which validates

the theory prevalent in recent years that extensive genetic
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heterogeneity exists within individual tumors from the perspective of

cell lines. However, genomic alterations in two series of cell lines

from parent MHCC97 and HepG2 cells both showed similarities and

some minor discrepancies, which may be used to trace HCC cell

clone origins (Figure 2).

Conclusion: We established a cancer gene panel-based sequencing

platform and identified altered genes and pathways of HCC experi-

mental cellular models as well as the mutational patterns of cells from

different and same clone origins.
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The miR-200b–ZEB1 circuit regulates diverse stemness of human
hepatocellular carcinoma

Sen-Yung Hsieh1, Su-Chun Tsai1

1Chang Gung Memorial Hospital, Taoyuan

Background: Hepatocellular carcinoma (HCC) can be derived from

cancer stem cells (CSCs), which contribute to tumor initiation,

metastasis, chemoresistance, and post-treatment recurrence. A great

variety of HCC CSCs resulting in diverse clinical manifestations have

been reported. We aimed to elucidate how CSC diversity is regulated.

Methods: MicroRNAs deregulated in HCC were identified by using

array-based microRNA profiling. Diversity of HCC CSCs was assayed

by flow-cytometry, in vitro and in vivo assays for tumorigenicity.

Result: MiR-200b downregulation occurred in early HCC and associated

with shorter disease-free and overall survival (Figure 1). Ectopic expres-

sion of miR-200b or silencing of ZEB1 led to a decrease in CD13+ and

CD24+ HCC CSCs and an increase in EpCAM+ HCC CSCs. MiR-200b

directly suppressed BMI1 and ZEB1 expressions. ZEB1 transcriptionally

upregulated CD13 and CD24 expression and downregulated EpCAM

expression via directly targeting their promoters. Neither miR-200b nor

ZEB1 had obvious effects on CD133 or CD90 expression. Silencing CD13

or CD24 expression suppressed tumorigenicity of HCC cells. Ectopic

expression of CD24 reversed the suppression of tumorigenicity when these

HCC cells had been ectopically expressing miR-200b. Clinically, miR-

200b downregulation was coupled with ZEB1 upregulation in approxi-

mately two-thirds of HCC patients. ZEB1 expression was positively

correlated with CD13 and CD24 expressions, while EpCAM expression

was positively correlated with miR-200b expression in HCCs.

Conclusion: The miR-200b–ZEB1 circuit is a master regulator of

diverse stemness of HCC, which distinct HCCs into those containing

CD13+/CD24+ CSCs from those containing EpCAM+ CSCs (Fig-

ure 2), and a thus potential target for anti-HCC therapy.
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Bufalin acts as a potent small molecule inhibitor of oncogenic cell
cycle-related kinase in hepatocellular carcinoma
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Background: Bufalin is a digoxin-like bioactive component secreted

by the skin and parotid venom glands of the Asiatic toad Bufo bufo

gargarizans (called Chan-su). Although bufalin is known to ex-

hibit significant anti-tumor activities in hepatoma cells, very little is

known about its potential mechanism of action in hepatocellular

carcinoma. In our previous study, we revealed that cell cycle-related

kinase (CCRK) plays an important role in driving HBV-associated

hepatocarcinogenesis via activating GSK-3b/b-catenin signaling

cascade (Gut 2014; 63: 1793–1804). Here we investigated the

molecular function of bufalin on the CCRK-regulated signaling

pathway, and expounded the underlying mechanism of bufalin in

HCC suppression.

Methods: In PLC5 and Huh7 HCC cell lines, and ectopic HBx-ex-

pressed LO2 immortal cell lines, anchorage-dependent and

independent growth were performed to evaluate the effect of bufalin

on CCRK-induced hepatocellular proliferation and malignant trans-

formation, respectively. In vivo, xenograft and orthotopic nude mice

models were conducted and tumor growth with the change of weight

and volume were assessed. Tumor incidence was recorded according

to the number of lesion colonies in livers, and abnormal proliferation

were detected by Ki67 immunostaining in hepatic tissues. Western

blot and RT-qPCR were conducted to examine the level of CCRK,

p-GSK3b, GSK-3b, active b-catenin, b-catenin in CCRK-stimulated

oncogenic signaling pathway both in vitro and in vivo samples.

Result: Bufalin significantly inhibited hepatocellular proliferation and

malignant transformation in a dose-dependent manner in vitro cell

culture experiment. Marked reduction in tumor growth of weight and

volume were clearly observed after bufalin treatment in vivo. It was

also recorded that tumor incidence obviously decreased and hepatic

lesions in tissues were clearly attenuated in bufalin-treated mice

models compared with controls. In mechanism, bufalin greatly

decreased the transcript level and protein expression of CCRK, thus

subsequently disrupted the activation of GSK-3b/b-catenin signaling

cascade induced by CCRK.

Conclusion: Bufalin is a potential anti-HCC therapeutic candidate

through the inhibition of CCRK-driven oncogenic signaling pathway.

Further studies with bufalin are warranted in patients with HCC,

especially those at advanced stages.
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Downregulation of serum RAB27B confers a better prognosis
and is associated with hepatocellular carcinoma
progression through regulation of PI3K-AKT-P21 signaling

Xue Yang1, Le Sun2, Xieqiong Ye1, Fangyuan Gao1, Xiaomin Ji1,
Yuxin Li1, Xuejiang Wang3,4, Ying Feng1, Xianbo Wang1

1Changzheng Hospital, Second Military Medical University,
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Background: Hepatocellular carcinoma (HCC) is the sixth most

common cancer worldwide and ranks third for cancer-related deaths.

Despite the development of increasingly advanced treatments, the

mechanisms behind HCC tumorigenesis remain unclear. RAB27B, a

secretory Rab GTPase, plays an important role in vesicle transport

during exocytosis. Studies have shown that elevated expression of

RAB27B in tissues is correlated with HCC progression; however,

liver tissue is difficult to obtain during routine diagnosis in clinic

practice, and the mechanism of RAB27B in promoting HCC devel-

opment is still unclear.

Methods: First, we evaluated the correlation between serum

RAB27B expression and survival as well as TNM and BCLC stage-

s in HCC patients. Second, to determine the effect of RAB27B

expression on biological behavior and prognosis in HCC, lentiviral

vector plasmids carrying interference sequences were designed to

knockdown RAB27B expression in BEL7402 cells. Additionally,

plasmids carrying the complete open reading frame of RAB27B were

transfected into Huh-7 cells. A series of restoration experiments to

recover RAB27B expression was conducted.

Result: The proliferation of BEL7402 cells was remarkably inhibited

both in vitro and in vivo. Huh-7 cell proliferation was significantly

accelerated in vitro. Additionally, activation of the PI3K/AKT path-

way was significantly restrained. Moreover, cell cycle progression of

the knockdown cells was remarkably arrested in the G1/S phase, and

upregulation of p21 contributed to this effect.

Conclusion: These findings revealed that RAB27B regulates the cell

cycle through the PI3K/AKT/p21 pathway by releasing cytokines via

exocytosis, thereby regulating the proliferation of HCC cells.

RAB27B is a potential serum biomarker for the early diagnosis and a

therapeutic target in HCC.
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Polymorphisms in MICA, c6orf10 and HLA-DR as Long-term
Predictors for Hepatocellular Carcinoma among Chronic
Hepatitis C Patients
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Background: There were three genome-wide association studies

(GWAS) identified single nucleotide variants (SNVs) susceptible for

hepatocellular carcinoma (HCC) and liver cirrhosis among patients

with hepatitis C virus (HCV) infection. However, these studies were

by the cross-sectional design and whether these variants could be used

as predictors for HCC still needs to be investigated. This study aimed

to validate these variants in Taiwanese population with a prospective

study design.

Methods: The R.E.V.E.A.L-HCV cohort enrolled participants

seropositive for anti-HCV but seronegative for hepatitis B surface

antigen in community. There were 989 participants in this study and

they were followed from 1991 to 2013. The baseline characteristics,

life styles, and previous diseases were collected via a structured

questionnaire by trained nurses at study entry. Newly diagnosed HCC

were ascertained by computerized data linkage with the national

cancer registration and the national death certification profiles. The

SNVs were genotyped via TaqMan genotyping assay. The Cox’s

proportional hazards models were utilized to obtain adjusted hazard

ratios (HRs) with 95% confidence intervals (CIs) of the genetic

variants and the associated risk for HCC after adjustment of potential

counfounding factors.

Result: Among 989 subjects, there were 142 developed newly diag-

nosed HCC after 18,567 person-years of follow-up, giving the

incidence rate of 764.8 per 100,000 person-years. The cumulative risk

of HCC increased from 16.03 to 25.54% for carrying more risk alleles

of rs2596542 of MICA (p = 0.0160), from 17.10 to 32.83% for

rs910049 of c6orf10 (p = 0.0006), and from 16.60 % to 21.51 % for

rs3135363 of HLA-DR (p = 0.0097), in correspondly. Participants

with increasing number of risk alleles for these genetic variants also

showed higher risks of developing HCC. After adjustment of age,

gender, cigarette smoking, alcohol consumption, serum levels of

ALT, AST and HCV RNA, the multivariate-adjusted HRs (HRadj)

were 2.05 (95% CI 1.18–3.54, p = 0.0104) and 1.29 (95% CI

0.90–1.87, p = 0.1701) for patients who carried TT genotype and CT

genotype of rs2596542 (MICA), respectively, by taking CC genotype

as a reference group. The HRadj was 3.03 (95% CI 1.75–5.24,

p\ 0.0001) for TT genotype and 1.17 (95% CI 0.81–1.70,

p = 0.4105) for CT genotype of rs910049 (c6orf10), by taking CC

genotype as a reference group. For individuals with AA genotype of

rs3135363 (HLA-DR), the HRadj was 1.47 (95% CI 1.04–2.07,

p = 0.0284) comparing to individuals with AG or GG genotype.

Conclusion: This prospective study validated that genetic variants

identified in previous GWAS were associated with the long-term risk

of HCC in chronic hepatitis C patients.
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G2 and S-phase Expressed 1 promotes cell migration and invasion
by regulating EMT in hepotocellular carcinoma and is associated
with poor prognosis
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Background: G2 and S-phase expressed 1 (GTSE1) is expressed

specifically during G2 and S phase in the cell cycle. In the late stage of

DNA-damage-induced arrest, GTSE1 is able to down-regulate p53 to

promote proliferation of injured cells. Overexpression of GTSE1 has been

reported to contribute tumor progression and metastasis in several human

cancers. However, little is known about the expression and underlying

molecular mechanisms of GTSE1 in hepatocellular carcinoma (HCC).

Methods: Immunohistochemical staining, Western blotting and

quantitative real-time PCR were performed to evaluate expression of

GTSE1 and its clinical-pathological parameters in HCC tissues. Assays

of colony formation, cell invasion and migration were used to show the

effects of GTSE1. Drug sensitivity assay was used to validate the effects

of GTSE1 in HCC therapy. Full length HBV encoding plasmids were

used to identify the effects of HBV on GTSE1.

Result: We found preferential up-regulation of GTSE1 in HCC and

the high expression was closely correlated with poor prognosis.

GTSE1 overexpression enhanced colony formation, stimulated HCC

cell migration and invasion in vitro. Conversely, GTSE1 inhibition

resulted in growth restraint and limited the capability of HCC cells to

migrate and invade. These crucial effects of GTSE1 were accompa-

nied with diversification of EMT levels. Three EMT markers,

N-cadherin, Snail and b-cantenin, were increased when GTSE1

overexpressed, whereas decreased in the absence of this inducer. The

regulation of GTSE1 on N-cadherin and b-cantenin might be via

GTSE1-mediated transcriptional mechanism. While increase in Snail

by GTSE1 was due to both transcription and protein degradation

pathways. Furthermore, GTSE1 level was inversely correlated with

treatment sensitivity of 5-FU in HCC. Finally, HBV infection pro-

moted GTSE1 expression in hepatoma cells.

Conclusion: Up-regulated by HBV, GTSE1 up-regulation is a common

event in HCC and is closely correlated with migration and invasion by

EMT. The activated GTSE1 significantly interferes the efficacy of

chemotherapy and influences the survival probability of HCC patients.

GTSE1 may thus represent a promising molecular target.
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CRISPR-mediated p53 and Pten dual mutation accelerates
hepatocarcinogenesis in adult hepatitis B virus transgenic mice
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Background: Hepatocellular carcinoma (HCC) is one of the most

common malignant tumor and becoming the second leading cause of

cancer-related deaths in the world. The p53 mutation and altered PTEN

expression are the most common genetic events in Hepatitis B virus

(HBV) infection related Hepatocellular carcinoma (HCC). This study

was aim to investigated the causative role of p53 and Pten somatic

mutation during HCC development under the HBV background.

Methods: CRISPR/Cas9 technique based dual single guide RNA

(sgRNA) cassette respectively targeting the p53 and Pten genes were

constructed and they were delivered into the adult HBV transgenic

mice via hydrodynamic tail vein injection. Biochemistry determine

and immunohistochemistry (IHC) were performed to investigate the

pathological and histological characters of the induced mice livers.

Direct sequencing followed Polymerase Chain Reaction (PCR) and

T7E1 assay were engaged for CRISPR/Cas9 induced target mutation

analysis and off-target assessment.

Result: Our data demonstrated that the constructed sgp53/Pten

sgRNA dual cassette could successfully express p53-specific and

Pten-specific sgRNAs to induce p53 and Pten loss-of-function

mutation simultaneously which resulted in corresponding dysfunction

in vitro (Figure 1 A and B). Significant liver tumors in HBV trans-

genic mice administrated with p53/Pten sgRNA dual cassette

developed HCC accompanying with prominent lipid accumulation,

4 months’ post injection while no detectable liver tumors were found

in the C57 wild type mice injected with p53/Pten sgRNA dual cassette

or C57-HBV mice injected with vector PX458 (Figure 1 C, D and E).

The histology and pathology analysis revealed that the induced liver

tumors were primary HCCs possessed malignant proficiency, identi-

fied by the IHC of Ki67, cytokeratin 19 (CK19) and Glutamine

synthetase (GS) (Figure 2A). Gene mutation analysis demonstrated

that there was high frequency of p53 and Pten dual loss-of-function

mutation in the isolated tumor nodules in p53/Pten sgRNA dual

cassette induced C57-HBV mice and resulted in reduced protein

expression and somatic dysfunction (Figure 2 B and C).

Conclusion: In summary, this study indicated that CRISPR-mediated

p53 and Pten somatic mutation accelerated hepatocarcinogenesis in

adult HBV transgenic mice and our results provided direct evidence that

loss of p53 and Pten induced the development and progression of HCC

under HBV background. Moreover, we reported the establishment of a

rapid developing of HCC mouse model with HBV infection characters.
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Tim-3 mediated resident NK cells dysfunction and promotes liver
cancer development
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Background: Hepatocellular carcinoma (HCC) is one of the most

common cancers worldwide that accounts for half a million deaths

per year. Accumulated data highlighted the important role of tumor

microenvironments in the progression of HCC. Liver is rich of innate

immunes such as NK cells and macrophages which constitute the

important stromal components of tumor microenvironments. T cell

immunoglobulin and mucin-domain containing protein-3 (Tim-3) has

been recognized as a key negative regulator of T cell-mediated

responses, and abundant Tim-3 expression has also been demon-

strated in both NK cells and macrophages. We previously reported the

inhibitory effects of Tim-3 on tumor associated macrophages in HCC.

However, the role of Tim-3 in tumor infiltrating NK (TINK) cells in

HCC is completely unknown.

Methods: Tumor infiltrating lymphocytes (TILs) were separated

from both human HCC tissues and mouse orthotopic or subcutaneous

liver tumor grafts. NK cell phenotype and function were compared

between tumor and para-tumor tissues, which were analyzed by flow

cytometry (FCM). Tim-3 interference and Tim-3 knockout (KO) mice

were used to evaluate the impact of Tim-3 expressed in TINK cells on

HCC growth in vivo.

Result: Both clinical and animal studies demonstrated a significantly

enhanced Tim-3 expression on TINK cells, especially on

CD49a+ subpopulation, which was recently identified as liver-resi-

dent NK cells. Tim-3 blockade enhanced the production of IFN-c/

TNF-a and CD107a of TINK cells including CD49a+ liver resident-

like TINK cells. In accordance, Tim-3 knockdown in NK cells or NK

cells from Tim-3KO mice greatly suppressed the growth of H22 liver

tumor homografts in vivo. More important, Tim-3 knockdown sig-

nificantly promoted TINK cell function and decreased the percentage

of immature CD11b-CD27- (DN) NK cells in H22 homografts.

Consistently, Tim-3KO mice showed much less DN NK cells and NK

cells from Tim-3KO mice displayed stronger degranulation and

cytokine production.

Conclusion: Tim-3 plays a critical role in NK cells dysfunction in

liver tumor microenvironment by inhibiting functions of TINK cells

including CD49a+ liver resident population.
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Hepatitis D virus infection in Slovenian patients with chronic
hepatitis B virus infection: a national prevalence study
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Background: As a result of vaccination against HBV, the prevalence

of HDV has decreased in the last 20 years in the majority of European

countries, especially in Southern Europe. However, it recently begun

to rise again in some European countries, like France, Germany and

the United Kingdom due to immigration from endemic areas (mainly

from Africa, Eastern Europe and Turkey). Slovenia is a country with a

population of approximately two million and an estimated HBV

prevalence of less than 5%. The aim of our study was to determine the

HDV prevalence in Slovenian patients with chronic HBV infection.

Methods: Our study included 1305 HBsAg-positive serum samples

from the same number of patients randomly selected from HBsAg-

positive patients referred to the Slovenian national reference labora-

tory for viral hepatitis between February 1998 and December 2015.

Considering the 95% confidence interval and 2.5% margin of error,

our sample size was representative for all patients with chronic HBV

infection in Slovenia. Serum samples were retrospectively tested for

the presence of total anti-HDV antibodies using commercially

available ETI-AB-DELTAK-2 (DiaSorin, Saluggia, Italy). Anti-

HDV-positive samples were further tested for the presence of anti-

HDV IgM antibodies and hepatitis D antigen (HDV-Ag) using

commercially available ETI-DELTA-IGMK-2 (Diasorin) and ETI-

DELTAK-2 (Diasorin), respectively. Additionally, the in-house HDV

reverse-transcription real-time PCR, enabling amplification of a 71-bp

fragment of the conserved genomic region encoding HDV-Ag (JCM

2005;43:2363–9; JCM 2010;48:2022–9) and with the analytical sen-

sitivity of at least 300 viral copies/ml, was used to determine the

presence of HDV RNA in anti-HDV-positive samples.

Result: Total anti-HDV antibodies were detected in three out of 1305

tested samples (0.23%; 95% confidence interval 0.08–0.67%). Several

consecutive serum samples were collected from all three anti-HDV-

positive patients. Apart from total anti-HDV antibodies, no other

HDV infection markers were detected in any of the tested samples

collected from a 48-year old male patient, indicating that the patient

has recovered from the past HDV infection. On the contrary, anti-

HDV IgM antibodies and HDV RNA were detected in all tested

samples obtained from a 28-year old female patient and a 60-year old

male patient, suggesting the ongoing chronic HDV infection.

Conclusion: In the first national prevalence study the observed

prevalence of HDV infection among HBsAg-positive patients in

Slovenia was surprisingly low, considering the fact that Italy, with the

HDV prevalence of 8.1%, is one of Slovenian neighboring countries.

Due to the observed low prevalence of HDV infection, routine testing

for HDV should not be considered in differential diagnosis of exac-

erbation of liver disease in Slovenian patients with chronic HBV

infection.
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The increasing burden of hospital charges from viral hepatitis
in the United States (US) between 2005 and 2013: Result
of a population-based cohort of 85,926 HBV and 539,438 HCV
patients
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Background: HBV and HCV infections are leading causes of chronic

liver disease and HCC globally. Despite declines in recent estimated

incidence, the size of the population living with viral hepatitis

remains considerable, and the increasing financial burden from HBV

and HCV remains understudied. This study aimed to examine trends

in hospital admission rates and charges associated with HBV and

HCV infections in a population-based study in the US.

Methods: We performed a retrospective cohort analysis of all adult

(18 or older) HBV and HCV patients (HBV/HCV coinfection

excluded) from the Office of Statewide Health Planning and Devel-

opment (OSHPD) (2005–2013) database, which includes all hospital

admissions of all patients in California ([38 million). Chi-square

tests, Cochran-Armitage trend tests, and generalized linear models

with a gamma distribution and log-link function were used.

Result: A total of 85,926 HBV patients (41% Asian; 56% male; 51%

aged 45–65 years) and 539,438 HCV patients (4% Asian; 61% male;

66% 35–65 years) were identified (Table 1). Compared to HCV

patients, HBV patients were more likely to be Asian (41 vs 4%) and

to have HCC (4 vs 1%) and hyperlipidemia (17 vs 10%), but less

likely to have alcohol abuse/dependence (4 vs 8%), drug abuse/de-

pendence (19 vs 35%), and mental-illness (8 vs 13%) (P\ 0.001).

Between 2005 and 2013, the annual numbers of HBV patients (from

8740 to 11,001) and HCV patients (from 52,623 to 66,871) admitted

to hospital increased consistently. The mean adjusted charges per

person per year also increased significantly for HBV patients from

$70,462 in 2005 to $85,063 in 2013 (P\ 0.001), and HCV patients

from $60,610 in 2005 to $83,001 in 2013 (P\ 0.001). However, the

increase in yearly mean charge was higher in HCV patients compared

to HBV patients ($2799 vs $1825). Factors that associated with

increased HBV-related charges included cirrhosis, decompensated

cirrhosis, liver transplant, cardiovascular disease (CVD), hyperten-

sion, chronic kidney disease (CKD), and chronic obstructive

pulmonary disease (COPD) (Table 2). Having a diagnosis of DM,

CVD, decompensated cirrhosis, HCC, CKD, and COPD were sig-

nificantly associated with higher HCV-related charges.

Conclusion: The number of hospitalizations and charges due to both

HBV and HCV consistently increased between 2005 and 2013 with

even higher mean charges for HCV compared to HBV. Having a

diagnosis of decompensated cirrhosis, liver transplant, CKD, and

COPD were significantly associated with higher charges for both

HBV- and HCV-related hospital admissions. Risk factors for meta-

bolic syndrome such as DM and CVD also contributed to the higher

hospital charges for HCV. Early interventions such as antiviral ther-

apies or management of metabolic syndrome may help curtail the

economic burden caused by viral hepatitis.
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Quantitative HBsAg levels do not predict significant fibrosis
in HBeAg-negative chronic hepatitis B patients

Faisal M Sanai1, Abduljaleel Alalwan1, Taha Farah1, Khalid
Albeladi1, Abdulrahman Aljumah1

1King Abdulaziz Medical City, Riyadh, Saudi Arabia

Background: The accurate identification of inactive chronic hepatitis

B virus (HBV) carriers (serum HBV DNA\2000 IU/mL) from those

with active carriers is difficult because of wide and frequent HBV

DNA fluctuations. We studied whether quantitative serum hepatitis B

surface antigen (qHBsAg) levels may contribute to the identification

of significant fibrosis (F2-4, METAVIR) in untreated carriers.

Methods: qHBsAg levels were measured at baseline as single-point

quantification prior to biopsy and correlated with virologic and bio-

chemical profiles of consecutive carriers followed-up prospectively

(median, 8; range, 4–17 months). HBeAg-negative patients (n = 75)

with mean HBV DNA \2000 (n = 5), 2000–20,000 (n = 16) and

[20,000 IU/mL (n = 54) were included and all had liver biopsy. A

qHBsAg cutoff point of 1000 IU/mL was assessed to demonstrate
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whether it better delineated patients with non-significant histology

(F0–1, inflammatory grade A0–1).

Result: The mean age of the patients was 39.4 ± 11.4 years and 58

were male (77.3%). Patients with qHBsAg levels[1000 IU/mL were

more likely to be males (84.5%, P = 0.006) or with elevated AST

(68.4%, P = 0.0002), ALT levels (72.4%, P\ 0.0001), higher HBV

DNA (Log10 6.4 ± 1.4, P\ 0.0001) and those with F2–4 fibrosis

(48.3%, P = 0.028). Serum log10 qHBsAg were significantly lower in

patients with HBV DNA \2000 (2.80 ± 1.47) and HBV DNA

2000–20,000 (2.71 ± 0.83) vs. [20,000 IU/mL (3.89 ± 0.61,

P\ 0.0001). Overall, qHBsAg were not different in patients with

F0–1 (3.44 ± 0.91) and F2–4 (3.74 ± 0.85, P = 0.161). qHBsAg

were higher in patients with significant inflammation, A2–3,

(3.85 ± 0.72) compared to A0–1 (3.38 ± 0.95; P = 0.018). Serum

qHBsAg demonstrated poor accuracy (AUROC, 0.606, P = 0.111) in

identification of F2–4.

Conclusion: Serum qHBsAg levels do not help differentiate between

those with HBV DNA \2000 or 2000–20,000 IU/mL or distinguish

patients with significant fibrosis. Moreover, more than half of the

patients with non-significant fibrosis have a qHBsAg level greater

than 1000 IU/mL.
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Cross-sectional epidemiology of hepatitis B and hepatitis C
infections and benefits of programs for hepatitis prevention in
Northeastern China
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Jiangbin Wang1
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Background: Viral hepatitis is one of the most serious infectious

diseases, and many countries are currently focusing on its prevention

and management. Recent studies have shown that infections with

hepatitis B virus (HBV) and hepatitis C virus (HCV) have decreased

in many countries throughout the world.

In China, the ‘‘blood donation law,’’ which was issued in 1998, in-

troduced a system of voluntary blood donation and strengthened the

management of blood products. Furthermore, since 2002, the Chinese

government has gradually implemented a nationwide policy of free

hepatitis B vaccination for newborns and children. The results of 2

nationwide viral hepatitis serological surveys conducted in 1992 and

2006 showed hepatitis B surface antigen (HBsAg)–positive rates of

9.8 and 7.2%, respectively [6].The prevalence of chronic HCV

infection is currently controversial in China. The survey data from

1992 and 2006 showed that the prevalence rate had decreased from

3.2% in 1992 to 0.4% in 2006 [6–9]. However, recent reports from

the Chinese Ministry of Health showed that the incidence of chronic

HCV infection had increased from 70,681 cases in 2006 to

201,622 cases in 2012. Thus, a large epidemiological sample study of

HBV and HCV infections in Jilin should objectively reflect the trends

of these diseases after implementation of the control measures.

Additionally, it should also provide data indicating the benefits

of establishing an HBV vaccination program and the social effects of

implementing HBV/HCV infection prevention measures [10].

Methods: Individuals receiving health examinations were recruited to

complete a questionnaire and undergo laboratory tests for hepatitis

infection. Data on demographic characteristics, results of hepatitis B

virus (HBV) and hepatitis C virus (HCV) serological tests, for HBV

and HCV infection were analyzed.

Result: Among 227,808 study participants, the hepatitis B surface

antigen (HBsAg) and anti-HCV–positive rates were 6.1 and 3.0%,

respectively. Among HBsAg-positive participants, 63.8% tested

positive for HBV DNA, 20.2% had an abnormal alanine amino-

transferase (ALT) level, and 10.7% had cirrhosis. Among anti-HCV–

positive participants, 57.2% tested positive for HCV RNA, 29.6% had

an abnormal ALT level, and 8.4% had cirrhosis. Among HBsAg- or

anti-HCV–positive participants, 47.1 and 32.0%, respectively, were

aware of their infection. Among participants infected with HBV or

HCV and suitable for antivirus treatment, 23.5 and 16.1%, respec-

tively, had received antivirus treatment. The HBV plus HCV

coinfection rate was 0.08%.

Conclusion: The HBsAg-positive rate decreased significantly after

implementation of recently introduced HBV control programs in

China. However, the anti-HCV–positive rate showed only a slight

decrease, indicating that programs for the prevention and control of

hepatitis viruses require continued strengthening.
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Background: Hepatitis B virus (HBV) infection is one of the most

serious problems which threaten the public health globally. According

to the data from world health organization, there are about 240 mil-

lion person infected with HBV, 650,000 individuals died of HBV

related disease. Individuals with HBV chronic infection have the

increased risk for unfavorable outcomes, such as live cirrhosis and

hepatocellular carcinoma. This study focus on the Sero-epidemio-

logical characteristics of HBsAg positive individuals, who are

candidate for HBsAg positive cohort from communities in Wuwei

city.

Methods: Participants include HBsAg positive individuals screened

from inhabitants who participated in physical medical examination

during 2010-2014 and HBsAg positive individuals registered in

community clinics in Wuwei city. Epidemiological information and

the situation of anti-virus treatment were collected by questionnaire.

Serum samples were collected for HBV sero-biomarker test including

hepatitis B surface antigen(HBsAg), hepatitis B surface anti-

body(anti-HBs), hepatitis B e antigen(HBeAg), hepatitis B e

antibody(anti-HBe) and hepatitis B core antibody (anti-HBc) and

biochemical indicator test including alanine aminotransferase(ALT),

aspartate aminotransferase (AST),total bilirubin (TBIL), direct

bilirubin (DBIL), gamma-glutamyl transpeptidase (GGT), albumin

(ALB) and alpha fetoprotein (AFP).

Result: A total of 3678 individuals with different socio-demographic

characteristic were tested positive for HBsAg (Table 1). 14 kinds of

serological mode were determined, among which the mode with

HBsAg, anti-HBe and anti-HBc positive (mode 1) accounted for

69.06% (Table 2). The mode with HBsAg and anti-HBc positive

(mode 2) and the mode with HBsAg, HBeAg and anti-HBc positive

(mode 3) were 13.30% and 11.56% respectively. The distribution of 3

main serological modes between HBsAg positive individuals with

different characteristics of gender, age, marital status, educational

level, occupation, BMI, family hepatitis B virus infection history were

significant different (P\ 0.05). The levels of ALT, AST were sig-

nificantly higher in HBeAg-positive individuals than those with

HBeAg-negative, while the level of ALB and GGT were lower than
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those with HBeAg-negative. The ratios of regular check-up, anti-virus

therapy and hospitalization between HBsAg positive individuals with

HBeAg-positive or HBeAg-negative were no significant differences

(P\ 0.05).

Conclusion: HBsAg positive individuals from communities who are

candidate for HBsAg positive cohort characteristic with the mode of

HBsAg, anti-HBe and anti-HBc positive, which was the major sero-

logical mode of HBsAg-positive individuals from communities in

Wuwei city. Much more attention should be paid to individuals with

HBsAg positive who need to go for regular checkup and who should

be under anti-virus treatment.
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The quasispecies analysis in chronic hepatitis B patients with viral
relapse after cessation of adefovir monotherapy

Chen Wen1, Tang Li2, Wu Gang1, Sheng yun Jian1, Deng cun
Liang1
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2Southwest Hospital, Third Military Medical University, Luzhou

Background: Oral nucleos(t)ide analogues(NAs) are mainstream

therapy for patients with chronic hepatitis B(CHB). The relapse of

NAs treated patients is wildly recognized. Quasispecies composition

of HBV is the key point for choosing anti-HBV therapeutic regimen.

There are few research about HBV quasispecies composition of CHB

patients with viral relapse in China. Therefore, our research focus on

the exact quasispecies composition of CHB patients with viral relapse

after cessation of adefovir monotherapy and the quasispecies diffi-

dence between the patients with viral relapse and patients with naı̈ve

treatment.

Methods: 24 CHB patients who relapsed after cessation of adefovir

monotherapy (relapsed group) and 16 CHB patients who never

accepted any NAs treatment (treatment-naı̈ve group) were enrolled in

this study. HBV-DNA was extracted from the serum, then HBV RT

gene was amplified through nested-PCR. PCR products were con-

nected to T-Vectors and transfected to competent cell of TOP10 coli

bacillus. Thirty positive bacterial colonies were sequenced. The

sequencing results were assembled and analyzed by DNASTAR

SeqMan. Quasispecies characteristics of each sample were measured

by quasispecies complexity and quasispecies diversity, which were

analyzed for each sample using MEGA 4.0 software (Tempe, Ari-

zona, USA). We use the neighbor-joining method under Kimura

2-parameters model in MEGA 4.0 to construct Phylogenetic trees.

The internal branches with bootstrap values above 70% were con-

sidered significant. Statistical analyses were performed using SPSS

13.0. Continuous variables without normal distribution were expres-

sed as the median and interquartile ranges and compared using the

nonparametric Mann–Whitney U test. Categorical variables were

tested using the v2 test or the Fisher exact test as appropriate. Sta-

tistical significance was denoted by P\ 0.05.

Result: (1) More major known drug resistance mutations were

detected in the relapsed group than in the treatment-naı̈ve group ([38/

700 clones] vs. [12/453 clones], P = 0.024). (2) The mean genetic

distance (d) (5.23 vs. 3.55, P = 0.025) and the non-synonymous

substitutions per non-synonymous site (dN) (4.51 vs. 2.77,

P = 0.029) of the relapsed group was significantly higher than that of

treatment-naı̈ve group. The HBV quasispecies complexity of the

relapsed group was significantly higher than that of treatment-naı̈ve

group at both nucleotide levels (0.97 vs. 0.89, P = 0.035) and amino

acid levels (0.84 vs. 0.73, P = 0.022). However, the dS value had not

significant differences among two groups (P = 0.078). (3) The

relapsed group exhibits more complex evolutionary patterns than the

treatment-naive group, and it is consistent with the different quasis-

pecies diversity between groups.

Conclusion: The HBV quasispecies are more complex in patients

with viral relapse after cessation of adefovir monotherapy than in

CHB patients who never accepted any NAs treatment.
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More than 60% decrease in mortality by liver disease
in a hepatitis B virus endemic population, 1999–2013

Jonggi Choi1, Gi-ae Kim1, Seungbong Han2, Namkug Kim3,
Young-suk Lim1

1Department of Gastroenterology, Liver Center, Asan Medical

Center, University of Ulsan College of Medicine, Seoul, Republic of

Korea; 2Department of Applied Statistics, Gachon University,

Seongnam, Republic of Korea; 3Department of Convergence

Medicine, Asan Medical Center, University of Ulsan College of

Medicine, Seoul, Republic of Korea

Background: Most mortalities from liver disease are attributable to

hepatitis B virus (HBV) in Korea. Although there have been

remarkable advances in the treatment of HBV over past decades,

limited population-level data are available regarding its impact on

liver disease mortality.

Methods: Mortality data and population estimates were obtained

from Korean Statistical Information Service. We obtained the mor-

tality data from liver disease including viral hepatitis and liver

cirrhosis, excluding alcoholic liver disease. We restricted the study

period between 1999 and 2013 as the first antiviral agent for HBV,

lamivudine, was approved in late 1998, then other antiviral agents

were approved subsequently. Numbers of patients who were pre-

scribed oral antiviral agent for HBV were obtained from the national

health insurance service. Years of potential life lost (YLL), crude

death rate (CDR; per 100,000 persons), and age-standardized death

rate (ADR; per 100,000 persons) were estimated. Joinoint regression

analysis was performed to calculate average annual percentage

change (AAPC).

Result: The annual number of deaths attributable to liver disease

decreased from 10,004 to 3773 (62.3% reduction; 95% CI 62.0–62.6),

and YLL per 100,000 from liver disease decreased from 666.4 to

175.7 (73.6% reduction; 95% CI 73.3–73.9) between 1999 and 2013.

CDR for liver disease decreased from 21.2 to 7.5 (64.6% reduction;

95% CI 64.3–64.9) during study period. Joinpoint analysis revealed a

significant decrease in CDR for liver disease, with an AAPC of

-7.2% (95% CI -8.2 to -6.2). ADR for liver disease decreased from

25.2 to 5.6 (77.8% reduction; 95% CI -78.1% to -77.5%; AAPC

-10.2%) between 1999 and 2013. The annual number of patients

receiving oral antiviral agents for HBV increased from 1716 to

187,226 (AAPC 40.5%; 95% CI 35.5–45.6%). Cumulatively, oral

antiviral agents for HBV were prescribed for 1148,297 patient-years.

The mean age at death from liver disease increased by 8.8 years (from

56.1 to 64.9 years), which was greater than 6.3 years (from 75.6 to

81.9 years) for entire population during the study period. (P\ 0.001)

Conclusion: Marked reduction in liver disease mortality was

achieved with the concomitant widespread use of antiviral treatments

against HBV in a HBV-endemic population.

OP197

The prevalence of chronic hepatitis B and C in southern Taiwan:
a community-based study

Chia-Yen Dai1,2,3, Chung-feng Huang2,3, Ching-i Huang3, Ming-
lun Yeh2,3, Jee-fu Huang2,3, Ming-lung Yu2,3, Wan-long Chuang2,3

1Health Management Center, Kaohsiung Medical University

Hospital, Kaohsiung Medical University, Kaohsiung; 2Faculty of

Internal Medicine, Kaohsiung Medical University, Kaohsiung;
3Department of Internal Medicine, Kaohsiung Medical University

Hospital, Kaohsiung Medical University, Kaohsiung

Background: With high prevalence chronic hepatitis B virus (HBV)

and hepatitis C virus (HCV) infection in Taiwan, the present com-

munity-based study aimed to assess the prevalence of HBV and HCV

infection in southern Taiwan

Methods: Total 84,834, subjects received tests for serum liver

enzyme (AST and ALT levels), hepatitis B surface antigen (HBsAg)

and antibodies to HCV (anti-HCV) between 2000 and 2015. Total

2875 patients with positive HBsAg (1209 males, aged 13-93 years,

mean 52.4 ± 13.5) were tested for hepatitis B e antigen (HBeAg).

Result: We found the overall prevalence of HBsAg and anti-HCV

was 13.4 and 7.4%, respectively. In the 2875 HBV carriers the

prevalence of HBeAg and anti-HCV was 6.3 and 6.6%. The preva-

lence of HBeAg and anti-HCV in\20, 20–29, 30–39, 40–49, 50–59,

60–69, and C70 years groups was 50.0, 26.0, 12.8, 6.1, 3.6, 3.4 and

2.0% (P\ 0.0001), and 0.0, 2.7, 2.2, 4.6, 7.1, 10.1 and 11.4%,

respectively (P\ 0.0001). In univariate analyses, HBeAg-positive

patients have significantly higher AST (P\ 0.0001) and ALT

(P\ 0.0001) level and female percentage (P = 0.029), significantly

lower mean age (P\ 0.0001), BMI (P = 0.0003), waist

(P = 0.0002), than HBeAg-negative patients. In multivariate analy-

ses, the independent factors associated with positive HBeAg were

female (P = 0.007), younger age (P\ 0.0001), higher ALT

(P = 0.03), lower BMI (P = 0.01).

Conclusion: The prevalence of CHB and CHC was high in southern

Taiwan, with a reduced prevalence of CHB in younger generation In

HBV carrier the prevalence of HBeAg and anti-HCV was associated

with age. Patients with positive HBeAg have a significantly higher

ALT level.
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High prevalence of HBsAg in the Tibetan farmers of Gangba
County, a place closer to heaven

Shiwu Ma1, Sang Bai2

1Kunming General Hospital Gangba Medical Team, Kunming,

Yunnan; 2Gangba Health Service Center, Rikaze, Tibet

Background: The prevalence of hepatitis B virus (HBV) surface

antigen (HBsAg) in the Chinese general population continued to fall

from 9.74% to less than 7.18% in past twenty years, but challenges

still remain. Particularly, the prevalence of HBsAg in some special

population remains unknown. This investigation was aimed to eval-

uate the prevalence of HBsAg in the Tibetan farmers at the extreme

altitude, which is more than 15,000 feet (4500 m).

Methods: A retrospective analysis was conducted on the data of the

HBV serum markers, which were collected from medical examination

reports of the Tibetan farmers and the hospital patients in Gangba

County from 2014 to 2015. The HBV serum markers was all tested by

the commercial kits of the emulsion method (Hangzhou Abon, China).

Result: The HBsAg positive rate was 20.0%(95% CI 17.4–22.6%)in

the Gangba Tibetan farmers (n = 904), who voluntarily accepted

blood examinations from the belonging to five villages and towns.

The HBsAg positive rates in each of villages and towns were from

14.1 to 30.0%. From 2014 to 2015, the HBsAg positive rates were

24.7% (95% CI 22.3–32.5%) in the in-patients population (n = 299)

and 26.4% (95% CI 21.4–31.4%) in the out-patients population

(n = 299) of the Gangba County Hospital, respectively. There were

58.6% (95% CI 51.4–65.8%) of 181 patients showed negative in all

HBV serum markers.

Conclusion: These findings support that the prevalence of HBsAg is

high and the HBV vaccine protection rate is low in Tibetan farmers of

Gangba County. It is suggested that more attentions should be needed

in the situation of HBV infection of Tibetan farmers at extreme

altitude.
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Distribution of gallbladders interstitial cajal-like cells in guinea
pigs of high cholesterol diet

Zhen-peng Huang1,2, Hu Qiu2,3, Bao-ping Yu2,3

1Renmin Hospital Of Wuhan University, Wuhan; 2Key Laboratory Of

Hubei Province For Digestive System Diseases, Changsha;
3Department of Gastroenterology, Renmin Hospital of Wuhan

University, Wuhan

Background: Cholesterol stones is a common condition in gallblad-

der motility disorder. Interstitial Cajal-like cells (ICLCs) in the

gallbladder are known to regulate gallbladder motility. In pervious

studies have found out that, the gallbladder ICLCs was lost in high

cholesterol diet (HCD) guinea pig. However, it remains unclear the

distribution change of gallbladder ICLCs in process of cholesterol

gallstone formation.

Methods: 15 guinea pigs, weight 120–150 g, were randomly divided

into 3 groups: the control group, the HCD 4 weeks group and the

HCD 8 weeks group. The control group was fed with a standard diet,

the HCD groups were fed with an HCD that contained 2% cholesterol

for 4 and 8 weeks. Serum was performed for 3 guinea pigs from each

group randomly for detecting total cholesterol (TC), low density

lipoprotein (LDL), high density lipoprotein (HDL), and triglyceride

(TG) after 4 and 8 weeks, respectively. Immunohistofluorescence was

performed to observe the shape, size, morphology, and density of

whole gallbladder ICCs from the neck of gallbladder (upper part), the

body of gallbladder (middle part), to the fundus of gallbladder (lower

part).

Result: In HCD groups, serum TC, LDL, HDL and TG concentrations

were all significantly higher than that in the control group, besides,

HCD 8 weeks group were also higher than the HCD 4 weeks group

(F values respectively were 8.079, 54.458, 184.173 and 28.710,

P values were 0.027, 0.000, 0.000 and 0.002, respectively). There

were cholesterol gallstones in all HCD groups (Figure 1). There were

no differences in the shape, size, and morphology of the gallbladder

ICLCs in all groups. Density of gallbladder ICLCs density in the

HCD groups was significantly lower than that in the control group.

Furthermore, the density of ICLCs in the HCD 8 weeks group was

lower than that in the HCD 4 weeks group (F = 5.516,

P = 0.014). Density of gallbladder ICLCs were decrease from neck

of gallbladder ICLCs (upper part) to the fundus of gallbladder

(lower part) in all groups. The density of gallbladder ICLCs in all

parts of gallbladder (from upper part to lower part) in the HCD

groups were all significantly lower than that in the control group, and

the HCD 8 weeks group was lower than that in the HCD 4 weeks

group (F values respectively were 52.005, 47.510 and 45.735, P val-

ues were 0.000, 0.000 and 0.000, respectively) (Figure 2).

Conclusion: HCD may induce cholesterol gallstone formation in

guinea pigs. During the formation of cholesterol gallstone, gallblad-

der ICLCs density was decreased, moreover, density of gallbladder

ICLCs were decrease from the neck of gallbladder ICLCs (upper part)

to the fundus of gallbladder (lower part) in both healthy controls and

cholesterol gallstone groups. The reduced of ICLCs density in dif-

ferent part of gallbladder might have a closely relationship

with different part of gallbladder motility disorder.
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A genome-wide association study identifies six novel risk loci
for primary biliary cholangitis

Fang Qiu1, Ruqi Tang2, Xiangdong Liu1, Weichang Chen3, Xiong
Ma2

1Institute of Life Sciences, Southeast University, Dhaka, Bangladesh;
2Division of Gastroenterology and Hepatology, Renji Hospital,

School of Medicine, Shanghai Jiao Tong University, Shanghai

Institute of Digestive Disease, Shanghai; 3The First Affiliated

Hospital of Soochow University, Suzhou

Background: Primary biliary cholangitis (PBC) is the most prevalent

autoimmune liver disease and has a strong hereditary component.

Multiple genome-wide association studies (GWAS) in PBC patients

of European ancestry have identified more than 20 loci significantly

associated with disease susceptibility. However, major differences in

PBC genetic susceptibility were observed between European and

Asian cohorts. Here we report the identification of additional genetic

risk factors for PBC and systematically define differences in sus-

ceptibility between two ethnical groups.

Methods: Genome-wide scan of 1122 PBC cases and 4036 controls

of Han Chinese decent was performed with Illumina HumanOm-

niZhongHua-8 beadchip (v1.1). The significant single nucleotide

polymorphism (SNP) was replicated in a separate cohort of 907 PBC

cases and 2127 controls.

Result: We identified genome-wide association of 14 loci, including

6p21 (HLA), 17q12 (ORMDL3), 3q13.33 (CD80), 2q32.3 (STAT1-

STAT4), 3q25.33 (IL12A), 4q24 (NF-kB1), 12p13.31(TNFRSF1A),

and 22q13.1 (PDGFB-RPL3) consistent with previous PBC GWAS.

Moreover, we identified variants in six novel risk loci significantly

associated with PBC.

Conclusion: There are significant differences in genetic susceptibility

in PBC between Caucasian and Asian populations. Our GWAS study

indicate that the deregulation of CD4 T cell activation and T cell co-

stimulation are critical components in the pathogenesis of PBC.

OP201

Biochemical characteristics at week four during ursodeoxycholic
acid treatment predicts one-year response in primary biliary
cholangitis patients

Yiwen Shi1, Weijia Duan1, Yu Wang1, Xiaojuan Ou1, Hong Ma1,
Jidong Jia1

1Liver Research Center, Beijing Friendship Hospital, Capital Medical

University, Beijing

Background: Early-stage response at 3 and 6 months have been

supposed to be associated with long term prognosis in primary biliary

cholangitis (PBC) patients with ursodeoxycholic acid (UDCA)

treatment. To identify patients with inadequate response earlier, we

aimed to determine whether there is difference in biochemical indi-

cators at week 4 of treatment between response group and non-

response group (Barcelona criteria) in this study, and to further

explore the model predicting 48 week- response at week 4.

Methods: Naı̈ve PBC patients who were in treatment at Beijing

Friendship hospital and its branch centers at 2010–2015 were inclu-

ded in this study. All patients underwent UDCA treatment 13–15 mg/

kg d at least 48 weeks. Patients were followed up with biochemical

indicators. The primary endpoint was defined as whether alkaline

phosphatase (ALP) reduction of more than 40% from baseline (Bar-

celona criteria).

Result: One hundred and three (female 89 cases, 86.4%, aged

52.64 ± 9.06) eligible patients were included in this study. 57 cases

(55.3%) received Barcelona criteria response at week 48 of treatment.

There was no significant difference in terms of gender, age, AMA-M2

positiveness, IgM level, platelet count and biochemical indicators

such as ALP, gamma glutamyl transpeptidase (GGT), alanine

aminotransferase (ALT), aspartate aminotransferase (AST), choles-

terol (CHOL), triglyceride (TG), total bilirubin(T-BIL), and

noninvasive diagnostic indexes such as APRI, Forns index at baseline

between response group and non-response group. At week 4 of
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treatment, the decrease percentage of ALP, GGT, ALT, AST, and

times the ULN of ALP, ALT, AST, CHOL were significant different

between groups (P\ 0.001, \0.001, 0.026, 0.002, 0.004, 0.012,

0.009, 0.007, respectively). The decrease of ALP at week 4 was

independently associated with one year response (P\ 0.001,

OR = 0.916, 95% CI 0.879–0.855) according to binary logistic

regression analysis. The receiver operating characteristic curve

(ROC) revealed the area under the curve (AUC) was 0.89 (95% CI

0.833–0.953), and the cut-off value 36.08% of ALP decrease per-

centage, with the sensitiveness 0.84, specificity 0.82, positive

likelihood ratio 4.74, negative likelihood ratio 0.19, and diagnostic

odds ratio (DOR) 24.95.

Conclusion: For naı̈ve PBC patients treated with UDCA: a reduction

of ALP more than 36.08% from baseline predicts biochemical

response (Barcelona criteria) at week 48 of treatment, which related

to long-term survival without liver transplantation.

OP202

Akkermansia muciniphila modulates gut microbiota
and attenuates immune-mediated liver injury

Wenrui Wu1, Ding Shi1, Jianzhong Ye1, Lanjuan Li1

11st Affiliated Hospital of ZheJiang University, Hangzhou

Background: Accumulating evidence indicates that gut microbiota is

closely related to liver diseases. Differential intestinal flora is sup-

posed to influence disease susceptibility and severity. And modulating

the microbiota with probiotics may contribute benefits to the disease.

Akkermansia muciniphila is characterized by the capacity of

immunologic and metabolic regulation. But little is known about its

effects on structure and function of gut microbiota in liver diseases.

This study aimed to investigate the effect of A. muc on immune-

mediated hepatitis, as well as potential mechanisms.

Methods: Twenty-two C57BL/6 mice were continuously adminis-

trated with A. muciniphila or PBS by oral gavage for 10 days. On the

last day, acute hepatitis was induced by intravenous injection through

the tail vein with Concanavalin A (15 mg/kg). Feces were collected

just before model construction for gut microbiota analysis. Tissue

samples were collected to determine liver injury, levels of inflam-

matory cytokines and serum endotoxin, as well as alterations of

intestinal barriers.

Result: Compared to the CONA group (PBS + Con A), AKK group

(A. muc + Con A) showed a lower level of ALT (2869 ± 284.9 vs

1757 ± 370.1 U/L, P\ 0.05) and AST (2353 ± 178.9 vs

1543 ± 292.1 U/L, P\ 0.05). Improved liver histopathological

damage was also observed. Moreover, levels of serum pro-inflam-

matory cytokines were significantly attenuated (especially IL-2, IFN-

c, IL-12). The underlying mechanisms might be associated with

alleviated ConA cytotoxic effects shown by significantly lower

expression of Fas and DR5, and higher expression of bcl-2 in liver

tissues from group AKK. There was no significant difference of

serum endotoxin levels, while the expression of TLRs was markedly

altered, which was associated with the colonization of A. muc.

Expression of Occludin and TJP-1 mRNA was much higher in ileum

from group AKK, indicating strengthened intestinal barriers. 16S

rRNA sequence analysis showed A. muc increased microbial richness

and diversity (measured by OTUs, Ace, Chao1, Shannon index, and

Simpson index). The community structure of group AKK clustered

significantly different from group CONA and HEALTH. The abun-

dance of Firmicutes obviously increased (40% in AKK, 25% in

CONA, p\ 0.05), at the expense of proportion of Bacteroidetes (47%

in AKK, 66% in CONA, p\ 0.05).

Conclusion: Our results suggested that A. muciniphila exhibits a

favored effect on the immune-mediated liver injury for its potential

ability to regulate intestinal community to a protective profile. This

provided a new perspective on the immune function of gut microbiota

in host diseases.
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Emperipolesis mediated by CD8+ T cells correlated with biliary
epithelia cell injury in primary biliary cirrhosis

Suxian Zhao1, Guangde Zhou2, Rongqi Wang1, Yuguo Zhang3,
Yuemin Nan1, Jingmin Zhao2

1Third Hospital of Hebei Medical University, Hebei; 2Beijing 302

Hospital, Beijing; 3Third Hospital of Hebei Medical University,

Hebei

Background: Primary biliary cirrhosis (PBC) is thought to be an

autoimmune disease characterized by chronic destruction of bile ducts. A

major unanswered question regarding the pathogenesis of PBC is the

precise mechanisms of small bile duct injury. Emperipolesis is one of cell-

in-cell structures that have been observed in chronic viral hepatitis. It is a

potential histological hallmark associated with chronic hepatitis B. How-

ever, it remains unknown whether emperipolesis is involved in biliary

epithelia cell (BEC) injury in PBC. The aim of the study was to clarify the

pathogenesis and histological characteristics of emperipolesis in the liver

injury of PBC.

Methods: Sixty-six PBC patients, diagnosed by liver biopsy, were

divided into two groups, early PBC (stages I and II, n = 39) and late

PBC (stages III and IV, n = 27). Emperipolesis was observed in liver

sections stained with hematoxylin-eosin. The expression of CK19,

CD3, CD4, CD8, and CD20 was evaluated by immunohistochemistry

or immunofluorescence double labeling combined with confocal

microscopic observation. The apoptosis of BEC was detected by

TUNEL assay under laser confocal microscope.

Result: Emperipolesis was observed in 62.1% of patients with PBC, and

BEC were predominantly host cells. In PBC patients with emperipolesis,

there were more severe changes including portal inflammation, lymphoid

follicles, damage and proliferation of bile ducts. PBC patients without

emperipolesis also had more advanced fibrosis than those with

emperipolesis. In early stage of PBC, the entry of CD8+ T cells into BECs

was observed and correlated with TUNEL positive BECs (r = 0.463,

P\ 0.005), but were not found in late stage.

Conclusion: Emperipolesis mediated by CD8+ T cells appears to be

relevant to apoptosis of BEC and further lead to the injury of inter-

lobular bile ducts.
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The gut microbiomes are altered in primary biliary cholangitis
and partly restored after UDCA treatment

Ruqi Tang1, Yiran Wei1, Yanmei Li1, M. Eric Gershwin2, Xiong
Ma1

1Division of Gastroenterology and Hepatology, Renji Hospital,

School of Medicine, Shanghai Jiao Tong University, Shanghai

Institute of Digestive Disease, Shanghai; 2Division of Rheumatology,

Department of Medicine, Allergy and Clinical Immunology,

University of California at Davis, Davis, USA

Background: Primary biliary cholangitis (PBC) is a chronic autoim-

mune liver disorder characterized by destruction of intrahepatic bile

ducts. Considering the gut-liver axis and accumulating evidence of

close relationship between gut microbiota and chronic liver disorders,

microbiome is very likely to play a key role in the pathogenesis of PBC.

Here, we aimed to systematically investigate the alterations of gut

microbiome in PBC patients compared with healthy controls.

Methods: We first conducted a cross-sectional study of 60 ursodeoxy-

cholic acid (UDCA) treatment-naı̈ve PBC patients and 80 matched

healthy controls. Secondly, an independent cohort composed of 19

treatment-naı̈ve patients and 34 controls was used to validate the results.

Finally, a prospective study was performed in a subgroup of 37 PBC

patients who underwent analysis before and after six months of UDCA

treatment. Faecal samples were collected and the microbiomes were

analyzed by 16 s ribosomal RNA gene sequencing. The metagenomes of

gut microbiome were imputed from 16 s rRNA sequences with PICRUSt.

Result: Significant reduction of within-individual microbial diversity

was detected in PBC patients compared with healthy controls

(P = 0.03). The overall microbiome composition of PBC patients

deviated from that of healthy controls (P = 0.001). A signature defined

by decreased abundances in four genera and increased abundances in

eight genera correlated strongly with the disease status (AUC = 0.86,

0.84 in exploration data and validation data, respectively, Figure 1a;

Figure 2). The abundances of six PBC-associated genera were reversed

after six months UDCA treatment (Figure 1b). In particular, Faecal-

ibacterium, enriched in controls, was further decreased in gp210-positive

patients than gp210-negative patients (P = 0.002). Multiple functional

modules such as bacterial invasion of epithelial cells and PPAR signaling

pathway were disturbed in the gut microbiota of individuals with PBC.

Interestingly, the overrepresentation of module bacterial invasion of

epithelial cells in PBC was strongly correlated with the increased

abundances of bacteria in the family of Enterobacteriaceae.

Conclusion: Dysbiosis was found in the gut microbiomes in PBC that

was partially reversed by UDCA treatment. Our study suggests that

gut microbiota is a potential therapeutic target and diagnostic bio-

marker for PBC.

OP205

Treatment and outcome of autoimmune hepatitis in Turkish
population

Tugrul Purnak1, Savas Cumali Efe2, Taylan Kav 1, Staffan
Wahlin3, Ersan Ozaslan4

1Hacettepe University, Ankara, Turkey; 2Batman State Hospital,

Konya, Turkey; 3Karolinska Institute, Solna, Sweden; 4Ankara

Numune Education and Research Hospital, Ankara, Turkey

Background: We have compared efficacy of standard treatment to

our therapy strategy in patients with autoimmune hepatitis (AIH). We

tried to identify whether our protocol is safe, induces quick response

and affects disease outcome.

Methods: A total of 71 well characterized AIH patients, 32 in group I

(prednisone 30 mg/day) and 39 in group II (prednisone 40 mg/day
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with slow tapering schedule) included in study. All patients also

received azathioprine (50–150 mg/day).

Result: Overall complete response rates in 3, 6 and 12 months of

therapy were 57.7, 70.4 and 85.5%, respectively. The frequency of

complete response rate was significantly higher among group II in

compared to group I (69.2 vs. 43.8%, p = 0.031) after 3 months, but not

significant (79.5 vs 59.4%, p = 0.065 and 89.5 vs. 80.6%, p = 0.30,

respectively) in 6 and 12 months of therapy. All-cause/liver-related

death and transplantation were more frequent in group I than those group

II (15.6 vs 2.6%, p = 0.049 and 12.5 vs 0%, p = 0.023, respectively).

Although not statistical significant, more patients relapsed during

maintenance therapy in group I than group II (50 vs 35.9%, p = 0.23).

The rates of survival from liver-related death/transplantation was

higher in group II than group I (100 vs 87.5%, log-rank p = 0.048).

Severe side effects of prednisone that require therapy withdrawn were

not seen in two groups.

Conclusion: Our therapy regimen is safe, can induce early bio-

chemical response with less relapses during maintenance therapy and

associated with excellent clinical outcome. We believe that our

treatment protocol can be considered for management of AIH.

OP206

Acute exacerbation of autoimmune hepatitis has excellent
prognosis if detected early and treated with immunosuppression

Sunil Taneja1, Pramod Kumar1, Ajay Duseja1, Radha K
Dhiman2, Yogesh Chawla1

1PGIMER, Chandigarh, India; 2Post Graduate Institute of Medical

Education and Research, Chandigarh, India

Background: Autoimmune hepatitis (AIH) is a chronic inflammatory

liver disease and acute presentation has been described in around 25%

patients

Methods: In this retrospective analysis, we studied clinical features,

laboratory investigations, liver biopsy and response to therapy in

patients with acute exacerbation of AIH. Acute AIH was defined as

patients presenting with Bilirubin [2 mg/dl and raised Alanine

transaminase (ALT) and Aspartate transaminase (AST) levels more

than ten times the ULN with or without an abnormal INR.

Results: Out of the 111 patients diagnosed with AIH, acute presen-

tation was seen in 16 (14.4%) patients. All patients (100%) were

females and median age of 35 years (range 16–52 years). Type 1 AIH

was diagnosed in 9 (56.25%) and Seronegative AIH was diagnosed in

7 (43.75%) patients. Presence of overlap syndrome was seen in 4

(25%) patients. All patients had jaundice at presentation and fluctu-

ating jaundice was seen in 4 (25%) patients. The median bilirubin was

4.2 mg/dl (range 2.2–20), AST was 568 IU/L (range 390–908 IU/L),

ALT was 430 IU/L (range 257–1026 IU/L) and SAP was 395 IU/L

(range 112–890 IU/L). The median globulins were 3.6 g/dl (range

2.7–9 g/dl) and severe acute AIH was observed in 8 (50%) patients

whose INR [1.5. The liver biopsy was available in 14 patients and

was suggestive of chronic hepatitis in 12 and cirrhosis in 2 patients.

The mean interface activity and portal tract inflammation scores were

2.8 and 2.9 respectively. All 16 patients were treated with combina-

tion of steroids and azathioprine. 13 (81%) achieved biochemical

remission along with complete resolution of symptoms. 2 (13%)

patient achieved partial biochemical remission and 1(6%) patient

succumbed to illness after 48 months of follow up.

Conclusion: Acute exacerbation of AIH has excellent response rates

and survival if diagnosed early and treated with Immunosuppression.

OP207

Preventive and therapeutic effects of splenectomy against
autoimmune hepatitis and liver fibrosis through promoting
the polarization of myeloid derived suppressor

Yong Juan Wang1, Guohui Jiao2, Lu Zhou2, Wenwen Li2, Lili
Luo2, Bangmao Wang2, Jie Zhang2

1Tianjin Medical University General Hospital, Tianjin; 2Tianjin

Medical University General Hospital, Tianjin

Background: Objective to investigate the preventive and therapeutic

effects of splenectomy on autoimmune hepatitis and liver fibrosis

induced by concanavalin A (ConeA) through promoting the polar-

ization of myeloid derived suppressor.

Methods: Methods Female Balb/c mice aged 8 weeks were randomly

divided into normal control group, ConeA model group, Con-

eA + sham-operation and ConeA + splenectomy treatment group.

Hematoxylin-eosin and Masson staining and Knodell HAI and Ishak

scoring systems were used to evaluate the degrees of liver inflam-

mation and fibrosis. Flow cytometry was used to measure the

proportion of myeloid derived suppressor (MDSC), western blot was
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performed to measure the expression of transcription factors P50 and

P65, Immunofluorescence was used to measure the proportion of

macrophages and M2 macrophages in the liver of mice. The t test was

used for data comparison between groups.

Result: Liver inflammatory injury was reduced significantly in

splenectomy treatment group than ConeA model group and sham-

operation group (P\ 0.05), respectively, and there was no obvious

fibrous tissue proliferation in splenectomy treatment group. The

splenectomy treatment group showed a significant increase of

CD11b+GR+Ly6ChighLy6Glow MDSC cells compared with ConeA

model group and ConeA + sham-operation group (P\ 0.05). The

level of P50 was significantly higher in splenectomy treatment group

compared with ConeA model group (P\ 0.05). Immunofluores-

cence showed that ratio of M2 macrophages were increased in

splenectomy treatment group (P\ 0.05).

Conclusion: Conclusion Splenectomy can promote the differentiation

of CD11b+GR+Ly6ChighLy6Glow MDSC cells, promote the differen-

tiation of M2 macrophages through promoting the expression of

transcription factors P50, slow down the progression of chronic

hepatitis induced by ConeA into liver fibrosis, and thus prevent liver

fibrosis.
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The research on the invasion boundary of alveolar
echinococcosis in liver

Zhe-yu Chen1,2, Youyin Tang3, Hanzhi Zhang4

1Department of Surgery, Division of Liver Transplantation, West

China Hospital, Sichuan University, Chengdu; 2Institute of Hydatid

Disease Prevention and Control, Ganze Prefecture, Sichuan Province,

Chengdu; 3 Department of Liver Surgery, Liver Transplantation

Center, West China Hospital, Sichuan University, Chengdu;
4Department of Liver Surgery, Liver Transplantation Center, West

China Hospital, Sichuan University, Chengdu

Background: Alveolar echinococcosis (AE) caused by the larval

stage of Echinococcus multilocularis is currently considered an

endemic zoonotic disease which is mainly in the nomadic areas,

especially in central and Eastern Europe, central Asia. Ganzi State in

Sichuan province, Western China is in an extremely high morbid-

ity of AE. The best treatment of AE is radical resection surgery,

but it still exists a little bit of recurrence. Besides, people in the

epidemic areas know a little of the treatment in the onset of this

disease, which make it difficult for them to treat regularly after

surgeries. So it’s very important to improve the effect of the radi-

cal resection surgery. The reason of recurrence after

radical resection surgery is mainly considered as the invasive growth

of the Echinococcus multilocularis, and radical resection surgery

may not remove the lesion completely. However, there is no stud-

ies about the infiltration distance of Echinococcus multilocularis in

AE. The main purpose of this study is to investigate the infiltration

distance of E. multilocularis in AE, which could help to confirm a

clear cut edge of the safe distance of surgery, and provide a theo-

retical basis for the establishment of radical resection range

specifications.

Methods: Collect specimen (liver tissue) from AE patients in West

China Hospital of Sichuan University. Specimens have been divided

into three groups, each group has 6 spacemen. Group A: alveolar

echinococcosis lesions. Group B: normal liver tissue which is 1 cm

distance from the lesions’ margin (under the macroscopic observa-

tion). Group C: normal liver tissue which is 2 cm distance from the

lesions margin (under the macroscopic observation). HE staining and

MASSON staining were performed on the pathological sections of

each specimen, and the morphology as well as the histology change

were observed. Each specimen was performed polymerase chain

reaction (PCR), which amplified 12s rRNA genes specifically to

detect the target gene content in the specimen. And we also prepared

the emY162 poly-clonal antibodys of AE to explore the protein

expression in the specimens.

Results: In the histopathologic picture, we can see reticulum fibers in

the whole 6 specimen in group A, 2 in group B, and no reticulum fiber

was found in group C. Besides, we also notice that the target gene

amplification in all 6 specimen in group A contrast with 3 in group B

and none in group C. There was 6 emY162 protein expression in

group A with 1 specimen in group B, none in group C.

Conclusion: We can find that the infiltration of liver tissue in alveolar

echinococcosis is 1 cm distance from the lesion, and no liver tissue

invasion at the site of 2 cm distance from the lesion. So we suggest

that the safe distance for the AE radical resection surgery is 2 cm

distance from the lesion.
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PD-1+ TIGIT+ TIM-3+ LAG-3+ CD8+ T cells: a new subset
associated with yellow fever virus induced liver injury

Yaxian Kong1, Beibei Wang1, Yu Hao1, Zhihai Chen1, Jingyuan
Liu1, Haofeng Xiong1, Ping Zhang2, Lifen Han2, Xingwang Li2,
Fujie Zhang1, Ang Li1, Hui Zeng1

1Institute of Infectious Diseases, Beijing Key Laboratory of Emerging

Infectious Diseases, Beijing Ditan Hospital, Capital Medical

University, Beijing; 2Fuzhou Infectious Disease Hospital of Fujian

Medical University, Fuzhou

Background: Yellow fever (YF), caused by YF virus (YFV), is an old

disease but endemic to tropical regions of Africa and South America in

recent years. In the current YF outbreak in Angola in 2016, 11 imported

YF cases from Angola have been diagnosed in China, including the first

reported local transmission of YF in Asian history. As liver is the

prominent target organ for YFV, most previous studies have described

the complex mechanisms of liver injury, which involve the interactions

of cytokines, reactive oxygen species, Kupffer cells as well as T cells.

The primary CD8+ T cell response is likely responsible for viral

clearance, while coinhibitory molecules has been recognized to nega-

tively regulate responses of T cells in chronic infectious conditions.

However, it remained puzzled for the role of coinhibitory molecules in

YF, an acute infection, induced liver injury.

Methods: Blood samples from 10 YF patients were collected in Beijing

and Fujian Province. Expression of multiple coinhibitory molecules on

T cells from peripheral blood collected from patients was examined by

flow cytometry. Phenotypic and functional study (cytokine release,

proliferation, killing, and apoptosis) of T cell subsets were performed.

Result: Higher expression levels of various coinhibitory receptors,

especially PD-1, TIGIT, TIM-3 and LAG-3 were observed on CD8+ T

cells of YF patients compared to healthy donors. Notably, YF cases

displayed higher percentage of CD8+ T cells co-expressing PD-1,

TIGIT, TIM-3 and LAG-3 when compared with vaccine recipients

and healthy controls (Fig. 1). Strikingly, these PD-1+TIGIT+ TIM-

3+LAG-3+ (PTTL) cells in two severe cases even consisted of more

than 40% of total CD8+ T cells and became a major population of

CD8+ T cells in the peripheral blood. Co-expression of these four

prominent receptors PD-1, TIGIT, TIM-3 and LAG-3 has never been

detected during acute infection as well as chronic infection. The

frequencies of PTTL CD8+ T cells in this patient were correlated with

ALT (alanine aminotranfereaseand) and AST (aspartate aminotrans-

ferase). Further functional study indicated that PTTL cells represented

a terminal differentiated population with high activity, proliferation

and an impaired capacity of cytokine production. Of note, these PTTL

population exhibited an expected high cytotoxic potential (Fig. 2).

Conclusion: Our study demonstrates that a novel CD8+ T cell pop-

ulation with co-expression of PD-1, TIGIT, TIM-3 and LAG-3 plays

an important role in progression and pathogenesis of acute YFV

induced liver injury, making it a therapeutic target to regulate CD8+ T

cell function and balance viral control and immune injury.
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A20 expression is associated with liver damage in chronic
hepatitis B through regulating NF-jB signaling pathway
mediated inflammatory response

Hanchen Xu1, Haiyan Song1, Lei Wang2, Guang JI1

1Institute of Digestive Diseases, Longhua Hospital, Shanghai

University of Traditional Chinese Medicine, Shanghai 200032;
2Department of Liver Diseases, Longhua Hospital, Shanghai

University of Traditional Chinese Medicine, Shanghai 200032

Background: This study aims to determine the zinc finger protein

A20 expression in patients with chronic hepatitis B, investigate the

role of A20 in inflammatory response in liver damage and the

underlying mechanism.

Methods: Total 205 patients with CHB and 60 health controls were

recruited. Fasting peripheral blood and liver biopsy samples were

collected to detect the A20 and TNF-a expression level via ELISA

assay and immunohistochemical staining. The correlation between

A20 and liver injury was analyzed. Then, male C57BL/6 mice

(n = 50) were randomly divided into 5 groups according to different

time points, 0 h, 2 h, 6 h, 12 h and 24 h. Except 0 h time point group,

other groups were intraperitoneally injected with D-galactosamine to

induce acute liver injury. Serum ALT, AST, expression level of TNF-

a and A20 were detected. A20-RNAi lentiviral vector and LV-A20

lentiviral vector were used to obtain A20 knockdown and over-ex-

pression cell lines in both HepG2 and Huh-7 cells. After induced by

LPS (1 lg/mL) and D-GalN (20 mmol/L), the hepatic expression of

genes associated with pro-inflammatory cytokines and activation of

NF-kB were determined by quantitative RT-PCR or Western blot

analysis.

Result: The expression level of A20 in serum and liver tissue were

significantly higher in CHB patients than health controls. The

expression level of A20 in serum was positively correlated with the

levels of ALT (r = 0.286, P\ 0.001), AST (r = 0.398, P\ 0.001)

and TNF-a (r = 0.166, P\ 0.05). In the liver injury model mice

induced by D-GalN, the serum ALT, AST and TNF-a levels were

significantly higher in the 6 to 24 h and the hepatic mRNA expression

levels of TNF-a, IL-1b and IL-6 were elevated (p\ 0.05). The serum

A20 level was rapidly higher at the time after injected D-GalN 2 h,

and the expression was decreased gradually in the period of 2–24 h.

In vitro, knockdown A20 expression in HepG2 and Huh-7 cells

showed the more release of TNF-a after induced (p\ 0.05), A20-

overexpression cells after induced either LPS or D-GalN demon-

strated lower expression levels of pro-inflammatory cytokines, such

as TNF-a, IL-1b, IL-6 and IL-8 through decreased phospho-p65 and

phospho-I-kBa levels compared with control (p\ 0.05).

Conclusion: Up-regulation of the A20 expression might contribute to

the severity of liver damage in CHB. The A20 reduced the release of

pro-inflammatory cytokines was by inhibiting the activity of NF-kB.

Elevated expression of A20 protein could be a potential therapeutic

strategy for preventing the progress of the liver damage of the patients

with CHB.
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Impact of antiviral therapy on the peripheral Th17/Treg
cytokines and specific transcription factor (RORct, Foxp3)
in patients with HBeAg positive chronic hepatitis B

Jie Ding1, Jing You2, Ying Hong Chen1, E huai Liu1, Tu Hong
Wang1, Yi ru Zhang3, Zhi Jin1, Feng Xu2, Hua guan Jia2

1The First Affiliated Hospital of Kunming Medical University,

Kunming; 2 The First Affiliated Hospital of Kunming Medical

University, Kunming; 3The First Affiliated Hospital of Yunnan

University, Kunming

Background: To explore the impact of longtime antiviral therapy

with entecavir on the Peripheral Th17/Treg Cytokines and specific

transcription factor (RORct, Foxp3) in patients with chronic hepatitis

B.

Methods: Sixty-one patients with chronic hepatitis B, who received

entecavir therapy for 48 weeks, were enrolled the study. 20 normal

individuals were as control group. Serum HBVDNA load was mea-

sured by Real-Time-PCR, and the HBV markers were detected with

ELISA during 48 weeks of the treatment. Serum levels of IL-17,

TGF-b, IL-10 and IL-23 were measured using an enzyme-linked

immunosorbent assay (ELISA). RT-qPCR method was applied to

determine the expressions of RORct and Foxp3 mRNA of peripheral

blood.

Result: Of the 61 patients, all HBeAg positive and with

detectable HBVDNA, the majority (82.0%) had serum levels of

HBVDNA over 107 copies per milliliter. Chronic hepatitis B patients

had significantly increased serum levels of IL-17, TGF-b, IL-10 and

IL-23 compared with normal individuals (all p less than 0.001). At

baseline, 12 weeks, 24 weeks and 48 weeks after treatment were

significantly different in the levels of ALT, AST, TBIL, HBVDNA

(all p less than 0.05). HBV viral load dropped sharply during the first

two weeks. Along with the extension of treatment time, the clinical

indexes gradually reduced. The rates of HBVDNA undetectable in

12 weeks, 24 weeks and 48 weeks after treatment were accounted for

31.1% (19/61), 45.9% (28/61) and 78.7% (48/61), respectively. The

rates of HBeAg clearance were accounted for 14.8% (9/61), 19.7%

(12/61) and 31.1% (19/61), respectively. The rates of HBeAg sero-

conversion were accounted for 3.3% (2/61), 4.9% (3/61) and 19.7%

(12/61), respectively. Compared with pre-therapy level, a significant

decrease in serum levels of IL-17, TGF-b, IL-10, IL-23 and RORct

and Foxp3 expression were found from week 48 (all p less

than 0.001).

Conclusion: Antiviral therapy with entecavir can improve liver

function, inhibit virus replication and lower the levels of the cytokines

of Th17 and Treg, and control the progress of liver disease.

OP212

Serum ferritin as a predictor of 30 day mortality in patients
with decompensated chronic liver disease

Nauman Arif Jadoon1,2, Mujeeb Makki3, Naseer Umer3,
Athesham Zafar4

1Hull Royal Infirmary, Hull, United Kingdom; 2Ittefaq Trust Hospital,

Lahore, Pakistan; 3Services Hospital Lahore, Lahore, Pakistan; 4Hull

Royal, Hull, UK

Background: Serum ferritin is a marker for hepatic neco-inflamma-

tion and known 1 year mortality predictor in post-transplant patients.

Data on an early mortality predictor in patient of cirrhosis is scares.

We investigated whether ferritin can be used as one month mortality

predictor in patients of decompensated cirrhosis

Methods: One hundred thirty three patients with decompensated

cirrhosis admitted in medical unit III, Services Hospital Lahore were

included in our study. Serum ferritin levels of all the enrolled patients

were requested and the patients were followed for a period of 30 days.

Serum ferritin levels of survivors and non-survivors were compared.

Result: In present study, 132 patients, with 77(58.33%) male and 55

(41.66%) females were enrolled for study. Mean age was 54 years

with minimum of 38 and maximum was 75. Regarding cause of

cirrhosis, 95 (71.4%) were hepatitis C, 19 (14.3%) were hepatitis B

related cirrhosis while alcoholic, autoimmune and Wilson were 5.3,

4.5 and 2.3% respectively. Patients were followed for the medium

period of 30 days. Serum ferritin levels were significantly different

between the survivors and the non-survivors (p\ .001) and showed

significant correlation with CTP Score (p\ .001) and MELD Score

(p\ .001). 91(69.42%) were among survivors and 41 (30.82%)

patients were among non-survivors. Regarding hepatic encephalopa-

thy grades, it was absent in 17 patients, 46(46 survived) were in grade

I, 34 (23 alive, 11 died) were in grade II, 18 (5 alive 13 died) were in

grade III and 17 (17 died) were in grade IV. Regarding child class and

outcome, 22 (22 alive) patients were in class A, 56 (50 alive, 6 died)

were in class B and 54 (19 alive, 35 died) were in class C (p\ .001).

Regarding ferritin level and outcome 76 (76 alive) were having fer-

ritin level\ 200, 26 (13 alive, 13 died) were having ferritin level

between 200 and 400 and 30 (2 alive, 28 died) were having ferritin

level [400 ng/ml (p .001). It was also noted that with increasing

ferritin level, CTP class increased as well as MELD Score. Patients

who were higher ferritin were among non-survivors (p\ .001).
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Conclusion: Serum ferritin levels correlate with severity of liver

disease and are associated with early mortality in patients of

decompensated cirrhosis independent of the MELD score

OP213

Plasma cytokines predict faster viral load decline in patients
with chronic hepatitis C treated with direct-acting antivirals—an
exploratory analysis

Cheng Wang1,2,3, Xiaoyong Zhang4, Zheng Zhang5, Dong Ji6,7,
Jing Chen1, Qing Shao6, Bing Li6, Jia-liang Liu6, Vanessa Wu8,
April Wong8, Yudong Wang8, Jian Sun2, Jinlin Hou2, Guofeng
Chen3,6, George Lau3,5,8
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Diseases, Nanfang Hospital, Southern Medical University,

Guangzhou; 3Beijing 302-Hong Kong Humanity and Health Hepatitis
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302 Hospital, Beijing; 6Second Liver Cirrhosis Diagnosis and

Treatment Center, 302 Hospital, Beijing; 7Liver failure treatment and

research centre, 302 Hospital, Beijing; 8Division of Gastroenterology

& Hepatology, Humanity & Health Medical Centre, Hong Kong,

Hong Kong SAR

Background: It was reported that some chronic hepatitis C (CHC)

patients can achieve rapid viral clearance with direct acting antivirals

(DAAs) treatment. Whether host immunity plays a role in viral load

decline rapidity is still largely unknown. Plasma cytokines were found

to be associated with sustained virologic response (SVR) in patients

treated with DAAs. We examined the impact of plasma cytokines

levels on the rapidity of viral load decline in patients with CHC.

Methods: Total 27 CHC genotype 1b patients (age 39 ± 14.6, 40%

male, baseline HCV RNA [Log10 IU/mL] 6.2 ± 0.9, 70.3% IL28b

CC) treated with ledipasvir (90 mg)/sofosbuvir (400 mg) (n = 15) or

ledipasvir (90 mg)/sofosbuvir (400 mg) plus protease inhibitors

(n = 12) were included in this study. Serum samples collected at

baseline, 24 and 48 h during treatment were analyzed for chemokines

(including Eotaxin, MIP-1b, TARC, IP-10, MCP-1, MDC, and MCP-

4) and proinflammatory cytokines (including IFN-c, IL-1b, IL-2, IL-

6, IL-8, IL-10, IL-12p70 and TNF-a) using ProcartaPlex Analyst 1.0.

Plasma HCV RNA levels were measured at baseline, 24 and 48 h

during DAAs treatment by COBAS TaqMan 48 analyzer. Robust

multiple regression was used to explore the association between

baseline cytokine levels (Log transformed), changes in cytokine

levels (Log transformed) and changes in viral load (Log10 IU/mL) in

the first 48 h, with adjustment of covariables (i.e. age, sex, baseline

HCV RNA level, IL28b genotype, liver stiffness and treatment

group). Backward stepwise robust regression (significance level

B0.05 for selection) was performed to identify cytokines and changes

in cytokines which predicted the viral load decline in the first 48 h.

Result: Viral load declined significantly from 6.24 (SD: 0.91) at

baseline to 2.4 (0.57) at 48 h (p\ 0.001). Baseline IL-12p70 levels

(coef. = -2.4, p = 0.05) and MIP-1b levels (coef. = -1.85,

p = 0.018) were inversely correlated with HCV viral load declines in

48 h post-treatment after adjustment of covariables. MIP-1b

(coef. = -0.71, p = 0.04), IFN-c (coef. = -0.28, p = 0.009) and

IL-10 (coef. = -3.0, p = 0.04) level declines in 24 h post-treatment

were negatively correlated with HCV viral load declines in 48 h post-

treatment after adjustment of covariables. Backward stepwise robust

regression further confirmed that lower baseline MIP-1b
(coef. = -1.0, p = 0.005) and IL-12p70 level (coef. = -0.66,

p = 0.02) predicted faster HCV viral load decline in the first 48 h

after the treatment.

Conclusion: Current exploratory analysis demonstrated that lower

baseline MIP-1b and IL-12p70 levels independently predicted the

faster viral load decline in the first 48 h of DAAs treatment. Future

research is needed to assess the exact mechanism on how these

cytokines affect viral load decline in CHC patients treated with

DAAs.

OP214

The Fab fragment of a human Anti-Siglec-9 monoclonal antibody
suppresses LPS induced inflammatory responses in human
macrophages

Sasa Chu1, Na You1, Maorong Wang1,2

1Department of Infectious Disease, Anhui Medical University

Affiliated with Bayi Clinical College, Anhui; 2Institute of Liver

Disease, Nanjing Jingdu Hospital, Nanjing

Background: Sialic acid-binding Ig-like lectin (Siglec)-9 as a

member of CD33-related Siglecs family recognized sialylated glycans

and involved in various aspects of immune responses. However, the

role of specific Siglec-9 activator in the immune inflammatory

response is still not very clear. The aims of this study are to use a

humanized anti-Siglec-9 Fab fragment prepared by ourselves, named

hS9-Fab03, and explore its immune activity.

Methods: We screened the positive clone of anti-Siglec-9 phagemid

from human phage display antibody library with recombinant Siglec-

9 protein, and used it as the template for PCR amplification of vari-

able regions of the heavy (VH) and light (VL) chain. The variable

region of the heavy and light chains were spliced with the extremely

conserved region of the heavy chain domain1 (CH1) and the light

chain (CL) respectively. Furthermore, the prokaryotic expression

vector pETDuet-1 of hS9-Fab03 was successfully constructed and

transformed into Escherichia coli BL21. We utilized a multitude of

assays, including SDS-PAGE, Western blotting, ELISA, affinity and

kinetics assay to evaluate the characteristics of hS9-Fab03.

Result: The results of our study demonstrated that hS9-Fab03 could

specifically bind to Siglec-9. Pretreatment with hS9-Fab03 could

strikingly attenuated LPS-induced expression of TNF-a, IL-6 and

IFN-b in THP-1 differentiated macrophages with PMA treatment.

Collectively, the humanized anti-Siglec-9 Fab fragment hS9-Fab03

we produced could largely inhibit the LPS-induced inflammatory

response in macrophages.

Conclusion: The hS9-Fab03 fragment antibody drugs might provide a

novel therapeutic strategy in treatment of acute hepatitis.
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HBeAg activates MiR-155-SHIP positive feedback loop
in macrophage to accelerate HBV-related immune response
via promoting production of inflammatory cytokine

Hongjun Bian1, Feifei Li1, Wanhua Ren1, Chengyong Qin1, Jianni
Qi1

1Shandong Provincial Hospital Affiliated to Shandong University,

Jinan

Background: Activation of Kupffer cells (KCs) increase in produc-

tion of inflammatory cytokine has a central role in the pathogenesis of

HBV infection. Recent studies have also demonstrated that miR-155

can regulate TLR-inducing inflammatory responses to macrophage.

However, the involvement of miR-155 in HBV associated antigen

induced macrophage activation is still not thoroughly understood.

Methods: Cell co-culture and HBeAg-treatment experiments were

applied.

Result: In vitro, after co-cultured HepG2 or HepG2.2.15 cells and

RAW 264.7 macrophages or primary peritoneal macrophages,

HepG2.2.15 cells can significantly promote macrophage inflamma-

tory cytokine production and induce the expression of miR-155 as

well as its precursors BIC gene, but not HepG2 cells. Furthermore, we

stimulated RAW 264.7 macrophages, primary peritoneal macro-

phages or PBMCs with HBV associated antigens, including HBcAg,

HBeAg and HBsAg, and found only HBeAg can promote the pro-

duction of inflammatory cytokines and miR-155 expression. In

addition, Cell co-culture and HBeAg-treatment experiments indicated

that MAPK, PI3K and NF-jB signal pathway were all activated.

However, miR-155 expression was down-regulated only in PI3K

inhibitor pretreatment groups, rather than MAPK and NF-jB groups.

Simultaneously, we confirmed that miR-155 overexpression inhibited

production of inflammatory cytokines whereas there was opposite

effect when miR-155 was knocked down. Moreover, we demonstrated

the expression of SHIP1, which could specifically hydrolyze phos-

phorylation at the 50-position of phosphatidylinositol 3,4,5-

triphosphate (PIP3) to produce PI-3,4-P2 (PIP2) and downregulate

PI3K-dependent AKT activation, was negatively correlated with the

miR-155 expression by gain and loss of function assay.

Conclusion: In conclusion, our novel data revealed that HBeAg

augments the expression of miR-155 in macrophages via PI3K signal

pathway and the increased miR-155 accelerates HBV-induced liver

injury by inhibiting the expression of SHIP to promote the production

of inflammatory cytokines induced by HBeAg.

OP216

Syk negatively regulates TLR4-mediated IFNb and IL-10
production and promotes inflammatory responses in dendritic
cells

Hui Yin1, Jia Shang1

1Department of Infectious Diseases, Henan Provincial People’s

Hospital, Zhengzhou, 450003

Background: While Syk has been shown to associate with TLR4, the

immune consequences of Syk-TLR interactions and related molecular

mechanisms are unclear.

Methods: Gain- and loss-of-function approaches were utilized to

determine the regulatory function of Syk and elucidate the related

molecular mechanisms in TLR4-mediated inflammatory responses.

Cytokine production was measured by ELISA and phosphorylation of

signaling molecules determined by Western blotting.

Result: Syk deficiency in murine dendritic cells resulted in the

enhancement of LPS-induced IFNb and IL-10 but suppression of pro-

inflammatory cytokines (TNFa, IL-6). Deficiency of Syk enhanced

the activity of PI3K and elevated the phosphorylation of PI3K and

Akt, which in turn, lead to the phospho-inactivation of the down-

stream, central gatekeeper of the innate response, GSK3b. Inhibition

of PI3K or Akt abrogated the ability of Syk deficiency to enhance

IFNb and IL-10 in Syk deficient cells, confirmed by the overex-

pression of Akt (Myr-Akt) or constitutively active GSK3b (GSK3

S9A). Moreover, neither inhibition of PI3K-Akt signaling nor neu-

tralization of de novo synthesized IFNb could rescue TNFa and IL-6

production in LPS-stimulated Syk deficient cells. Syk deficiency

resulted in decreased phosphorylation of IKKb and the NF-jB p65

subunit, further suggesting a divergent influence of Syk on pro- and

anti-inflammatory TLR responses.

Conclusion: Syk negatively regulates TLR4-mediated production of

IFNb and IL-10 and promotes inflammatory responses indendritic

cells through divergent regulation of downstream PI3K-Akt and NF-

jB signaling pathways.
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Switching tenofovir and nucleoside analogue to tenofovir
monotherapy for step-down therapy in virologically suppressed
chronic hepatitis B patients with antiviral resistance

Dong Yun Kim1, Jeong Eun Song1, Hye Won Lee1, Beom Kyung
Kim1, Seung Up Kim1, Do Young Kim1, Sang Hoon Ahn1, Kwang
Hyub Han1, Jun Yong Park1

1Department of Internal Medicine, Institute of Gastroenterology,

Yonsei University College of Medicine, Seoul, Korea; Yonsei Liver

Center, Severance Hospital, Seoul, Korea

Background: It is unclear whether chronic hepatitis B (CHB) patients

with antiviral resistance who achieved complete virological response

(CVR) with tenofovir disoproxil fumarate (TDF) and nucleoside

analogue (NUC) combination therapy maintain CVR if switched to

TDF monotherapy. We investigated the durability of CVR after

stopping NUC in virologcially suppressed antiviral resistant CHB

patients with TDF + NUC combination therapy.

Methods: This is a retrospective study of 79 antiviral resistant CHB

patients showing CVR on TDF + entecavir (n = 52), TDF + lami-

vudine (n = 14) and TDF + telvibudine (n = 10) combination

therapy, who were switched to TDF monotherapy for step-down

therapy.

Result: At baseline, 47 patients were male and median age was 53.0

(range 30-78) years; 72.3% were HBeAg(+) and 23.7% were liver

cirrhosis. The median duration of TDF + NUC combination therapy

was 20.8 (range 6–46) months. During median 18.7 (range 6–40)

months follow-up after switching to TDF monotherapy, all 76 patients

maintained CVR, regardless of the duration of combination therapy

and what kind of prior NUC and antiviral resistance. Renal dys-

function was not observed during the treatment period.

Conclusion: This step-down strategy, switching from TDF + NUC

combination therapy to TDF monotherapy in virologically suppressed

CHB patients with antiviral resistance, may be considered.

OP218

Off-treatment durability of response in patients with hepatitis B e
antigen positive chronic hepatitis B: a prospective multicenter
clinical trial

Rong Fan1, Deming Tan2, Min Xu3, Jian Sun1, Qing Xie4, Junqi
Niu5, Hao Wang6, Hong Ren7, Xinyue Chen8, Maorong Wang9,
Qin Ning10, Guangfeng Shi11, Jifang Sheng12, Hong Tang13,
Xuefan Bai14, Mobin Wan15, Shijun Chen16, Yanyan Yu17, Hong
Ma18, Jun Cheng19, Hongfei Zhang20, Huimin Liu21, Zhiliang
Gao22, Xiaoguang Dou23, Jinlin Hou1
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Chongqing; 8 Beijing Youan Hospital, Beijing; 9Department of
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Diseases Hospital, Jinan, China;17Department of Infectious Diseases,
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Beijing Friendship Hospital, Capital Medical University, Beijing;
19Beijing Ditan Hospital, Beijing; 20302nd PLA Hospital, Beijing;
216th People’s Hospital, Hangzhou; 22 Department of Infectious

Diseases, Sun Yat-Sen University 3rd Affiliated Hospital,

Guangzhou; 23Department of Infectious Diseases, Shengjing Hospital

of China Medical University, Shenyang

Background: The off-treatment durability of nucleos(t)ide analogues

treatment in HBeAg positive chronic hepatitis B (CHB) has not been

well investigated. The aim of this study was to determine primarily

the off-treatment durability, and secondarily the performance of

quantitative HBsAg (qHBsAg) as a predictor for off-treatment dura-

bility in a prospective cohort enrolled from a randomized controlled

trial.

Methods: Six hundred and six patients with HBV DNA C5 Log10

copies/ml, ALT 2-10 9 ULN and compensated adult naive HBeAg-

positive CHB were enrolled in a multicenter, randomized controlled

trial (EFFORT studies, NCT00962533 and NCT01529255), receiving

telbivudine or combined with adefovir for up to 260 weeks. From -

week 104, patients who met the stopping criteria, defined as achieving

HBeAg seroconversion and HBV DNA \300 copies/mL for at least

48 weeks, were advised to stop treatment and monitored for the

occurrence of clinical relapse (up to 104 weeks). Clinical relapse was

defined as HBV DNA [2000 IU/mL after drug cessation, with the

presence of one of the following evidence of abnormal liver function:

(i) ALT C 5 9 ULN or total bilirubin (TBIL) C 2 9 ULN at one

visit; (ii) ALT 2-5 9 ULN and TBIL\ 2 9 ULN at two consecutive

visits with at least 14 days apart. Virologic relapse and HBeAg

reversion were defined as HBV DNA [2000 IU/mL and the reap-

pearance of HBeAg after drug cessation at two consecutive visits with

at least 14 days apart, respectively.

Result: A total of 130 patients (mean age 30.8 ± 6.9 years, 72.3%

male, 55.4% genotype C) with at least one visit after stopping treat-

ment were included in the analysis. The mean treatment duration was

155.1 ± 47.9 weeks, with 88.8 ± 29.3 weeks of consolidation treat-

ment duration. The cumulative rates of clinical relapse, virologic

relapse and HBeAg reversion were 27.3, 45.7 and 18.6% at week 104,

respectively (Figure). Over 80% off-treatment outcome events

occurred within 1 year, especially in the first 24 weeks after drug

cessation. Multivariate cox regression analysis showed that, HBV

DNA level at week 12 off-treatment and qHBsAg change from week

12 off-treatment to end of treatment (EOT) were independent pre-

dictors of clinical relapse (HBV DNA: hazard ratio [HR] 12.227; 95%

confidence interval [CI] 4.184–35.725, P\ 0.001; qHBsAg change:

HR 6.092; 95% CI 2.356–15.749; P\ 0.001). No clinical relapse

occurred among patients with off-treatment week 12 HBV DNA

\500 IU/mL. Patients with HBV DNA[1000 IU/mL at week 12 off

-treatment combined with qHBsAg change from week 12 off-treat-

ment to EOT by[0.5 log IU/mL had 100% of clinical relapse.

Conclusion: The off-treatment durability shown in the present study

was unsatisfactory. The serum qHBsAg and HBV DNA level off-

treatment could be used to predict off-treatment outcome, which can

help to identify patients with sustained response or high risk of

clinical relapse.
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Three-year efficacy and safety of tenofovir disoproxil fumarate
monotherapy for adefovir-resistant chronic hepatitis B

Jihyun An1, Young-Suk Lim2, Geum-Youn Gwak3, Kwan Soo
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1Asan Medical Center, University of Ulsan College of Medicine,

Seoul, Republic of Korea; 2Department of Gastroenterology, Asan
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Background: Tenofovir disoproxil fumarate (TDF) monotherapy for

48 weeks displayed non-inferior efficacy to TDF plus entecavir

(ETV) combination therapy in patients who harbor adefovir (ADV)-

resistant hepatitis B virus (HBV). However, whether prolonged TDF

monotherapy would be safe and increase the virologic response rate in

these patients is unclear.

Methods: Among 102 patients with HBV resistant to ADV who were

randomized to receive TDF monotherapy (n = 50) or TDF/ETV

combination therapy (n = 52) for 48 weeks, 100 agreed to continue

the study on TDF monotherapy, and 96 (94.1%) completed

144 weeks.

Result: At baseline, all patients had ADV-resistant HBV mutations;

rtA181V/T and/or rtN236T. Most patients (83.3%) also had various

combinations of resistance mutations to lamivudine and ETV

(rtM204V/I, rtL180M, rtT184A/C/F/G/I/L/S, rtS202G, and rtM250L/

V). By intention-to-treat analysis, 62.0% in the TDF–TDF group and

63.5% in the TDF/ETV-TDF group had serum HBV DNA \15 IU/

mL at week 48 (P = 0.88). At week 144, the proportion increased to

72.0 and 63.5%, respectively (P = 0.36). By on-treatment analysis,

81.6 and 89.4%, respectively, had HBV DNA\ 60 IU/mL at week

144 (P = 0.28). Virologic breakthrough occurred in 2 patients in

TDF–TDF group and 2 patients in TDF/ETV-TDF group due to poor

drug adherence. At week 144, 12 patients who had HBV DNA

[60 IU/mL qualified for HBV genotypic resistance tests, and 4

patients retained some of their baseline resistance mutations. No

patients developed additional resistance mutations throughout the

study period. Treatment was generally well tolerated. Estimated GFR

significantly increased at week 144 from baseline (4.07 mL/min/

1.73 m2, P = 0.002). The mean change in bone mineral density from

baseline at week 144 was 0.33% at spine (P = 0.56) and -0.78% at

femur (P = 0.04).

Conclusion: TDF monotherapy was safe and efficacious in patients

with ADV-resistant HBV for up to 144 weeks.

OP220

Switch or add peginterferon to chronic hepatitis B patients
already on nucleos(t)ide analogue therapy (SWAP study): interim
analysis

Seng Gee Lim1, Wei Lyn Yang2, Jeffery Ngu3, Jessica Tan4, Yock
Young Dan1, Yin Mei Lee1, Guan Huei Lee1, Kieron Lim1, Poh
Seng Tan1, Taufique Ahmed5, Wah Wah Phyo1, Shu Zhuang
Koo1, Amy Tay1, Yoon Wai Lee1, Edwin Chan6, Nisa DeSouza6,
Pryseley Assam6

1National University Health System Singapore, Singapore, Singapore;
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Singapore; 5Khoo Teck Puat Hospital, Singapore, Singapore;
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Background: Patients on long term nucleos(t)ide analogue (NA)

therapy have a low chance of HBsAg loss, and recent studies have

shown that add-on or switch to peginterferon (PEG) are emerging

strategies to improve HBsAg seroclearance. We sought to investigate

efficacy and safety of add-on PEG or switch to PEG compared to

continuing NA.

Methods: This is a multicentre parallel group randomised control trial

of add-on or switch to peginterferon alpha 2b for 48 weeks, compared

to continuing NA randomised 2:2:1 (clinicaltrial.gov NCT01928511).

Randomisation was performed by computer generated code and

patients were stratified by HBeAg status, high or low genetic barrier

NA, or fibroscan score. Inclusion criteria included CHB patients aged

21-70, HBeAg positive or negative, NA for at least 12 months,

compensated cirrhosis and undetectable HBVDNA. Exclusion criteria

were co-infection with HIV, HCV or HDV, telbivudine therapy,

decompensated cirrhosis, malignant disease, active substance abuse,

pregancy, significant cytopenia, significant co-morbidities. The pri-

mary endpoint was a composite of proportion of patients who

achieved[1 log reduction in qHBsAg or HBeAg loss at week 72, and

secondary endpoint was HBsAg loss at week 72. Analysis was by

intention-to-treat.

Result: A total of 199 (add-on 78, switch 79, NA 42) patients had

been enrolled but only 87 (add-on 34, switch 36, NA 17) had com-

pleted week 72. A further 23 patients either withdrew or had

premature discontinuation (add on 9, switch 7, NA 7). The primary

endpoint of HBeAg loss or [1 log reduction in qHBsAg was sig-

nificantly higher in add-on arm (20.9%) compared to controls (0%),

p = 0.013 at week 72. The secondary endpoint of HBsAg loss was

higher in both add-on (9.0%) and switch (8.9%) than in controls (0%),

p = 0.044 and 0.046 respectively. The qHBsAg[1 log reduction was

significantly higher both add-on and switch arms than in controls

at week 24 (15.5%, 20 vs 0%, p = 0.007 and 0.002 respectively),

however, only add-on arm was significant at week 48 (23.5 vs 3.3%,

p = 0.014) compared to controls. Multivariate analysis showed

qHBsAg [1 log reduction at week 12 was a significant predictor of

HBsAg loss (p\ 0.001) and seroconversion (p = 0.001). The switch

arm had significantly higher virological relapse (30.2%) compared to

controls (3.3%) and add-on arm (2.0%), p = 0.004 and \0.001

respectively. 1log reduction of qHBsAg at week 12 had AUROC of

0.84 (95% CI 0.675–1.0) to predict HBsAg loss.
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Conclusion: Preliminary analysis shows that the composite of

HBeAg loss and[1 log qHBsAg reduction was significantly higher in

add-on than in controls at week 72. Overall HBsAg loss was found

higher again in both add-on and switch compared to controls. In

multivariate analysis,[1 log qHBsAg reduction at week 12 was the

only significant predictor of HBsAg loss and seroconversion. Fur-

thermore, qHBsAg reduction by [1 log had AUROC of 0.84 to

predict HBsAg loss.
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Pharmacokinetics, safety and tolerability of CMX157, a novel
prodrug of tenofovir, administered as ascending multiple doses
to healthy volunteers and HBV-infected subjects
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John Sullivan-Bolyai3
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Background: CMX157 is a novel prodrug of the acyclic nucleotide

phosphonate tenofovir (TFV). By converting TFV into a lipid moiety

through esterification, there is an increase in oral bioavailability,

targeted cellular uptake through natural lipid absorption pathways and

cellular conversion of CMX157 into TFV di-phosphate. A single oral

dose rat study of 20 mg/kg CMX157 demonstrated 86% first pass

liver extraction. This experiment along with other preclinical safety,

ADME, and early toxicology results lead to the development of a

clinical program. The present two, multiple dose, studies were

designed to investigate safety, pharmacokinetics and HBV antiviral

effects of CMX157.

Methods: In the phase 1 study, multiple ascending oral doses of 5, 10,

25, 50, and 100 mg CMX157 were administered sequentially to

cohorts of 10 healthy subjects randomized 8:2, active: placebo. In the

proof of concept study, multiple ascending oral doses of 5, 10, 25, 50,

and 100 mg CMX157 were administered sequentially to cohorts of 12

HBV-infected subjects randomized 10:2, CMX157: Viread�. Plasma

levels of CMX157 and TFV were quantitated using a validated LC-

MS/MS methodology.

Result: Data from the 5, 10, 25, 50, and 100 mg cohorts in the healthy

volunteer study shows CMX157 was rapidly absorbed and eliminated.

Corresponding tmax and t1/2 ranged across the cohorts are as follows:

2.0–3.0 and 1.1–2.1 h. Plasma exposure, AUC0–? and Cmax, of

CMX157 was dose-related. AUC0–? and Cmax ranges are

10.0–236 h ng/mL and 3.1–100 ng/mL across the five cohorts. Data

from the 5, 10, 25, and 50 mg cohorts in the HBV-infected subject

study shows CMX157 was rapidly absorbed and eliminated as in the

healthy volunteers. Corresponding tmax and t1/2 ranged across the

cohorts are as follows: 2.0–2.5 and 1.0–1.3 h. Plasma exposure,

AUC0–? and Cmax, of CMX157 was dose-related. AUC0–? and Cmax

ranges are 2.3–112 h and 2.5–52.2 ng/mL across the four cohorts.

CMX157 100 mg HBV-infected cohort, TFV and Viread� safety,

tolerability, pharmacokinetic parameters will also be presented.

Safety results, to date, show CMX157 was well tolerated with no

serious adverse events (SAE), no discontinuations due to adverse

events (AE), no dose-limiting toxicities or dose-dependence of

adverse events. Overall, the incidence of adverse events and labora-

tory abnormalities was low and similar among cohorts. All AEs were

mild. Dizziness and rhinorrhea were the most common.

Conclusion: CMX157 appeared to be safe and well tolerated in these

studies. Consistent with a liver targeted approach, systemic exposure

of parent drug and metabolite was low. The favorable safety profiles,

pharmacokinetic profiles and in vitro anti-viral results warrant further

clinical development of CMX157 in HBV-infected patients.
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in patients who relapsed after the pegylated interferon treatment
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Turkey

Background: Chronic HBV infection, remains a significant cause of

mortality and morbidity due to cirrhosis, hepatic failure and hepato-

cellular carcinoma. Pegylated interferon (PEG-IFN) or oral antiviral

agents are used in the treatment of chronic HBV infection. In our

study, it was aimed to evaluate the efficacy of tenofovir (TDF) and

entecavir (ETV) treatments, after receiving PEG-IFN for 48 weeks

and had been diagnosed.

Methods: A total of 74 patients with chronic HBV infection, and

admitted to İzmir Tepecik Training and Research Hospital, Outpatient

Clinic of Infectious Diseases and Clinical Microbiology Clinics

between June 2005 and September 2014 were included in the study.

The data of these patients receiving ETV (n = 36) and TDF (n = 38)

were evaluated, retrospectively.

Result: Among patients receiving TDF and ETV, 20 (53%) and 16

(44%) were female; the median age of patients receiving TDF and

ETV was 37 (21–62) years and 40 (22–88) years, respectively.

Virological response was at the 12, 24, 48, 96 and 144th weeks of the

TDF/ETV treatment 26.3/6.3, 55.3/40.0, 72.2/54.5, 82.6/68.2 and

95.0/80%. The results are presented in Table 1.

Biochemical response rates at the 12, 24, 48, 96 and 144th weeks

of the TDF/ETV treatment are presented in Table 2.

Among 20 patients who had received ETV and were HBeAg-

positive at the baseline, antiHBe seroconversion was developed in 4

(20%) and 2 (10%) patients at the end of second and third years of the

treatment, respectively. None of the patients developed antiHBs

seroconversion during the three-year follow up period. Among 23

patients who had received TDF and were HBeAg-positive at the

baseline, antiHBe seroconversion was developed in 5 (21.7%) and 2

(8.6%) patients at the end of second and third years of the treatment,

respectively. HBsAg loss and antiHBs seroconversion was developed

in 1 (2.7%) patient during the three-year follow up period.

Conclusion: Virological and biochemical response rates were found

to be higher in TDF group in comparison to ETV group. However,

this difference was not statistically significant. The serological

response rates were similar in both treatment groups.
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Combinations of a DNA-directed RNA interference agent
with standard of care drugs results in superior suppression
of hepatitis B virus (HBV) in a chimeric mouse model
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Background: BB-103 is a recombinant AAV8 vector designed to

treat chronic HBV infection using RNA interference following a

single adminstration. This vector uses three wildtype pol III pro-

moters to drive expression of three short hairpin RNAs, each

embedded within a miRNA backbone, to simultaneously target three

well-conserved sequences in the Core, S-antigen and X protein

regions on the HBV viral RNAs.

Methods: PXB mice have chimeric livers comprised of at least 70%

human hepatocytes allowing infection of these animals with HBV. All

animals were infected with HBV, genotype C to establish serum HBV

DNA levels of 1e8 copies/ml or higher. Treatment groups consisted of

5 animals per cohort. Animals dosed with BB-103 were given a single

injection of 2e13 vg/kg at the start of treatment. Mice were dosed with

either Peginterferon Alfa-2a (PegIFN) twice weekly for the duration

of the 90-day study, or daily with Entacavir (ENT). The impact of

therapeutic treatment was assessed by weekly measurements of serum

HBV DNA copy numbers as well as determination of serum HBsAg

and HBeAg levels. Upon termination of study, livers will be collected

to determine cccDNA levels, intracellular HBV DNA and shRNA

expression levels.

Result: When administered as a monotherapy, a single administration

of BB-103 resulted in a 1.98 log drop of serum HBV DNA over

70 days as compared to untreated, HBV-infected PXB mice. Treat-

ment with either PegIFN or ENT resulted in a rapid decrease of HBV

serum titers over the same time frame and resulted in a 2.21 and 2.41

log drop respectively. As compared to these small molecule, BB-103

mediated reduction of serum HBV DNA levels occurred in a slower,

but steady fashion, indicative of a different mechanism of action by

this complex biologic agent. When BB-103 was combined with

PegIFN, extracellular DNA levels dropped by 2.85 logs. Remarkably,

a single administration of BB-103 combined with daily ENT treat-

ments reduced HBV DNA levels beyond the lower limit of detection

of the assay, representing a reduction of 3.72 logs or greater. Day 56

measurements of HBsAg, a major contributor to the massive

inflammation associated with HBV infection, showed modest reduc-

tion following treatment with either ENT (0.39) or PegIFN (0.65). Yet

a single administration of BB-103 resulted in a 2.05 log reduction of

HBsAg levels and a 2.07 log reduction when BB-103 was co-ad-

ministered with ENT. Likewise, HBeAg levels dropped 1.71 logs

following either BB-103 monotherapy or when BB-103 was admin-

istered in combination with ENT.

Conclusion: Using a chimeric mouse model, we demonstrate that the

anti-viral efficacy of anti-HBV compounds can be significantly

enhanced by combining these drugs with a single administration BB-

103, a ddRNAi therapeutic specific for HBV, and conclude that the

addition of BB-103 to drug combinations may offer a promising path

forward for the treatment of HBV.
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Antiviral therapy reduces hepatocellular carcinoma risk in HBV
cirrhosis patients with lower viral load
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Background: Patients with cirrhosis is at particular risk for liver

failure and hepatocellular carcinoma (HCC). Antiviral therapy is

currently recommended for HBV cirrhosis patients with high HBV

DNA load (C2000 IU/mL) by most guidelines. However, for those

cirrhosis patients who have low HBV DNA load (\2000 IU/mL),

guidelines vary. Our goal was to evaluate the effect of antiviral

therapy on incidence of HCC for cirrhosis patients with lower HBV

DNA levels.

Methods: A total of consecutive 381 cirrhosis patients from a US

cohort (277 received antiviral therapy) and 408 patients from the

community-based Taiwanese REVEAL-HBV cohort (none received

treatment) were accessed for the incidence of HCC on long-term

follow-up, after 276 patients were excluded from the study because

they had HCC at presentation or within the first year of follow-up,

had less than 12 months of total follow-up or insufficient data, or

were co-infected with human immunodeficiency virus, hepatitis C, or

hepatitis D virus. These patients were classified into two low HBV

DNA level group (\500 IU/mL) and high HBV DNA level group

([500 IU/mL); and in each group, they were further stratified into

treated and untreated subgroups. We used multivariate Cox’s pro-

portional hazard models to calculate the risk of developing HCC.

Result: The vast majority of patients were Asian in both high and

low HBV DNA groups (94.9 vs. 93.6%, P = 0.877), male (78.0 vs.

77.3%, P = 0.849) and had similar baseline age (51.6 ± 10.8 vs.

50.3 ± 11.7 years old; P = 0.701), ALT (28 vs. 35 IU/mL,

P = 0.728) and AST (28 vs. 32 IU/mL, P = 0.848).During a median

follow-up of 5 years, we found 191 incident cases of HCC. Antiviral

therapy significantly reduced HCC incidence in patients with level-

s[ 500 IU/ml (Figure 1). In the low HBV DNA\500 IU/mL group,

HCC incidence at long-term follow-up ([ 5 years) also appeared to

be lower in the treated group but overall, there was no statistically

significant differences between the treated and untreated group

(Figure 2) On multivariate analysis, antiviral therapy was an inde-

pendent predictor (HR 0.4, P = 0.0009) for lower HCC incidence in

patients with HBV DNA[500 IU/mL following adjustments for age,

sex, HBeAg and liver function.

Conclusion: Antiviral therapy was associated with a significant

reduction in HCC incidence in chronic hepatitis B patients with cir-

rhosis and HBV DNA above the 500 IU/mL. Antiviral therapy should

be considered for patients with HBV cirrhosis including those with

lower viral load previously thought to be at low risk.
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Pharmacological development of HeberNasvac, a novel
therapeutic vaccine against chronic hepatitis B
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Background: Despite the existence of effective prophylactic vacci-

nes, hepatitis B virus (HBV) infections remain a major public health

problem. About 370 million people are chronically infected world-

wide. Chronic hepatitis b (CHB) infection also increases the risk of

liver diseases such as cirrhosis and hepatocellular carcinoma.

Current antiviral therapies fail to control viral replication in the long

term in most patients. As HBV persistence has been associated with a

defect in the development of HBV-specific cellular immunity,

immuno-therapeutic approach as therapeutic vaccination could con-

tribute to break the tolerance, to the long term control of viral DNA

and to increase the seroconversion rates against HBeAg and HBsAg.

The development of therapeutic vaccines against CHB requires

proofing the capacity of the formulation to induce broad humoral and

cellular immunological response.

Methods: NASVAC as a new generation vaccine include the use of a

novel immunization route (intranasal-IN) and a novel antigen

(HBcAg) expressed in E. coli, used in a combined formulation with

HBsAg extressed in Pichia pastoris, both as VLPs. The formulation is

a simple mixture of proteins in phosphate buffer administered by the

IN and SC routes. The immunogenecity in Balb/C and transgenic

mice was measured using ELISA, LPA and IFN-g ELISPOT assays.

The pharmacological studies where approved by the Ethical Com-

mittees on Animal Research.

Result: The evaluation in mice and early clinical development sup-

port the rationality of the dose and formulation as well as the

administration routes. The therapeutic vaccine candidate targeted the

stimulation of CD4(+) and CD8(+) T-cell responses and the induction

of pro-inflammatory cytokines capable of controlling viral replication.

HeberNasvac proved to be immunogenic in mouse models and in

clinical trials in humans.
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Conclusion: Pharmacological results with HeberNasvac evidenced

the vaccine immunogenicity and supported the vaccine formulation

and administration routes.
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HIV coinfection increases HBV diversity and HBV pre-S deletion
delays immune reconstitution in HIV/HBV co-infected
individuals during HAART

Liping Zeng1, Feng Li2, Xiaoping Tang2, Weiping Cai3, Haohui
Deng4, Linghua Li5, Fengyu Hu2

1Institute of Infectious Diseases, Guangzhou Eighth People’s

Hospital, Guangzhou Medical University, Guangzhou; 2Institute of

Infectious Diseases, Guangzhou Eighth People’s Hospital,

Guangzhou; 3Department of Infectious Diseases, Guangzhou Eighth

People’s Hospital, Guangzhou; 4Department of Hepatopathy,

Guangzhou Eighth People’s Hospital, Guangzhou; 5Department of

Infectious Diseases, Guangzhou Eighth People’s Hospital,

Guangzhou

Background: HIV/HBV co-infection is very common among HIV

patients (4.81–18.99%). HAART can effectively inhibit both HIV and

HBV. However, the interactions between HIV and HBV, especially

how HBV and its viral products effect the disease progression and

prognosis of HIV patients, remains to be investigated. The study

aimed to study how HBV effects the clinical outcome of HIV/HBV

patients with HAART treatment.

Methods: 95 HBV mono-infected individuals and 85 HIV/HBV co-

infected individuals naı̈ve to treatment were recruited and then fol-

lowed up 5 years within HAART. Peripheral blood was collected

from the individuals before treatment and during HAART (HAART

0 year, 1 year, 2 year, 3 year, 4 year, 5 year) to construct a longitu-

dinal cohort. CD4+ T, CD8+ T cells were counted by FACS (BD,

USA). Serum HBV-DNA was extracted by QIAamp DNA Mini Kit

(QIAGEN, GER). HBV full length genome DNA were amplified

using PCR, and cloned into T-vector. Then, HBV clones were

sequenced using Sanger methods. Finally, the full length HBV gen-

ome were assembled (CExpress software) and were aligned to

reference sequences EU579441.1 (genotype B) and AJ748098.1

(genotype C), respectively. Rank-sum test was used by spss 13.0 and

it means a significant difference when P\ 0.05.

Result: The data indicated the HIV/HBV co-infected group had a

higher ratio of HBV deletion mutation in pre-S region compared with

HBV mono-infected group (17.81 vs 7.55%, P\ 0.05). Interestingly,

the deletion mutations were all in-frame deletion which will not lead

to predetermination in protein translation, implying that the pre-S

deletion doesn’t perturb the whole protein function. The co-infected

patients were divided into two groups (named as deletion HIV/HBV

co-infected group and non-deletion HIV/HBV co-infected group,

respectively). A longitudinal cohort at an interval 0–5 years relative

to HAART showed that the immune reconstitution of deletion HIV/

HBV co-infected group was delayed compared with that of non-

deletion HIV/HBV co-infected group (CD4/CD8 ratio between two

groups :0.13 vs 0.13, 0.17 vs 0.21, 0.36 vs 0.44, 0.47 vs 0.52, 0.51 vs

0.58, 0.58 vs 0.63, respectively).

Conclusion: HIV increased the mutations complexity of HIV/HBV

co-infected patients and resulted in high frequency of HBV deletion

mutation. Meanwhile, the HBV virus with deletion mutations delayed

the immune reconstitution of HIV patients during HAART. The

study indicates that complex interactions existed between HIV and

HBV in co-infected individuals, especially that HBV deletion muta-

tion makes the host less responsive to HAART in the immune

reconstitution. Our results suggest that special care is required for

HIV/HBV co-infected patients.

OP227

Natural killer cells from chronic hepatitis B patients inhibit
hepatitis C virus replication by hepatitis B surface antigen
stimulated NKG2D receptor expression

Xiaoxiao Wang1, Xu Cong1, Xiaoben Pan1, Jinchao Han1, Qian
Jin1, Xiangsha Kong1, Hui Ma1, Yandi Xie1, Lai Wei1, Bo Feng1

1Peking University People’s Hospital, Peking University Hepatology

Institute, Beijing Key Laboratory of Hepatitis C and Immunotherapy

for Liver Diseases, Beijing

Background: Hepatitis B virus (HBV)/hepatitis C virus (HCV) co-

infection was associated with HCV spontaneous clearance which was

determined by the level of serum hepatitis B surface antigen

(HBsAg), but the mechanism was unclear. By constructing the co-

cultured system of JFH-Huh7 HCV replication cells and NK cells

from CHB patients, CHC patients and healthy controls respectively,

we will investigate the effect of HBsAg on HCV replication and its

natural immune mechanism.

Methods: After isolated from peripheral blood of 42 chronic hepatitis

B (CHB) patients, 12 chronic hepatitis C (CHC) patients and 16

healthy individuals, NK cells were co-cultured with JFH-Huh7 HCV

replication cells respectively with or without HBsAg. HCV RNA

levels in co-cultured supernatants were detected by real-time quan-

titative PCR (TaqMan COBAS) after 72 h. The expression levels of

NKG2D, NKp46 and NKG2A on NK cells stimulated by exogenous

HBsAg or not were detected by flow cytometry.

Result: There was no significant difference in HCV RNA levels

between single JFH-Huh7 cells and JFH-Huh7 cells stimulated by

HBsAg (5.02 ± 0.64 vs. 4.99 ± 0.75, p = 0.799). NK cells from

healthy controls and CHB patients can reduce the supernatant HCV

RNA levels in the co-cultured system significantly (3.85 ± 0.91 vs.

5.02 ± 0.64, p = 0.001; 4.29 ± 0.80 vs. 5.02 ± 0.64, p = 0.005).

However, NK cells obtained from CHC patients can make the HCV

RNA levels increase (5.80 ± 0.37 vs. 5.02 ± 0.64, p = 0.001). NK

cells from CHB patients were able to reduce HCV RNA levels in the

co-culture system in the presence of exogenous HBsAg (4.29 ± 0.80

vs. 3.63 ± 1.40, p = 0.041), whereas NK cells taken from the healthy

controls and CHC patients showed no such effect (3.85 ± 0.91 vs.

4.09 ± 0.67, p = 0.445; 5.80 ± 0.37 vs. 5.80 ± 0.45, p = 0.755).

In CHB patients, compared with that of untreated NK cells, the

expression level of NKG2D on stimulated NK cells increased sig-

nificantly (47.81 ± 26.19 vs. 18.64 ± 19.54, p = 0.000), and higher

than that from healthy controls and CHC patients (47.81 ± 26.19 vs.

41.68 ± 6.55, p = 0.027; 47.81 ± 26.19 vs. 3.50 ± 1.61,

p = 0.001). The expressing levels of NKG2D and NKp46 on NK

cells from CHC patients that were stimulated or not were very low

and lower than that from CHB patients and healthy controls signifi-

cantly. Although the basic level of NKG2A on NK cells from CHC

patients was higher that that from other two groups, there were no

difference among these three groups statistically.
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Conclusion: NK cells from CHB patients inhibit HCV replication by

exogenous HBsAg-stimulated NKG2D expression, suggesting a

mechanism by which HBsAg may facilitate the clearance of HCV in

co-infected patients.

OP228

Toll-like receptor mediated enhancement of HBV DNA
vaccination

Yongzhen Zhai1, Mengji Lu2

1Department of Infectious Diseases, Shengjing Hospital of China

Medical University, Shenyang; 2Institute of Virology, University

Hospital of Essen, University of Duisburg-Essen, Duisburg, Germany

Background: To investigate whether TLR-mediated pre-activation of

innate immunity could enhance specific T cell responses primed by

DNA vaccination.

Methods: A recombinant plasmid pHBS-2-S encoding for the hep-

atitis B virus (HBV) surface protein was injected intramuscularly to

vaccinate the C57BL/6 mice. TLR2 ligand Pam3CSK4 and TLR7

ligand Imiquimod were injected via the tail vein 2 weeks before the

intramuscular DNA vaccination, respectively. The mice were sacri-

ficed and the lymphocytes were separated from the peripheral blood,

the spleen, and the liver. The changes of IFN-c, TNF-a, and IL-2, and

expression of CD107a in the CD8+T-cells were detected by using

flow cytometry. DimerX was used to assess the antigen-specific

CD8+T-cells activity. PD1 antigen on the surface of CD8+T-cells,

CD4+CD25+Foxp3+T cells, and expressions of CD80, CD86, CD40

and MHC I on the surface of dendritic cells were detected also by

using flow cytometry. The functions of the CD8+T-cells and the

activation of the dendritic cells were observed so as to investigate the

mechanism of cellular immune effect.

Result: pHBS-2-S vaccination resulted in induction of HBV-specific

CD8+T lymphocytes in the peripheral blood, spleen, and liver, with

IFN-c, TNF-a, and IL-2 production and CD107a degranulation. The

frequencies of HBV-specific CD8+T cells were the highest in the

liver, followed by that in the spleen and peripheral blood. Injection of

TLR7 ligand Imiquimod augmented the HBV-specific T cell

responses primed by pHBS-2-S vaccination while TLR2 ligand

Pam3CSK4 decreased them. No statistically significant difference in

the expression levels of co-stimulatory molecules on dendritic cells

surface between the groups immunized with DNA vaccine alone or

with TLRs. Further study showed that Pam3CSK4 increased PD1-

expression levels of CD8+T cells as well as the proportion of

CD4+CD25+Foxp3+T cells while Imiquimod showed the reverse

effect.

Conclusion: TLR7 enhanced the specific T cell immunity induced by

pHBS-2-S vaccination. This immune enhancing effect may be related

to inhibited PD1 expression in CD8+T cells and decreased frequencies

of CD4+CD25+Foxp3+T cells.

OP229

Regulation of antiviral CD8 T cell response by Sema4D/CD100
and its soluble form in HBV infection

Lu Wang1, Shangqing Yang1, Yanan Liu1, Qin Wang1, Qing Yu1,
Jinzhuo Luo1, Wibke Bayer2, Ulf Dittmer2, Mengji Lu2,
Dongliang Yang1, Jia Liu1,

1Department of Infectious Diseases, Institute of Infection and

Immunology, Union Hospital, Tongji Medical College, Huazhong

University of Science and Technology, Wuhan; 2Institute for

Virology, Department of Gastroenterology, University Hospital of

Essen, University of Duisburg-Essen, Essen, Germany

Background: Sema4D/CD100 was first semaphorin described to have

immune functions and serves important roles in T cell priming,

antibody production. Proteolytic cleavage of membrane CD100 gives

rise to a soluble fragment of CD100 (sCD100), which also have

immunoregulatory properties. Here we characterized the expression

and possible role of CD100/sCD100 in regulating antiviral response

during HBV infection in patients and HBV-replicating mouse model.

Methods: Surface CD100 and CD72 were analysed by flow cytom-

etry, while sCD100 and matrix metalloproteinase(MMP) 2 were

analysed by ELISA both in the human and murine. The interaction of

CD100 and its ligand CD72 was tested in C57/BL mice model.

Result: We could show that surface CD100 expression on T cells of

chronic Hepatitis B (CHB) patients was increased compared to that of

healthy controls (HC). Meanwhile, CHB patients showed significantly

lower concentrations of serum sCD100 than HC. Correspondingly,

decreased surface CD100 expression on T cells in PBMCs and ele-

vated serum sCD100 levels were observed in mice which eliminated

HBV from their livers but not in HBV-tolerant mice. Next, we

examined whether sCD100 plays a role in regulating antiviral T cell

response and HBV elimination. In vivo sCD100 treatment led to

accelerated viral clearance in HBV-tolerant mice. Interestingly,

activation of liver sinusoidal endothelial cells by sCD100 treatment

was observed. In vitro sCD100 treatment also resulted in enhanced

HBV-specific CD8 T cell response in PBMCs of some CHB patients.

In contrast, blockade of the interaction of CD100 and its ligand CD72

by CD72 blocking antibody treatment resulted in decreased HBV-

specific CD8 T cell response and HBV persistence in mice. Our

previous data indicated that lower serum sCD100 concentration in

CHB patients could be due to insufficient membrane CD100 shed-

ding. Therefore, we next investigated the possible mechanism

involved in membrane CD100 shedding during HBV infection. Our

results demonstrated that MMP2 and MMP9 are responsible for the

cleavage of CD100 from the surface of T cells. In CHB patients,

significantly lower serum MMP2 concentration was observed than

HC. Mice which eliminated the virus showed elevated MMP2

expression in the liver during the acute phase of infection.

Conclusion: In conclusion, our results indicated CD100-CD72 inter-

action is important for antiviral T cell response and viral clearance

during HBV infection. We hypothesize that insufficient liver MMP2

production during HBV infection results in impaired membrane CD100

cleavage, which leads to lack of activation stimulation for intrahepatic

antiviral T response and persistence of HBV infection. This study

provides a new mechanism to elucidate HBV persistence and a new

target to overcome T cell tolerance in chronic HBV infection.
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The effect of epigenetic modulation on human hepatocyte infected
with hepatitis B virus

Shingo Nakamoto1, Tatsuo Kanda1, Shuang Wu1, Yuki Haga1,
Masato Nakamura1, Osamu Yokosuka2, Hiroshi Shirasawa1

1Chiba University, Graduate School of Medicine, Chiba, Japan;
2Funabashi Chuo Hospital, Chiba, Japan

Background: We previously reported that histone deacetylase

(HDAC) inhibitors (HDI) affected hepatitis B virus (HBV) replication

using in vitro human hepatocytes. We further examined the effect of

HDAC inhibition on human hepatocyte continuously infected with

HBV and analyzed the gene expression profile by RNA sequencing.

Methods: Chimeric mouse-derived human hepatocyte was infected

with HBV particles. After 3 weeks of infection when majority of cells

were infected with HBV, cells were treated with or without HDI for

48 h. HBs antigen in the culture medium was quantified by chemi-

luminescence immunoassay. Total RNAs in the cell was collected and

HBV RNA was measured by TaqMan real-time RT-PCR assay.

Illumina RNA sequencing was performed and data from HBV-in-

fected and HDI-treated hepatocytes were analyzed by gene set

enrichment analysis (GSEA). HBV cccDNA was quantified by real-

time PCR with specific primers.

Result: After the establishment of HBV infection in hepatocytes with

constant HBV DNA level of 6–7 log copies/ml in the medium, HDI

treatment decreased HBV RNA level in the cell by 60% as well as

HBs antigen level in the medium by 25%. By gene expression anal-

ysis, it was found that HBV did not induce any interferons including

alpha, beta, or lambda in this setting. HDI had a modest effect on

some of interferon-regulated antiviral genes including OAS1 (1.8

fold) which is associated with the degradation of viral RNA, and

BST2 (2.8 fold) which is associated with the function of blocking the

enveloped virions release. GSEA indicated the alterations of devel-

opmental regulators as well as liver-specific genes after HDI

treatment. Among them, sodium/taurocholate cotransporter, a recep-

tor for HBV, was downregulated by HDI (0.5 fold), which was

confirmed by real-time PCR method. HDI treatment before HBV

infection inhibited viral proliferation, suggesting that HBV entry

could be affected by HDI.

Conclusion: HDAC inhibition affected HBV replication in non-tumor

human hepatocytes continuously infected with HBV, possibly in part

through mechanisms involved in the alterations in the expression of

liver genes.
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Synergic effect of NOD1 or NOD2 agonists with TLR3 agonists
on murine LSEC to trigger HBV specific T cell response
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1Department of Infectious Disease, Union Hospital of Tongji Medical

College, Huazhong University of Science and Technology, Wuhan;
2Department of Virology, University Hospital of Essen, Essen,
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Background: LSECs are organ resident APCs in the liver capable of

antigen presentation and subsequent tolerization of T cells. LSEC can

switch from a tolerogenic to an immunogenic state and promote the

development of T cell immunity. Here, we investigate the effect of

LSEC in anti-HBV adaptive immune response, and explored the

possibility of NOD1/NOD2-TLR3 agonists as immunomodulatory

agents for the treatment of HBV.

Methods: LSEC was isolated from wild C57BL/6 mice. Acute and

chronic HBV replication mouse model was established by HI of

PSM2 or pAAV-HBV1.2 plasmids. CD8+ T cells were isolated from

PSM2 HI mice and labeled with CFSE and then cocultured with

NOD1(DAP)/NOD2(MDP)/TLR3(Poly(I:C)) stimulated-LSEC for

5 days. The proliferation of CD8+ T cells were detected by FACS,

and the production of IFN-c and IL-2 by HBV-stimulated CD8+ T

cells were measured by ICS. T cells primed by DAP/MDP/Poly(I:C)

treated primary LSEC were transferred to the chronic HBV replica-

tion mice, serum HBsAg, HBeAg and HBVDNA were assayed by

ELICA and qPCR respectively. The expression of cytokines and the

secretion of cytokine were assayed by qRT-PCR, CBA kits, respec-

tively. The phosphorylation status of NF-kB, MAPK and surface

molecules expression in LSEC was detected by FACS.

Result: Stimulation of LSEC with DAP induced the activation of

NFjB and MAPK, then significantly upregulated the expression of

chemokines (CXCL2/9, CCL2/7/8), cytokines (IFN-c, TNF-a and IL-

2), and coinhibitory molecules PD-L1. Poly(I:C) treatment also

induced the activation of NF-jB and MAP kinases, then signifi-

cantly upregulated the expression of chemokines (CXCL2/9/10,

CCL2/5/7/8), cytokines (ISG-15, IFN-b, IFN-c, TNF-a and IL-2).

Although DAP or Poly(I:C) treated LSEC could not induce the pro-

liferation, but the production of IFN-c and IL-2 of HBV stimulated

CD8+ T cells primed by DAP- or Poly(I:C) treated LSEC. Consis-

tently, a significant reduction in HBVDNA, HBsAg and HBeAg level

occurred in mice received T cells primed by DAP or poly(I:C)-treated

LSEC. MDP treatment had no impact on LSEC or HBV- stimulated

CD8+ T cells primed by MDP-treated LSEC. Stimulation with DAP

or MDP plus Poly(I:C) increased the cytokine (TNF-a, IL-2,

CXCL10, CCL5 and CCL8) and surface marker CD54, CD106, CD86

or CD86 expression in LSEC, respectively. DAP or MDP plus

Poly(I:C) treated LSEC synergistically increased the IFN-c and IL-2

production in HBV stimulated CD8+ T cells, and subsequent

decreased the levels of HBsAg, HBeAg and HBVDNA.

Conclusion: The combinatory stimulation with DAP or MDP plus

Poly(I:C) in vitro could synergistically render LSEC maturation and

activate HBV specific T cells responses. This is a particular relevance

for the regulation of the local innate immune response against HBV

infections.

OP232

Genome analysis to assess the role of alteration of hepatitis B
virus genome in progression of chronic hepatitis B virus infection
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Background: Although the direct role of hepatitis B virus (HBV) has

not been substantiated in directing different pathological stages of

chronic HBV infection, there is paucity of information regarding this

as analysis of HBV genome has not been accomplished from different

S152 Hepatol Int (2017) 11 (Suppl 1):S1–S1093

123



populations and countries, especially from developing countries.

Here, we have analyzed HBV genome from patients with asymp-

tomatic HBV carrier [ASC]), chronic hepatitis B (CHB), cirrhosis of

liver (LC), and hepatocellular carcinoma (HCC) of Bangladeshi ori-

gin to expand previous findings about this.

Methods: A total of 225 patients with different stages of chronic

HBV infection have been enrolled in this study. Sera from these

patients have been tested for hepatitis B surface antigens (HBsAg),

hepatitis B e antigen (HBeAg) and HBV DNA to confirm the diag-

nosis of chronic HBV infection. The extent of liver damages were

assayed by estimating serum levels of alanine aminotransferase

(ALT), serum bilirubin and finally by abdominal ultrasonography

and/or fine needle aspiration cytology. Wherever required, cancer

marker like alpha fetoprotein (AFP) was assessed. HBV genotype was

evaluated by immunoassays (Tokyo Institute of Immunology, Tokyo,

Japan) in all patients. In addition, nucleic acids were extracted from

all serum samples using SmiTest EX R&D (Sumitomo Metal Indus-

tries, Ltd, Tokyo, Japan). HBV genotype was determined by

amplifying HBV genome by PCR method and then by conducting

sequencing of HBV genome.

Result: A total of 25 patients were ASC, 135 were CHB and 65 were

LC and HCC. Among ASC patients, 5, 7 and 13 belonged to HBV

genotype A, C, and D, respectively. On the other hand, HBV geno-

type C was most prevalent in CHB patients (about 42%), followed by

HBV genotype D (36%). About 69% patients with LC and HCC also

had genotype C. Full genomic analysis of sera of patients with pro-

gressive liver damages (LC and HCC) revealed mutations at HBeAg

promoter regions in more than 80% patients. However, mutations in

this region were mostly unseen in ASC and patients with less pro-

gressive liver diseases.

Conclusion: A quite different form of HBV genotype distribution was

seen in Bangladeshi HBV infected patients that seems to be an

amalgation of Indian subcontinent and Asia–Pacific region. This

study also reveals the importance of mutations at promoter region of

HBeAg may have relevance to development of severe forms of liver

diseases by HBV. Now, study is ongoing to assess if full genome

sequence can retrieve any unique mutation that may act as a marker of

disease progression of HBV-infected subjects.
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The changes in the percentages of Th17 and Treg in different
stages of hbv-associated liver diseases

Jin Zhi1, You Jing1, Wang hong Tu1, Liu huai E1, Chen hong
Ying1, Zhang ru Yi2, Ding Jie1, Jia guan Hua1, Xu Feng1

1The First Affiliated Hospital of Kunming Medical University,
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Background: To detect the percentages of Th17 and Treg during the

different stages of HBV associated liver diseases and then to discover

the immunoregulatory mechanism of the diseases.

Methods: Two hundred and thirty-six patients with chronic hepatitis

B virus infection and 27 normal individuals were enrolled the study.

All 263 were divided into 5 groups: the healthy group (n1 = 27), the

asymptomatic carrier (ASC) group (n2 = 26), the chronic hepatitis B

(CHB) group (n3 = 123, including CHB-mild, CHB-moderate and

CHB-severe), the liver cirrhosis group (n4 = 49), the liver failure

group (n5 = 10) and the hepatocellular carcinoma group (n6 = 28).

Serum HBV DNA load was measured by Real-Time-PCR, and the

HBV markers were detected with ELISA. After stimulating and

staining of the T lymphocytes from the peripheral blood, then the

percentages of Th17 and Treg T-cells by flow cytometry.

Result: Compared with the healthy group (normal individuals), the

average percentages of Th17 and Treg were significantly increased in

both of the CHB group and the liver cirrhosis group (all P less than

0.01). While with regard to the percentage of Th17 or Treg, there was

no significance among the three types of CHB. As we all know, HBV

DNA, ALT, AST and TB were used to evaluate the stages of hepatitis

B. According to our study, we found that HBV DNA showed positive

correlation with either the percentage of Th17 or the percentage of

Treg (all P less than 0.01). As to other indicators of hepatitis B, there

was no obvious correlation to be found. Besides, the percentage of

Treg contributed more to the correlation with HBV DNA.

Conclusion: The liver diseases which associated with HBV have

complicated mechanisms. Th17 and Treg cells are just a small part in

the modulatory system of immunoregulation. But they exert their

abilities in the progression of different stages of HBV associated liver

diseases exactly which maybe associated with the control of

HBVDNA. On the other hand, both of the Th17 and the Treg are

associated with the chronic process with viral hepatitis B virus

infection and which then progressed into liver cirrhosis, and the

mechanisms need to be explored at gene level in the future.

OP234

Correlation between hepatitis B virus core-related antigen
and HBV DNA in a large cohort of CHB and HCC patients

Shipeng Chen1,2, Jian’an Jia1, Yuzhen Gao1,2, Huiming Li1,2,
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1Eastern Hepatobiliary Surgery Hospital, Second Military Medical

University, Shanghai; 2First Clinical Medical College of Fujian

Medical University, Fuzhou

Background: Hepatitis B core-related antigen (HBcrAg) has been

reported as an additional marker of hepatitis B virus (HBV) infection.

We are intended to evaluate HBcrAg assay for the measurement of

HBV load in the sera and intrahepatic HBV cccDNA in tissues from

hepatitis B virus-related liver disease patients.

Methods: Two hundred and forty-one patients were enrolled: chronic

hepatitis B (CHB) group (n = 67), hepatitis B virus-related hepato-

cellular carcinoma (HCC) group(n = 160) and after hepatectomy

group (n = 14). Serum HBcrAg was measured by CLEIA HBcrAg

assay kit with a Lumipulse G1200 analyzer system (Fujirebio Diag-

nostics, Tokyo, Japan), which can measure denatured HBeAg,

HBcAg and the precore protein p22cr (aa -28 to aa150) simultane-

ously. For analyzing intrahepatic cccDNA level, hepatitis B virus

DNA in frozen tissues were extracted using the QIAamp DNA Mini

kit (QIAGEN GmbH, Hilden, Germany). HBV cccDNA was specif-

ically amplified and detected using real-time polymerase chain

reaction (PCR) with TaqMan fluorescent probes (Fosun Diagnostics,

Shanghai, China). Besides, HBV DNA and several other liver dis-

eases related indicators were tested, and the correlation of them were

calculated and compared.

Result: The correlation of HBcrAg levels with serum HBV DNA was

strong both in the HBeAg-negative (r = 0.673, p\ 0.001) and

HBeAg-positive(r = 0.767, p\ 0.001) groups respectively. In addi-

tion, a significant correlation between HBcrAg levels and serum HBV
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DNA levels was documented while HBeAg levels showed a rather

low correlation with serum HBV DNA concentrations in the hepatitis

B virus-related hepatocellular carcinoma (HCC) group. Furthermore,

both HBcrAg concentrations and serum HBV DNA levels were cor-

related with intrahepatic cccDNA in 93 HCC patients (r = 0.348,

p = 0.001; r = 0.539, p\ 0.001 respectively). However, neither

HBcrAg levels nor serum HBV DNA levels have a good correlation

with cccDNA in 28 patients with non-elevated serum HBV DNA (B4

log IU/ml) (r = -0.337, p = 0.08; r = -0.120, p = 0.542, respec-

tively). And, the relationship between HBcrAg and cccDNA can be

only observed in patients with early stage of tumor but not in those

with advanced clinical stage in HCC. In the end, there was a moderate

correlation between HBcrAg levels and ALB, ALT, AST levels both

in CHB and HCC patients.

Conclusion: HBcrAg is comparable with serum HBV DNA to reflect

the virus replication in CHB, HCC and AH patients. The correlation

between HBcrAg and cccDNA is equivalent to the relationship of

serum HBV DNA and cccDNA in HCC patients.
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Safety, pharmacokinetics and efficacy of 6, 8 weeks’ of treatment
with AL-335 and odalasvir with or without simeprevir to treat
hepatitis C virus genotype 1 infection in treatment naı̈ve subjects

Ed Gane1, Matthew W McClure2, David Apelian 3, Christopher
Westland2, Thomas N Kakuda 2, Sushmita Chanda2, Lawrence
Blatt2, Leonid Beigelman2, David Smith2, John Fry2

1New Zealand Liver Transplant Unit, Auckland City Hospital,

Auckland, New Zealand; 2Alios BioPharma Inc, South San Francisco,

CA, USA; 3Achillion Pharmaceuticals, New Haven, CT, USA

Background: AL-335, odalasvir (ODV), and simeprevir (SMV) are

potent inhibitors of hepatitis C virus (HCV) proteins. The pharma-

cokinetics (PK), safety, and efficacy of AL-335 in combination with

ODV, with or without SMV, in patients with HCV infection who were

treatment naı̈ve were assessed.
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Methods: In this open-label study, treatment-naı̈ve, HCV genotype

(GT) 1 infected adult patients without cirrhosis received different

dosing regimens of AL-335 and ODV (with or without SMV) for 6 or

8 weeks.

Result: The AL-335 + ODV ± SMV treatment combinations had

acceptable safety and tolerability profiles. Most AEs were mild in

intensity. Common AEs were headache, fatigue, and upper respiratory

tract infection. One patient from Cohort 1 had a serious treatment-

related AE (Mobitz Type 1 2nd degree atrioventricular block), but

this ECG abnormality resolved when treatment was stopped, and did

not result in any clinical or echocardiographic abnormalities. A sec-

ond serious adverse event (transition cell carcinoma of the urethra)

occurred in Cohort 2; this was considered unrelated since the subject

had symptoms prior to starting treatment. There were no clinically

significant laboratory, ECG (except Mobitz Type 1 event), echocar-

diogram, vital sign, or physical exam abnormalities.

ODV and SMV exposures were higher than expected in Cohort 1.

Reducing ODV dosing from every day (QD) to every other day

(QOD) decreased ODV exposure proportionally, while reducing SMV

dosing from 100 mg to 75 mg QD led to a less than proportional

decrease in SMV exposure. Preliminary efficacy in 80 treatment-

naı̈ve, GT 1 infected subjects without cirrhosis who completed dosing

revealed 90-100% sustained virologic responses (SVR)

(Table attached).

Conclusion: Short duration treatment with AL-335 + ODV ± SMV

was well tolerated and highly efficacious in patients with HCV GT 1

infection who did not have cirrhosis. The AL-335 800 mg

QD + ODV 25 mg QD + SMV 75 mg QD regimen is being assessed

in other patient cohorts including HCV infected patients who have

compensated cirrhosis.

OP236

Current treatment status and barriers for hepatitis C patients in
mainland china: a national multicenter cross-sectional survey
in 56 hospitals

Dan-dan Bian1, Hai-yang Zhou2, Shuang Liu1, Mei Liu1, Carol
Duan2, Jin-yan Zhang1, Ying-ying Jiang1, Ting Wang1, Yu Chen1,
Zhao Wang2, Su-jun Zheng1, Zhong-ping Duan1

1Beijing Youan Hospital, Capital Medical University, Beijing; 2Wu

Jieping Medical Foundation, Beijing

Background: Chronic hepatitis C virus (HCV) infection is a serious

public health problem worldwide. Recent advances in antiviral ther-

apy with direct-acting antivirals (DAAs) have led to significant

improvements in sustained virologic response (SVR). However, due

to DAAs unavailable, peg-interferon plus ribavirin (Peg-IFN/RBV) is

still the standard treatment regimen for HCV in current mainland

China. The Hepatitis C treatment status should be attached great

importance as the great variations in the level of economy, education

and culture among different regions of mainland China.

To investigate the present status of HCV treatment in the various

regions of mainland China and its influencing factors.

Methods: A national, multicenter survey of HCV infected patients

was conducted from January 2015 to July 2016. One thousand six

hundred and twenty-two HCV patients from 56 hospitals in 28 pro-

vinces across mainland China (North, Northeast, East, Middle, South,

Northwest and Southwest) completed the survey. Each patient re-

sponded to questions concerning their antiviral therapy status, degree

of satisfaction with current treatment regimen, perception of treat-

ment barriers and expectations for future treatment.

Result: Overall, up to thirty percent of the patients had not or does

not currently intend to receive antiviral therapy. Compared with

treated patients, untreated patients showed more dissatisfied with

current treatment regimen (6.6 vs 4.7, P \ 0.001). The main reason

for patients who were reluctant to accept the treatment was waiting

for a better new drug (31.5%), followed by the fear of interferon

related side effects (27.5%). Multiple regression analysis showed that

the patient’s annual income (P \ 0.001) and comorbidity, such as

HBV, HIV and kidney disease (P \ 0.001) were independent pre-

dictors of not receiving antiviral therapy. As for expectations about

future treatment, ninety-five percent patients were looking forward to

shortening the treatment duration and reducing side effects.

Conclusion: Safe and efficient direct-acting antivirals are urgently

needed to be introduced into China. Efforts to improve treatment

awareness, education, and economic level are needed.

OP237

Pick up of untreated patients as seen from patients positive
for hepatitis C virus antibody at Funabashi Central Hospital

Kosho Asano1, Kazuki Kato1, Osamu Yokosuka1

1Funabashi Central Hospital, Funabashi, Japan

Background: Treatment of hepatitis C virus (HCV) with new oral

medicine has a high response rate, and HCV disappearance is

obtained in many patients at intervention for treatment. However, in

many cases, patients do not know that they have HCV, or they do not

treat even if they know to have HCV, and treatment interventions for

such patients can be regarded as disappearance of HCV. In our study,

our aim is to intervene treatment for untreated HCV antibody positive

patients in our hospital.

Methods: Our hospital is a regional core hospital with 464 beds with

an average daily average of 860 outpatients. It also has a health care

center, and 33,000 people are visited annually. The subject of this

study is 28,184 patients who measured HCV antibody in our hospital

from April 2014 to March 2016 for a total of two years. Among them,

470 patients (1.67%) who are positive for HCV antibody, 351 people

(1.25%: 177 men, 174 females, average age 70.4 years ± 13.4)

excluding duplication of the same patient. The best cutoff value of the

HCV antibody which can be positive for HCV-RNA was calculated

from the patient who performed the HCV-RNA test using the ROC

curve. Based on that value, we sent a document urging HCV treat-

ment to intervene therapeutic treatment. This research is a

retrospective study approved by the Ethics Review Committee of our

hospital.

Result: The number of patients who measured HCV-RNA was 170.

73 patients are HCV-RNA positive, 43 patients had been undergoing

anti-viral therapy. On the other hand, among HCV-RNA negative

patients (97 patients), 15 people had already been undergoing

antiviral therapy. In addition, the ALT high value ([34 IU/L) as an

index of hepatopathy was 76 (21.7%: average value 71.3 ± 66.4).The
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best cutoff value of the HCV antibody that could be positive for

HCV-RNA was 10.4 (sensitivity 67.9%, specificity 93.1%). Based on

this value, 32 patients who were HCV antibody positive and did not

measure HCV-RNA were urged intervention for treatment.

Conclusion: Among HCV antibody positive patients, it was revealed

that a certain number of untreated cases existed in HCV-RNA

unexamined patients and HCV-RNA positive patients. Promoting

intervention for treatment for such patients is important in the future

pickup of untreated HCV patients.

OP238

Multiple ascending dose study of seraprevir potassium,
a nonstructural protein 3/4A replication complex inhibitor,
in patients infected with hepatitis C virus

Hong Zhang1, Yue Hu1, Xiaojiao Li1, Liu Jingrui1, Fengjiao
Wang1, Min Wu1, Hong Chen1, Yanhua Ding1, Junqi Niu1

1Phase I Clinical Research Center, The First Hospital of Jilin

University, Jilin

Background: The antiviral activity, resistance profile, pharmacoki-

netics (PK), safety, and tolerability of seraprevir potassium, a second

generation nonstructural protein 3/4A (NS3/4A) replication complex

inhibitor, were evaluated in a double-blind, placebo-controlled,

sequential panel, multiple ascending dose study.

Methods: Forty patients with chronic hepatitis C virus (HCV)

infection were randomized to receive a 3.5-day course of seraprevir

potassium (200 mg BID, 400 mg QD, 400 mg BID, 100 mg BID,

200 mg QD) or placebo in a ratio of 3:1 after meal. The antiviral

activity, resistance profile, pharmacokinetics (PK), safety, and toler-

ability were assessed in the study.

Result: The mean decline from baseline in HCV RNA were -3.35,

-2.52, -3.32, -3.38, -3.57 log10 IU/mL at 100 mg BID, 200 mg

QD, 200 mg BID, 400 mg QD, 400 mg BID with hepatitis c virus

genotype 1 patients respectively. The placebo group showed no evi-

dence of antiviral activity. Some patients experienced viral rebound

on or before last treatment with seraprevir potassium monotherapy

viral rebound or non-response were associated with viral variants that

had been previously implicated in resistance development in the

in vitro replicon system. The PK profile was supportive of twice-daily

dosing with median peak plasma concentrations at 2.33-3.5 h post-

dose and mean terminal half-life of 4.29–6.14 h after last dosage.

Steady state was achieved following 3 days of daily dosing.

The accumulation rate were similar among the different groups

(1.0–1.18), which indicates that the accumulation is low. The rela-

tionship between Seraprevir Potassium exposures (AUC and Cmax)

and dosage were not linear and the slopes were 2.3 and 2.24

respectively. Seraprevir potassium was well tolerated in all dose

groups, with adverse events occurring with a similar frequency in

seraprevir potassium—and placebo-treated groups, Such as nausea,

vomit and headache. There were no significant clinically relevant

changes in vital signs, laboratory, or electrocardiogram parameters.

Conclusion: The second generation NS3/4A replication complex

inhibitor, seraprevir potassium is well tolerated and produced a rapid

and substantial decrease in HCV-RNA levels in patients chronically

infected with HCV. On the basis of these results, seraprevir potassium

100 mg and 200 mg BID, were recommended for further evaluation

in phase II trials.

OP239

[a1] Novel single daily fixed dose combination of sofosbuvir
400 mg + Ribavirin 1000 mg + EGCG 400 mg is superior
to the standard of care as an anti-viral and safer causing less
hemolysis in patients with chronic hepatitis C [a1]

Gamal Shiha1,2, Reham Soliman3, Waleed Samir4, Shaker Mousa5

1Hepatology & Internal Medicine Dept., Faculty of Medicine),

Mansoura, Egypt; 2Egypt; 3Egyptian Liver Research Institute And

Hospital (ELRIAH), Mansoura, Egypt; 4Head of Medical & Research

Laboratories at the Egyptian Liver Research Institute And Hospital

(ELRIAH)), Mansoura, Egypt; 5Virothera Pharmaceuticals,

Rensselaer, NY, USA

Background: Chronic Hepatitis C (CHC), the leading cause of liver

disease, infects more than 185 million people worldwide. The

emergence of new molecules that act directly on the virus itself, such

as anti-HCV polymerase Sofosbuvir, improved treatment regimens

and outcomes. However, in addition to the extremely high cost of this

therapy, there is also a risk of selecting viral escape mutants so a new

combination is needed. Ideally, inhibitors should target different steps

of the HCV infectious cycle, entry, replication, and assembly/secre-

tion and be efficient against all HCV genotypes. Therefore, the

development of novel, better-tolerated, and more-effective anti-HCV

agents is urgently needed. The novel patented EHCV (Catvira) for-

mulation composed of Sofosbuvir 400 mg/Ribavirin 1000 mg/

Epigallocatechin Gallate 400 mg (EGCG) was developed. Catvira

formulation incorporated EGCG for its anti-hemolytic and effective

inhibitory activity against viral entry into human host cells. We

evaluated the efficacy and safety of a single daily fixed dose EHCV

(Catvira) in comparison to the standard of care (Sofosbuvir

400 mg + Ribavirin 1000 mg)multiple tablets per day in CHC

genotype 4 patients.

Methods: Randomized open-label study to evaluate the efficacy and

safety of Catvira for treating patients with CHC genotype 4 was

carried out. Treatment-naı̈ve and treatment-experienced patients with

genotype 4 HCV infection (No. = 80) were randomly assigned to

receive a single daily fixed dose EHCV (40 patients) or the standard

of care Sofosbuvir + Ribavirin (40 patients) daily for 12 or 24 weeks.

The trial has been registered at clinicaltrials.gov on June 19, 2015 at

https://clinicaltrials.gov/ct2/show/NCT02483156?term=ehcv&rank=1

Result: SVR 12 and SVR 24 for EHCV (Catvira) showed no statis-

tical significant difference when compared to the standard of care

(P\ 0.1 and P\ 0.2 respectively). Also EHCV (Catvira) demon-

strated a much faster rate of viral load decline (P\ 0.01) which could

be due to effective viral entry inhibition into human host cells by

EGCG. Moreover EHCV (Catvira) did not affect RBCs count or

Hemoglobin levels as compared to the standard of care that resulted in

a significant decline (P\ 0.05) in both parameters after 24 weeks of

treatment. This could be attributed to the anti-hemolytic effect of

EGCG.

Conclusion: Catvira, administered daily for 12 or 24 weeks, is safe

and effective in both naı̈ve and treatment experienced patients with

genotype 4 HCV. Catvira’s anti-viral-entry mechanism may also play

a role in enhancing efficacy over the standard of care. In addition to

potentially enhanced efficacy, Catvira’s anti-hemolytic activity may

improve the safety and tolerability of the therapy. Being a single daily

dose of Catvira is another advantage leading to better compliance.
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The Effectiveness of direct antiviral agents for the treatment
of chronic hepatitis C virus infection. Real life, single center
experience

Necati Ormeci1, Fatih Karakaya2, Ramazan Idilman2, Cagdas
Kalkan2, Alperen Isler2, Hasan Ozkan2, Cihan Yurdaydin2,
Hulya Cetinkaya2, Abdulkadir Dokmeci2

1Ankara University Medical School, Department of Gastroenterology,

Ankara, Turkey; 2Ankara University Medical School, Department of

Gastroenterohepatology, Ankara, Turkey

Background: The prevalence of HCV is varies between 0.5 and 1.0%

in Turkey. The most common genotype is Ib and it is consist of 90%

of all genotypes.

The first generation of proteaz inhibitors (Telepravire, Bocepravir)

were approved in 2013. Then sofosbuvir, simeprevir, ledipasvir,

dasabuvir, ombitasvir, paritabrevir, daclatasvir were certified in 2014.

Aim of the study is to evaluate the effectiveness of Direct

Antiviral Agents for the treatment of chronic HCV infection in

Turkey

Methods: The patients who were diagnosed chronic HCV infection

(Anti HCV positive and HCV-RNA positive) were sequentially

included for the study. Every patient was designed for the type and

duration of treatment according to genotype, treatment experience

before, status of the liver cirrhosis and special conditions such as

chronic kidney failure, liver transplantation.

Result: Fifty six patients (24 male 43%, 32 female 57%) were

included for this study. Mean age was 60.5 ± 10.1 year. Thirty two

(57%) patients out of 56 had liver cirrhosis. Nine patients had

recurrence of HCV infection after the liver transplantation. Genotypes

of 56 patients are genotype 1b, 1a, 2, 3 and 4 is in 89, 4.4, 2.2, 2.2,

2.2% of patients sequentially.

Fortyfive patients (80.2%) were given sofosbuvir and ledipasvir

(Harvoni 1 9 1); 10 patients (18%) were given three D combination

(exviera 2 9 1 and Viekirax 1 9 2), one patient (1.8%) was given

sofosbuvir (sovaldi) 400 mg 1 9 1.

Thirty nine (69.6%) out of 56 patients were given Ribavirin

together with direct acting antivirals while 17 (30.3%) patients were

treated without Ribavirin.

Thirty one patients (55.3%) were treated 12 weeks while 25

patients (44.7%) received the treatment for 24 weeks.

Mean ALT levels of 56 patients was 55.6 ± 13.2 U/L median

(min;max) HCV-RNA levels before the treatment was 2.3 9 106

(9.7 9 104; 5.9 9 107) copy/ml.

HCV-RNA levels were negative in thirty nine (86%) out of 45

patients who were controlled at the end of first month. HCV-RNA

levels became negative in 39 (95%) out of 41 patients who were

controlled at the end of second months. HCV-RNA levels became

negative all 30 patients who were controlled at the end of third

months.

Three months after followed up, HCV-RNA levels were negative

in all 22 patients who were controlled.
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of the study is to evaluate the effectiveness of Direct Antiviral Agents

for the treatment of chronic HCV infection in Turkey

Conclusion: We got sustained virological response 100% for 22

patients who were reached 3 months followed up. Our preliminary

results showed that real life experience of our treated patients is

compatible with phase 3 studies. All patients with HCV infection

should be treated with new direct acting antiviral agents.

OP241

Efficacy and safety of sofosbuvir-based regimens for Chinese
patients with chronic hepatitis C: a real-world, observational
study

Lichang Chen1, Jie Lu1, Huijuan Zhou1, Ruidong Mo1, Yuhan
Liu1, Zhujun Cao1, Peipei Ren1, Qing Guo1, Hui Wang1, Wei
Cai1, Qing Xie1

1Dept. Infectious Disease, Rui Jin Hospital Affiliated to Shanghai Jiao

Tong University School of Medicine, Shanghai

Background: The excellent efficacy of direct acting antiviral (DAA)

treatment with sofosbuvir-containing regimens for patients with

chronic hepatitis C from various regions of the world having been

verified, however, a very limited data of DAA in HCV treatment from

China is available. We aimed to prospectively evaluate the real-world

sustained virologic responses of 12 weeks after treatment (SVR12) of

sofosbuvir-based DAA therapy in a real-world, observational study.

Methods: A total of 83 patients with chronic HCV infection who

were intolerant to, or failed to PegIFN plus ribavirin therapy were

included. They were treated with different sofosbuvir-based DAAs

combinations (sofosbuvir ± ledipasvir/daclatasvir/ribavirin in treat-

ment of 12 or 24 weeks) according to the access of the drugs and the

liver condition. Quantitative HCV RNA was assessed prior to treat-

ment, at treatment week 4, the end of treatment, and 12 weeks post-

treatment (SVR12) by COBAS TaqMan HCV test 2.0 (LLOQ

\15 IU). Biochemistry tests and adverse outcomes (hepatocellular

carcinoma, orthotopic liver transplantation or death) as well as safety

were recorded.

Result: Baseline characteristics revealed that 43% were males and

65% were HCV genotype 1b infection. SVR12s were achieved by

99% (82 in 83) and 80 patients with HCV RNA were undetectable at

4 weeks after treatment ascertainably. No correlation of SVR12

between GT1b and non-GT1b was observed (1b vs. non-1b,

p[ 0.25). Similarly, SVR12 was not affected by baseline viral load

and the stage of liver fibrosis (viral load of high vs. low, p[ 0.25, or

cirrhosis vs. non-cirrhosis, p[ 0.25). ALT level was assessed

between baseline and at the end of treatment [95% CI, from 56 to

77 IU/L to 20–28 IU/L, p\ 0.01] as well as no adverse outcomes

observed. No adverse events leading to treatment discontinuation

occurred in all patients.

Conclusion: High rates of SVR12 of regimens containing sofosbuvir

can be safely achieved in Chinese HCV patients who were ineligible

for PEG-IFN and RBV combination therapy. The long term impact of

DAAs treatment in the HCV patients from China especially in cir-

rhotic condition remains to be explored.

OP242

Sofosbuvir + Ribavirin – Pegylated-interferon in Genotype 1, 2, 3
or 6 HCV-infected Patients: Results from a Phase 3 Study
in China

Lai Wei1, Qing Xie2, Jinlin Hou3, Jidong Jia4, Wu Li5, Min Xu6,
Jun Li7, Shaming Wu8, Jun Cheng9, Jianning Jiang10, Guiqiang
Wang11, Yongfeng Yang12, Zhuagbo Mou13, Zhi Liang Gao14,
Guozhong Gong15, JunQi Niu16, Peng Hu17, Hong Tang18, Feng
Lin19, Xiaguang Dou20, Lanjuan Li21, LunLi Zhang22, Yuemin
Nan23, Benedetta Massetto24, Jenny Yang24, Steven J. Knox24,
Kathryn Kersey24, Deyuan Jiang24, Diana m. Brainard24, Jiaji
Jiang25, Qin Ning26, Zhongping Duan27
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University, Beijing; 10The 1st Affiliated Hospital of GuangXi Medical

University, Nanning; 11Peking University First Hospital, Beijing;
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Hospital, Sichuan University, Chengdu; 19Hainan General Hospital,

Haikou; 20Shengjing Hospital of China Medical University,

Shenyang; 211st Affiliated Hospital Zhejiang University Medical

College, Zhejiang; 22The First Affiliated Hospital of Nanchang

University, Nanchang; 233rd Hospital of Hebei Medical University,

Hebei; 24Gilead Sciences, Foster City, CA, USA; 25First Affiliated

Hospital of Fujian Medical University, Fuzhou; 26Tongji Hospital of

Tongji Medical College Huanzhong University of Science and

Technology, Wuhan; 27Beijing Youan Hospital Affiliated to Capital

Medical University, Beijing

Background: Sofosbuvir (SOF) in combination with ribavirin (RBV)

with or without pegylated interferon (Peg-IFN) has demonstrated high

efficacy in genotype (GT) 1-6 HCV-infected patients. The estimated

prevalence of HCV infection in China is 0.4% with HCV GT-1, GT-2

and GT-6 predominating. SOF has pangenotypic activity and thus

SOF-based treatment regimens are ideally suited to address HCV

treatment in China. This Phase 3 study evaluated treatment with

SOF + RBV ± PegIFN in treatment-naı̈ve (TN) and treatment-ex-

perienced (TE) GT 1, 2, 3, or 6 HCV-infected Chinese patients with

and without cirrhosis.

Methods: GT1 and GT6 patients at 26 sites in China were assigned to

receive SOF + Peg-IFN + RBV for 12 weeks or SOF + RBV for 24

weeks based on prior treatment and IFN eligibility; GT2 and GT3

patients were assigned to receive SOF + RBV for 12 and 24 weeks,

respectively. The SOF dose was 400 mg daily, RBV was adminis-

tered orally 1000-1200 mg in a divided daily dose, and Peg-IFN was

administered as 180 lg sc weekly injection. The primary end point

was sustained virologic response 12 weeks after treatment (SVR12).

Result: Of the 389 patients enrolled and treated, 42% were GT1, 16%

GT2, 32% GT3 and 9% GT6; 50% were male, 58% TN, 15% had

cirrhosis, and 77% had IL28B CC genotype. Overall, SVR12 rates[
90% were observed across all treatment groups (Table). Among

patients who did not achieve SVR12, all but 1 relapsed after treatment

completion; 1 patient had a cerebral hemorrhage and died before the

end of treatment. The most common adverse events (C20%) in the

SOF + Peg-IFN+RBV arm were hematological abnormalities

(leukopenia/white cell count decreased, anemia/low hemoglobin,

neutropenia/neutrophil count decreased, thrombocytopenia/platelet

count decreased), and pyrexia; the most common adverse events

reported in the SOF+RBV arms was reticulocyte count increase.

Overall, 3 (1%) patients discontinued treatment due to adverse events,

one in each treatment regimen. Ten patients experienced SAEs and

one patient in the SOF + RBV 12 week arm had a fatal SAE of

cerebral hemorrhage that was assessed by the Investigator as not drug

related to study drugs.

Conclusion: Treatment with SOF + RBV for 12 or 24 weeks in

treatment naı̈ve or experienced GT2 and GT3 patients, respectively,

with or without cirrhosis, and SOF + Peg-IFN + RBV for 12 weeks

in treatment naı̈ve or experienced GT1 and GT6 patients with or

without cirrhosis resulted in high SVR rates. SOF + RBV was well

tolerated; the safety profile of treatment with SOF + Peg-IFN+RBV

was consistent with the known side effects of Peg-IFN + RBV.

SOF + RBV ± Peg-IFN has the potential to provide highly effective

and well tolerated treatment options for HCV-infected patients in

China.

OP243

New direct acting antivirals for the treatment of chronic hepatitis
C in patients with end stage renal disease population

Sukran Kose1, Bengu Tatar1, Hazal Albayrak1, Nadide Colak1,
Yusuf Ylmaz2

1Department of Infectious Diseases and Clinical Microbiology,

Tepecik Training and Research Hospital, Izmir, Turkey; 2Marmara

university Hospital, Istanbul, Turkey

Background: Eradication of chronic hepatitis C virus (HCV) infec-

tion is now possible with all oral antiviral medication. Hepatitis C

treatments is globally important, because of untreated HCV leads to

fibrosis, cirrhosis, decompensation, and hepatocellular carcinoma. In

our country CHC have significantly higher prevalence in end stage

renal disease (ESRD) and hemodialysis group; compared with other

population. New direct acting antiviral drugs (DAAD) have markedly

improved the safety of treatment and efficacy according to previous

treatments such as IFN, protease inhibitors(telepravir, bosepravir).

Aim of this study is showing results, safety and side-effects of our

CHC patients in ESRD group.

Methods: In our study treatment naive CHC outcome patients in

ESRD group were included, therewithal patients with normal renal

function, under 18 age, pregnancy or coinfections were excluded.

Demographic datas, baseline serum HCV RNA levels (PCR, Low

limit of detection 15 IU/mL), HCV genotype informations, bio-

chemical results, previous treatment history were recorded. Patients

were treated with the combination of ombitasvir, paritaprevir, riton-

avir and dasabuvir with or without ribavirin. Patients visits were

performed on 1,2,4,8 and 12 weeks during treatment.

Result: After applying inclusion and exclusion criteria, study start

with fourteen patients. Mean age of 14 patients was 47.5 (range

34–73), and the study group was predominantly male (64.2%), mean

duration of hemodialysis is 11.46 (range 1–20) years, 64.3% genotype

1a, 28.5% genotype 1b, 7.2% genotype 4. Results of HCVRNA serum

levels are summarized in Table 1 While 14.3% of patients had to stop

treatment because of adverse events, this was mainly in people treated

with ribavirin. Non of them performed biochemical discharge.

Conclusion: This case study might be of significance in informing

early management and personalized treatment of patients with chronic

kidney disease. We think and hope clinical treatment with DAA

regimens in patients with ESRD, might be severe cure for CHC,

according to our study.
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Outcome of HCV treatment using ledipasvir/sofosbuvir
combination in Mongolian population
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1Institute of Medical Sciences, Ulaanbaatar, Mongolia; 2Mongolian
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3Department of Infectious Diseases, Mongolian National University
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Background: The incident of liver cancer in Mongolia generally

caused by HBV and HCV, and it is 7 times higher than that of world

average. HCV, the most prevalent cause of HCC in Mongolia, is

number one public health issue. Mongolia is one of the first countries

that registered ledipasvir/sofosbuvir (LDV/SOF) regimen from

developing countries. By the support of Access program run by

Gilead Sciences, USA, we started HCV treatment program from

January 2016.

Methods: We followed and evaluated treatment outcome of patients

with HCV infection using combination of 90 mg ledispavir/400 mg

sofosbuvir (manufactured by Gilead Science) in 937 treatment naı̈ve

and 83 treatment experienced patients. All patients were treated with

LDV/SOF for 12 weeks and, their treatment was evaluated by

quantitative HCV-RNA assays prior and W (week) 4 and W12 of

treatment. Sustained virological response (SVR) after 12 weeks

treatment was assessed. Virus genotype analysis using cDNA

microarray, liver enzymes, CBC and drug related adverse events were

assessed in every patient. The laboratory tests were conducted at

National Center of Communicable Diseases and Happy Veritas

Laboratories.

Result: We conducted largest ever (415/1020) HCV genotype (GT)

distribution study in Mongolian chronic HCV patients. 96.6%

(n = 401) of assessed patients were GT1b; 0.7% (n = 3) were GT2;

0.2% (n = 1) were GT1a and b; 0.9% (n = 4) were GT1b and 2;

0.5% (n = 2) were GT1b and 6; 0.2% (n = 1) were GT5 and 0.2%

(n = 1) were GT1b and 80 k mutants respectively.

992/1020 (97.3%) patients achieved SVR12W, 28 (2.7%) patients

who did not achieve SVR12 W were all genotype 1b. Median ALT

level significantly dropped during treatment from 95.5 ± 84.1 IU/L

to 27.2 ± 18.6 IU/L and slightly increased by the end of treatment

42.9 ± 17.4 IU/L. Total of 39 adverse events were observed in

595/1020 patients (58.3%). Single adverse events were observed in

401/1020 (39.3%) whereas 2 and more events were observed in 194

(19%) patients respectively. Unreported adverse events such as partial

facial palsy, AFP (alpha-fetoprotein) increase, melasma were

observed.

Conclusion: Treatment of HCV in Mongolia using all-oral dual DAA

was divided in 3 phases due to shortness of drugs and logistics

arrangements. We were able to include only stage-one patients in this

study. We achieved 97.3% SVR12W for 3 months treatment with

LDV/SOF this time. But viral relapse has to be determined repeatedly

at weeks 24 and 48 post treatment. All viral relapses (n = 14) and

non-responders (n = 14) were GT1 in our study. According to HCV

genotype assessment, there was no difference in treatment outcomes

between patients who had different genotypes. HCV RNA clearance

during treatment was no different than clinical trials, but the slight

increase of ALT by the end of treatment was commonly observed. It

might have happened due to rebound of immune reaction after

clearance of HCV or a drug induced effect.

OP245

ONYX-II: safety and efficacy of ombitasvir/paritaprevir/ritonavir
and dasabuvir coadministered with ribavirin in Asian adults
with genotype 1b chronic hepatitis C virus infection
and compensated cirrhosis

Lai Wei1, Guiqiang Wang2, Yan Luo3, Chi-jen Chu4, Seung Woon
Paik5, Jinlin Hou6, Jun Cheng7, Qing Xie8, Zhongping Duan9, Jia-
horng Kao10, Bo Fu3, Niloufar Mobashery3, Jeong Heo11

1Peking University Peoples Hospital, Beijing; 2Peking University

First Hospital, Beijing; 3AbbVie Inc., North Chicago, USA; 4Taipei

Veterans General Hospital, Taipei, Taiwan; 5Samsung Medical

Center, Seoul, South Korea; 6Nanfang Hospital of Southern Medical

University, Guangzhou; 7Beijing Di Tan Hospital, Capital Medical
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Taipei, Taiwan; 11Department of Internal Medicine, College of

Medicine, Pusan National University and Medical Research Institute,

Pusan National University Hospital, Pusan, South Korea

Background: Previous multinational Phase 3 studies have demon-

strated that treatment with the direct-acting antiviral agents

ombitasvir/paritaprevir (identified by AbbVie and Enanta)/ritonavir

(OBV/PTV/r) and dasabuvir (DSV) ± ribavirin was well tolerated

and achieved sustained virologic response at post-treatment week 12

(SVR12) in 99% of patients infected with genotype 1b (GT1b) hep-

atitis C virus (HCV) and with compensated cirrhosis. Despite these

findings, interferon/pegylated interferon and ribavirin are still the

current standard of care in some Asian countries where GT1b HCV

infection has high prevalence. The present study is evaluating the

safety and efficacy of OBV/PTV/r plus DSV coadministered with

ribavirin in adults with chronic GT1b HCV infection and compen-

sated cirrhosis in Mainland China, South Korea and Taiwan.

Methods: In this phase 3, open-label, multi-center study, the safety

and efficacy of OBV/PTV/r plus DSV and ribavirin administered for

12 weeks were evaluated in treatment-naı̈ve and treatment experi-

enced (interferon/pegylated interferon and ribavirin) adults with

GT1b HCV Infection and compensated cirrhosis (fibrosis
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stage = F4). Efficacy was assessed by SVR12 compared with the

historical SVR rates of telaprevir plus pegylated interferon and rib-

avirin. Safety and efficacy were assessed in all patients receiving at

least 1 dose of study drugs.

Result: A total of 104 patients (62% female, 100% Asian, 58%

treatment-experienced) were enrolled from Mainland China (n = 63),

South Korea (n = 21) and Taiwan (n = 20). All patients had chronic

GT1b HCV infection and compensated cirrhosis. SVR12 was

achieved by 100% of patients and the regimen demonstrated superi-

ority to the historical telaprevir plus pegylated interferon/ribavirin

SVR rate. Most treatment emergent adverse events (AEs) were mild

in severity. The most common AEs (C10%) were increased blood

bilirubin levels (25%), pruritus (15%), anemia (14%), asthenia (12%),

increased conjugated bilirubin (12%) and increased unconjugated

bilirubin (12%). Four patients had serious AEs and all were assessed

as not being related to OBV/PTV/r plus DSV (one was assessed as

being possibly related to ribavirin). One patient discontinued study-

drug due to increases in alanine and aspartate aminotransferase and

total bilirubin after 3 weeks of treatment, and went on to achieve

SVR12.

Conclusion: SVR12 was achieved in 100% of GT1b HCV-infected

Asian patients with compensated cirrhosis who were treated with

OBV/PTV/r plus DSV and ribavirin for 12 weeks. The regimen was

well tolerated with mostly mild TEAEs reported. Superiority to the

historical telaprevir plus pegylated interferon/ribavirin SVR rate was

achieved.
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Patient characteristics and contraindicated concomitant
medications of HCV patients in Japan—a real world analysis
of Japanese hospital claims data
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1Graduate School of Medicine, The University of Tokyo, Tokyo,

Japan; 2Real World Evidence Solutions, QuintilesIMS Japan, Tokyo,

Japan; 3Division of Infectious Disease, Advanced Clinical Research

Center, Institute of Medical Science, The University of Tokyo,

Tokyo, Japan

Background: The aim of this study is to investigate the real-world

patient characteristics, treatment patterns, and potential drug–drug

interactions (DDI) in Japanese hepatitis C virus (HCV) patients.

Methods: A retrospective observational cohort study was conducted

using the Medical Data Vision (MDV) hospital claims database.

Patients aged 18 years old or above diagnosed with HCV (ICD 10

code: B18.2) between April 2008 and June 2016 were included for the

analysis. Based on HEP Drug Interaction Checker (

http://www.hep-druginteractons.org), prescriptions were categorized

as either ‘‘red (contraindicated)’’ or ‘‘amber (additional monitoring)’’

for potential DDIs with at least one direct-acting antiviral (DAA).

Further sub-analysis was conducted on DAA treated population after

September 2014, when the first DAA was marketed in Japan.

Result: A total of 173,767 HCV patients were identified, of which

51% were male (n = 89,827) and the mean age was 67.36 years.

Within the total population, 15,498 patients were treated with DAAs

(8.9%). Majority of patients had at least 1 or more comorbid condition

(78.9%) and the proportion of patients in both total HCV population

and DAA-treated population increased with age. Hypertension was

the most common co-morbid condition for both the total HCV pop-

ulation and DAA-treated sub-population; 38 and 33%, respectively

(Figure 1). Polypharmacy (having more than one prescription) was

identified in 73% of the total HCV population. The proportion of

HCV patients with amber DDIs increased with age from 58% for

18–34 age group to 86% for 75 years or above population. Similar

trends were observed for red DDIs up to the 65–74 age group, but

slightly decreased in the 75 year old or above group (Figure 2). The

proportion of HCV patients who took DAAs and substances that had a

potential DDI was 7.7% for amber and 4.7% for red DDIs.

Conclusion: This study showed the majority of Japanese HCV

patients have co-morbid conditions. Also the older the population, the

more comorbidities were identified, which indicates an increased risk

of DDIs in the older HCV patient group. Although the potential DDI

for HCV patients who took DAAs was below 10%, DAA drugs need

to be prescribed with more caution in the real world clinical setting.

Selecting DAAs with fewer DDI potential, therefore, would be rec-

ommended for physicians, given the high rate of comorbidity and

polypharmacy among Japanese HCV patients.

OP247

Treatment recommendation by hepatologist and patient
willingness to receive peginterferon plus ribavirin in Taiwanese
genotype 2 Hepatitis C patients enrolled in the INITIATE study
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Christian Hospital, Changhua; 7Department of Internal Medicine,

National Cheng Kung University Hospital, Tainan, Taiwan;
8Department of Gastroenterology, Taipei City Hospital–Renai

Branch, Taipei, Taiwan; 9Department of Internal Medicine, St. Martin

De Porres Hospital-Daya, Chiayi; 10Department of Internal Medicine,
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Background: Peginterferon plus ribavirin (PR) therapy has histori-

cally been the standard of care for patients with chronic hepatitis C

(CHC) in Taiwan, with genotype 2 (GT2) patients being reported to

have good response to PR treatment. However, many GT2 patients in

clinical practice do not receive treatment due to contraindications, or

choose not to receive treatment due to concerns about efficacy, safety,

cost and inconvenience. The INITIATE study aimed to: (1) investi-

gate physician recommendation and patient willingness to receive PR

in GT2 CHC patients; (2) identify the reasons physicians did not

recommend PR and the reasons patients were unwilling to receive PR.

Methods: This multicenter, prospective, cross-sectional study enrol-

led patients in Taiwan with active CHC, C20 years old. Patients were

recruited by their hepatologist during a routine visit in 11 hospitals

from across Taiwan. Physicians completed a survey to capture patient

demographics, clinical characteristics, physician recommendation on

PR treatment and patient willingness to receive PR. Patients who were

recommended but unwilling to receive PR completed a survey on

their reasons for unwillingness. Data from a sub-group analysis of

GT2 patients are presented as descriptive statistics for all GT2

patients and separately for treatment-naı̈ve (TN) and treatment-ex-

perienced (TE) patients. Further sub-group analyses based on hospital

region were conducted for physician recommendation and patient

willingness to receive PR.

Result: A total of 822 patients were enrolled in the study, of whom

220 had GT2 infection (161 TN and 59 TE patients). In GT2 patients,

the mean age was 61.7 years and 36.8% were male. 25.5, 12.3 and

62.3% of patients were recruited from hospitals in northern, central

and southern Taiwan, respectively. 74.5% were non-cirrhotic patients;

20.0% had compensated and 5.0% had decompensated cirrhosis;

0.5% had unknown cirrhosis status. Although the recommendation

rates were higher in GT2 patients (52.3% [95% CI 45.7–58.9%]) than

the overall population (37.8% [95% CI 34.5–41.1%]), only 47% of

the GT2 patients (48% of TN and 41% of TE patients) who were

recommended to receive PR accepted treatment (Figure 1). The rec-

ommendation rates in GT2 patients were lower in Northern Taiwan

compared to Central and Southern Taiwan. In GT2 patients, physi-

cians chose not to recommend primarily due to the expected

availability of other treatment options. Patients expressed concerns

about side effects of PR and the wish to wait for a better treatment

option.

Conclusion: Although more than half of the GT2 patients enrolled in

the present study were recommended to receive PR, 53% of those

recommended did not accept treatment. Other treatment options are

therefore required for these patients.
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Background: Hepatitis C virus (HCV) contributes significantly to the

overall liver disease burden in the Asia Pacific region and Russia

where the seroprevalence rates vary from 1-5% and genotype (GT) 1b

accounts for about half of infections. The efficacy and safety of the

fixed-dose combination of elbasvir (EBR) 50 mg and grazoprevir

(GZR) 100 mg has been demonstrated in a broad population of HCV-

infected subjects and supports evaluation in this region where clinical

experience with direct-acting antivirals is limited. EBR/GZR is

approved in the United States for treatment of HCV GT1 and 4

infection.

Methods: C-CORAL is a double-blind placebo-controlled, Phase 3

trial that randomized treatment-naı̈ve HCV GT1, 4 or 6 infected

subjects in a 3:1 ratio to an immediate treatment group (ITG; 12 wks

of EBR/GZR) or deferred treatment group (DTG; 12 wks of placebo,

followed by 12 wks of EBR/GZR). Subjects were enrolled in an ex-
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China cohort that included subjects from Korea, Taiwan, Vietnam,

Thailand, Australia, and Russia; and a second cohort enrolled subjects

from China. The primary endpoints include the % of patients in the

ITG who achieved SVR12 and a comparison of the safety and tol-

erability of EBR/GZR in the ITG vs placebo in the DTG. We will

present the efficacy results of the ITG and safety results of the ITG

and DTG in both cohorts.

Result: To date, data from the ex-China cohort are available. In this

cohort, a total of 250 subjects were enrolled in the ITG and 86 in the

DTG. Mean age (±SD) was 50 ± 12 years, 57% were females, 59%

were Asian, 74% were GT1b, and 19% were cirrhotic. SVR12 in the

ITG was 92.8% (Table). Eighteen subjects in the ITG did not achieve

SVR12: 11 were relapses, 6 were on-treatment failures (all GT6) and

1 GT1b subject withdrew consent. The incidence of adverse events

(AEs) was generally comparable between the ITG vs the DTG

including drug-related AEs (21.2 vs 19.8%) and serious AEs (0.8 vs

1.2%; none considered drug-related). During treatment with EBR/

GZR or placebo 2/250 (0.8%) subjects in the ITG and 11/86 (12.8%)

subjects in the DTG had an ALT value[5 9 ULN and greater than

baseline. One subject in the ITG withdrew after meeting a trial

specific discontinuation criterion for elevated ALT, which was not

considered drug related. Updated safety and efficacy data will be

presented for the ITG for both the ex-China and China study cohorts.

Conclusion: A 12-week regimen of EBR/GZR is effective and well-

tolerated in GT1 and GT4-infected, treatment-naı̈ve patients in the

Asia Pacific/Russia region.
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Hepatitis Research, Department of Infectious Diseases, Nanfang
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Background: Recently, HCV-TARGET has reported excellent effi-

cacy of 8–24 week ledipasvir (LDV)/sofosbuvir (SOF) therapy

(Harvoni@, Gilead, Foster City, CA, USA) with or without ribavirin

for patients with chronic hepatitis C infection (CHC) genotype 1

(GT1) infection treated in real-world settings. The aim of the study

was to explore whether these data can be extrapolated to Chinese.

Methods: Prior to March 2016, our center, the Humanity and Health

Medical Centre, Hong Kong Special Administrative Region, China,

has treated 43 and 182 Chinese with CHC GT1, with 8 and 12 weeks

ledipasvir (LDV)/sofosbuvir (SOF) therapy (Harvoni@, Gilead, Foster

City, CA, USA). All our CHC patients had GT1b. We compare the

baseline clinical characteristics and SVR rate in patients from our

centre and patients from HCV-TARGET. To facilitate comparison,

the median data (along with range) from HCV-TARGET was trans-

formed to mean using formula: mean = (min + 29median + max)/4.

Chi-square test and two-sample t-test was used to compare categorical

and continuous variables respectively. The comparison was done

separately for patients treated with 8 weeks and 12 weeks therapy.

Result: SVR12 was significantly higher in patients from our center at

98.3% (95% CI 95.2–99.6 vs. 90.7%, p\ 0.001) for a 12 weeks

treatment but not for a 8 weeks treatment (95.3 vs. 88.8%, p = 0.19).

This higher SVR12 rate for 12 weeks therapy occurred despite our

patients had a lower mean albumin (3.8 vs. 4.1 g/dl, p\ 0.001),

lower mean total bilirubin (1.2 vs. 2.1 g/dl, p\ 0.001), higher mean

HCV RNA level (6.5 vs. 6.3 Log10 IU/mL, p = 0.005) and a higher

proportion with cirrhosis (52 vs. 27%, p\ 0.001) than those in HCV-

TARGET study.

Conclusion: Chinese CHC patients probably respond differently to

DAAs. If we have treated these patients following the guideline, a lot

of them might have been over-treated. In the future, larger scale study

aiming to understand the differential response to pan-oral DAAs with

different patients’ ethnic background and viral characteristics should

be considered.
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Background: With the paradigm shift from interferon-based to pan-

oral direct acting antiviral (DAAs) therapy for chronic hepatitis C

(CHC) infection, there is an increase concern on whether there is an

increase rate of hepatitis B (HBV) reactivation in those CHC patients

coinfected with HBV. We performed a systematic review and meta-

analysis to compare the rate of HBV reactivation in CHC patients

coinfected with HBV, treated with interferon-based therapy to those

with pan-oral DAAs.

Methods: The Pubmed, Embase, Ovid Medline, and Cochrane data-

bases were searched by text and MeSH (Medical Subject Heading)

terms (including all subheadings) from database inception to 21 Sept

2016. A meta-analysis was conducted using a random effects model

to assess the primary outcome (HBV reactivation) and secondary

outcomes (hepatitis due to HBV reactivation, sustained virologic

response (SVR) for CHC, loss of HBV DNA and hepatitis B surface

antigen (HBsAg) seroclearance). Case reports were included in the

systematic review but excluded in the meta-analysis. Meta-analysis

was done by Stata 13.
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Result: Of the 1185 CHC patients coinfected with HBV from 36

studies, 1037 were treated with interferon-based therapy and 148 were

treated with pan-oral DAAs. HBV reactivation occurred much earlier in

those treated with DAAs (4-12 weeks during treatment) than inter-

feron-based therapy (at the end of treatment or post-treatment follow-

up). In CHC patients with overt HBV, the pooled incidence rate of HBV

reactivation was similar among those treated with IFN-based therapy

(14.5%, p\ 0.001) and DAAs (12.2%, p = 0.03; p = 0.91 for

between-group heterogeneity). However, the pooled incidence rate of

hepatitis due to HBV reactivation was significantly higher with DAAs

(12.2%, 95% CI 0.2–33.2, p = 0.03) than with interferon-based therapy

(0%; p = 0.009 for between-group heterogeneity). CHC SVR was not

affected by HBV reactivation (p = 0.27).

Conclusion: HBV reactivation occurs earlier and is clinically more

significant in those CHC patients coinfected with overt HBV, treated

with pan-oral DAAs compared to interferon-based therapy. It is hence

important to have HBsAg screened in all CHC patients before initi-

ation of pan-oral DAAs therapy.
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Background: Current guidelines recommend 8–24 weeks of direct-

acting antivirals (DAAs) treatment in chronic hepatitis C (CHC). The

exceptionally high cost is onerous and has adversely affected treat-

ment access and drug compliance. Recent clinical trials on response-

guided therapies (RGT) of DAAs could shorten the duration to

3–6 weeks with 95–100% sustained virologic response (SVR) rates in

selected patients. We aimed to perform an economic evaluation of the

RGT of DAAs in Chinese patients with genotype 1b (GT1b) CHC

based on real-world data.

Methods: A decision analytic Markov model with lifetime horizon,

based on the natural history of CHC from the perspective of gov-

ernment, was developed to compare the RGT of DAAs with standard

sofosbuvir (SOF)/ledipasvir (LDV) therapy for 8 weeks and 12 weeks

in non-cirrhotic and cirrhotic patients respectively. The RGT was

reported in our previous clinical trial: non-cirrhotic GT1b patients

who can achieve HCV RNA\500 IU/mL by day 2 were treated with

SOF/LDV plus a protease inhibitor of asunaprevir or simeprevir for

another 19 days, while those who can not meet this criteria were

switched to SOF/LDV for another 8 weeks. In our model, 67% of

non-cirrhotic GT1b patients could meet this criteria according to the

clinical trial results. Cirrhotic patients were treated with SOF/LDV for

12 weeks. Patients failed to achieve SVR in previous treatment were

retreated with SOF/LDV for 8 weeks to 12 weeks. Outcomes were

measured in quality-adjusted-life-years (QALYs), lifetime costs, and

incremental cost-effectiveness ratio (ICER). Costs (2015 US$) and

QALYs were discounted at 3%. Using the mean QALYs and costs

generated from the model, we compared the resources needed to treat

5.7 million (conservative estimation) CHC GT1b patients with RGT

to standard DAAs therapies. Probabilistic sensitivity analyses (PSA)

with probabilistic sampling of key parameters at each of the 1000

iterations using their respective distributions were conducted.

Result: Compared to standard DAAs therapies, RGT was a dominant

strategy with 0.016 QALYs gained and US$30,326 saved per patient.

Use of RGT generated net cost-savings of US$172 billion for the

healthcare system to treat 5.7 million CHC GT1b patients, compared

to standard DAAs therapy. RGT was a cost-saving strategy in most of

the probabilistic sensitivity analyses simulations, when QALYs were

valued at US$7594 (gross domestic product per capita in China).

Conclusion: RGT of DAAs is highly cost-effective in Chinese CHC

GT1b patients, which improves QALYs, and also generates net cost-

savings over hundreds of billions of dollars for healthcare system in

China.

OP252

What should be cautioned when utility of the direct-acting anti-
viral agents in some special patients?

Pengcheng Ou1, Jun Chen1

1The Second Xiangya Hospital, Changsha

Background: The recent rapid development of direct-acting antiviral

(DAA) agents has greatly improved treatment of hepatitis C virus

(HCV) infection. But for some HCV chronic infected patients with

decompensated cirrhosis, hepatitis B virus (HBV) co-infected,

chronic kidney diseases and DAA interactions with other drugs has

received attention.

Methods: To provide an overview of current recommendations of

HCV-therapy regimen in these special patient cohorts, in this review,

we searched PubMed, OVID, and Web of Science databases for DAA

related hepatotoxicity among patients with cirrhosis, HBV reactiva-

tion after anti-HCV treatment among HBV and HCV co-infection

patients, and hepatitis C patients combined with chronic kidney dis-

eases and DAA interactions with other drugs.

Result: For some patients with cirrhosis, DAAs seems benefit not so

well to inhibit the progressive of liver cirrhosis and hepatocellular

carcinoma (HCC), the hepatotoxicity induced by some DAAs should

be attended. For some HCV and HBV co-infected patients, HBV

would be reactivated after HCV was successfully suppressed by

DAAs treatment. Renal function was deteriorated in some patients

with GFR below 30 ml/min in association with some DAAs. Drug-

drug interaction was found when DAAs were applied meanwhile with

the other drugs’ metabolisms depend on cytochromes (P450-3A4

[CYP3A4]) or hepatic and/or intestinal transporters (organic anion-

transporting polypeptide and P-glycoprotein [P-gp]).

Conclusion: The new oral DAAs still have some controversy when

used in some special patients. DAA related hepatotoxicity among

patients with cirrhosis, HBV reactivation after anti-HCV treatment

among HBV and HCV co-infection patients, and DAAs related renal

deterioration in patients with chronic renal diseases and DAAs

interactions with other drugs should be pay more attention.
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OP253

Post-treatment dynamic changes of liver stiffness to predict first
2-year outcomes in HBV compensated cirrhosis

Shanshan Wu1, Xiaoning Wu2,3, Yameng Sun2,3, Jialing Zhou3,
Yuanyuan Kong2, Bo Feng4, Wei Jiang5, Lungen Lu6, Yong-Peng
Chen7, Jilin Cheng8, Lin Wang3, Xiaojuan Ou2,3, Jidong Jia2,3,
Hong You2,3

1National Clinical Research Center for Digestive Disease, Beijing

Friendship Hospital, Capital Medical University, Beijing; 2National

Clinical Research Center For Digestive Disease, Beijing Friendship

Hospital, Capital Medical University, Beijing; 3Liver Research

Center, Beijing Friendship Hospital, Capital Medical University,

Beijing; 4Peking University People’s Hospital, Beijing; 5Zhongshan

Hospital, Fudan University, Shanghai; 6Shanghai General Hospital,

Shanghai Jiaotong University School of Medicine, Shanghai;
7Nanfang Hospital, Southern Medical University, Guangzhou;
8Shanghai Public Health Clinical Center of Fudan University,

Shanghai

Background: Baseline liver stiffness measurement (LSM) using

FibroScan accurately assesses the degree of liver fibrosis and the risk

of hepatocellular carcinoma (HCC) and decompensation development

in patients with chronic hepatitis B. However, the effect of LSM

dynamic change after anti-HBV treatment on predicting early out-

comes is still unclear. The study aim was to evaluate the usefulness of

post-treatment LSM dynamic changes in predicting 2-year liver

related events (LREs) for HBV patients with compensated cirrhosis.

Methods: Treatment-naive patients with HBV-induced compensated

liver cirrhosis were consecutively enrolled between January 2013 and

October 2015. All patients were under entecavir-based anti-HBV

therapy, and were assessed at baseline and every 26 weeks for liver

stiffness. Additionally, all patients attended regular follow-up for the

detection of HCC and decompensation. The primary endpoint was

liver related events (LREs), including hepatic decompensation

(ascites or encephalopathy, bleeding gastric or esophageal varices),

hepatocellular carcinoma, and liver related death. Cox proportional

hazard model and the corresponding area under the receiver operating

characteristic curve (AUROC) with 95% confidence interval (95%

CI) was used to evaluate the effect of LSM dynamic changes on

LREs.

Result: A total of 435 HBV patients with compensated cirrhosis were

enrolled. In a median follow-up of 104 weeks, LREs was detected in

25 patients, including 13 patients with decompensated cirrhosis, 13

patients with HCC and 2 liver-related deaths. The cumulative inci-

dence of LREs at 2 years was 6.2%. Cox proportional hazard model

indicated percent change of LSM between baseline and 26 weeks

(D%LSM26-0) was significantly associated with LREs (hazard ratio:

1.86, 95% CI 1.31–2.65). The AUROC curve was 0.73 (95% CI 0.69,

0.78). With 30.0% ofD%LSM26-0 as the cut-off, the sensitivity and

specificity for prediction of LREs was 95 and 23%, respectively.

Conclusion: Dynamic change of LSM during the first 26 weeks could

be a useful predictor of liver related events in patients with com-

pensated cirrhosis during HBV treatment, and patients with greater

than 30.0% LSM increase from baseline to 26 weeks had higher risk

of liver related events.

OP254

Virtual CT imaging-based prediction of portal pressure gradient

Yi Xiang1, Jialiang Hui1, Ruizhao Qi2, Jinghui Dong3, Changchun
Liu3, Chuan Liu1, Zhao Liu1, Qijing Wu1, Yanna Liu1, Danxian
Cai1, Weimin An3, Zhiwei Li2, Xiaolong Qi1, Shuoyu Xu1

1Department of General Surgery, Nanfang Hospital, Southern

Medical University, Guangzhou; 2Department of General Surgery,

302 Hospital of PLA, Beijing; 3Department of Radiology, 302

Hospital of PLA, Beijing

Background: Portal hypertension means pathological elevation of

portal pressure gradient (PPG), the direct measurement of which is an

extremely invasive technique. This results in the wide acknowl-

edgement of the indirect, less invasive hepatic venous pressure

gradient (HVPG), as a PPG equivalent. Although HVPG is accurate in

estimating PPG, this technique is still invasive and is not routinely

performed. The study aims to test the accuracy of a CT angiography

based workflow that could noninvasively measure PPG.

Methods: In the study, the diagnostic performance of virtual PPG

(vPPG) involved 41 participants (totally 70 of pre-/post-operative

measurements) with portal hypertension awaiting Hassab’s operation

from two highly specialized academic surgical centers. vPPG was

obtained by computational fluid dynamics analysis of CT angiography

and Doppler ultrasound.

Result: The vPPG values deviated from PPG by -0.52 mmHg

(SD = 2.17 mmHg). The vPPG and PPG were closely correlated with

pre-operative, post-operative and overall Pearson’s correlation coef-

ficient of 0.81, 0.86, and 0.92, respectively. Besides, when PPG

[10 mmHg was used as a diagnostic criteria for significant portal

hypertension, the area under receiver operating characteristic curve

for vPPG and portal vein velocity were 0.980 and 0.646 respectively.

The subgroup analysis based on the characteristics of patients,

including ascites, gastrointestinal bleeding, Child-Pugh grade,

demonstrated the excellent diagnostic accuracy of vPPG as well.

Conclusion: We have developed, for the first time, a CT angiography

and Doppler ultrasound based workflow of vPPG, which offers a

novel method that demonstrates high diagnostic values for portal

hypertension.

OP255

Survival analysis of liver cirrhotic patients in Jakarta: 5 years
follow up study

Kemal Fariz Kalista1, Rino Alvani Gani2, Irsan Hasan2, Andri
Sanityoso Sulaiman2, Cosmas Rinaldi Lesmana2, Juferdy
Kurniawan1, Chyntia Olivia Maurine Jasirwan1

1Hepatobiliary Division, Department of Internal Medicine, Dr. Cipto

Mangunkusumo National General Hospital, Faculty of Medicine

Universitas Indonesia, Depok, Indonesia; 2Hepatobilliary Division,

Internal Medicine Department, Cipto Mangunkusumo Hospital,

Jakarta, Indonesia

Background: The incidence of liver cirrhosis in Indonesia is known

to be increasing over time, not exceptionally in Jakarta. Worldwide,

Child-Pugh classification has been well established to be the predic-

tive value of mortality in liver cirrhosis patients. In this observational

study, we aim to investigate the use of Child-Pugh scoring system to

determine the 5-year survival probability of the liver cirrhosis patients

in Jakarta population.
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Methods: This is an observational cross sectional analysis to deter-

mine 5-year survival rate of liver cirrhosis patients in Jakarta. This

study was conducted in Cipto Mangunkusumo hospital. The inclusion

criteria was all cirrhotic patient registered in Cipto Mangunkusumo

hospital with a completely filled medical record. The exclusion cri-

teria were the presence of Hepatocellular carcinoma,

cholangiocarcinoma, and other form of malignancies. This study uses

the data from medical record gathered during 2011–2016. The anal-

ysis was conducted on October 2016.

Result: From the total of 122 patients which included in this study,

most of them are men (75%) and the largest group is within the age of

41–50 years old (42%). They are classified into Child-Pugh A, B, and

C, with the percentage of 59, 31, and 10% respectively. The total of

88% of the patients survive until the end of the 5 years follow up,

while others did not. The overall mean survival time observed was

52 months. From our analysis of the 5-years survival’s cumulative

probability based on the Child Pugh classification, it was proven to be

statistically and clinically different. We found that patients that fall

into Child-Pugh B and C had a significant clinical worsening that

those who were classified as Child-Pugh A. with the fact that no

patient with Child-Pugh C classification could survive the period of

even 3-years follow up.

Conclusion: There is a significant difference of the 5-year survival

probability among patients with different Child-Pugh Classification.

Patients with Child-Pugh B and C had a much worse prognosis than

Child-Pugh A, specially in Child-Pugh C where none of the patient

survive within 3 years from diagnosis.

OP256

Spontaneous spleno-renal shunts in liver cirrhosis and portal
hypertension: effects on portal hypertension related
complications

Paola Bizzotto1,2,3, Silvia Tonello2,3,4, Paolo Angeli2,3,4, Giancarlo
Bombonato1,2,3, Carlo Merkel1,2,3

1Unit of Medical Emergencies, Padua, Italy; 2Department of

Medicine, Padua, Italy; 3University of Padua, Padua, Italy; 4Medical

Clinic V, Charlotte, USA

Background: Background: liver cirrhosis with portal hypertension

may present spontaneous porto-systemic shunts such as spleno-renal

(SR), spleno-retroperitoneal (SRP) shunts, and paraumbilical vein

patency(POMB). Their effects on complications of portal hyperten-

sion are undefined. Aim: (1) to evaluate the effects of porto-systemic

shunts on the development of ascites, esophageal varices, portal

thrombosis and hepatic encephalopathy; (2) to evaluate the differ-

ences between spleno-renal shunts and other shunts.

Methods: Methods: 248 cirrhotics (M/F:167/84) were included.

Abdominal echo-color-Doppler examination was performed evaluat-

ing flow direction in portal and splenic vein, presence of ascites and

porto-systemic shunts. MELD score, esophageal varices and hepatic

encephalopathy were also assessed.

Result: Results: In patients with SR shunts, those with inverted flow

in splenic vein with MELD B13 presented lower percentage of ascites

than patients with hepatopetal flow (p\ 0.0001) and with POMB

(p\ 0.01). With MELD [13 they presented a lower prevalence of

ascites than patients with hepatopetal flow, SRP and POMB

(p\ 0.0001). Patients with SR shunts and hepatofugal splenic vein

and MELD B13 presented lower prevalence of varices than those

with hepatopetal vein(p\ 0.001); with MELD [13 they presented

lower prevalence of varices than patients with hepatopetal vein, SRP

and POMB (p\ 0.001). Patients with SR shunts and hepatofugal

splenic vein presented lower prevalence of portal thrombosis than

patients with hepatopetal vein, with SRP and with POMB, indepen-

dently of the MELD score. Portal vein velocity was reduced in

patients with SR and hepatofugal splenic vein than those with hep-

atopetal splenic vein, with SRP and with POMB (p\ 0.001). The

frequency of hepatic encephalopathy was higher in patients with

hepatofugal portal flow than in patients with hepatopetal splenic vein

or SRP (p\ 0.001).

Conclusion: Conclusions: presence of porto-systemic shunts is

associated with a higher prevalence of ascites, esophageal varices,

portal vein thrombosis and hepatic encephalopathy. Patients with SR

shunts represent a subgroup of cirrhotics with increased prevalence of

hepatic encephalopathy and lower prevalence of ascites and esopha-

geal varices.

OP257

The longitudinal change in transient elastography in early
cirrhotic patients after receiving non-selective B-blocker
for primary variceal bleeding prophylaxis: 3 months follow-up

Panida Piyachaturawat1, Sith Siramolpiwat2, Kanokwan Sonsiri3,
Sombat Treeprasertsuk3

1Division of Gastroenterology, Faculty of Medicine, Chulalongkorn

University, Bangkok 10330, Thailand; 2Division of Gastroenterology,

Faculty of Medicine, Thammasat University, Pathumthani 12120,

Thailand; 3Division of Gastroenterology, Faculty of Medicine,

Chulalongkorn University, Bangkok 10330, Thailand

Background: Non-selective B-blocker (NSBB) is recommended for

primary prophylaxis of variceal bleeding. To determine the pharma-

cological response, the hepatic venous pressure gradient (HVPG) is

the surrogate marker. However, the measurement of HVPG is inva-

sive and expensive. Recent studies showed a good correlation

between HVPG and transient elastography (TE) in patients with early

cirrhosis. The impact of treatment with non-selective B-blocker

(NSBB) on the TE has not been studied.

Methods: We prospectively enrolled 42 early cirrhotic patients who

underwent esophagogastroduodenoscopy (EGD) for esophageal var-

ice (EV) surveillance and showed small EV, during Apr 2015–Feb

2016 at the King Chulalongkorn Memorial Hospital (KCMH),

Bangkok, Thailand. All participants were measured TE and heart rate

before and 3 months after receiving NSBB for primary variceal

bleeding prophylaxis. During follow-up, 3 patients were dropped out

due to one of them developed HCC and the others were loss to follow-

up.

Result: The 39 early cirrhotic patients were analyzed with mean age

of 58.1 ± 10.6 years and 59% of them were male. There were 16

patients in the HR responder group (41%) and 23 patients were in the

HR non-responder group (59%). The etiologies of cirrhosis, baseline

characteristics and level of aminotransferases were not different

between two groups. Baseline TE of patients in HR responder and HR

non-responder group were 24.7 (±14) and 20.9 (±8) kPa (p = 0.32),

respectively whereas the second TE which performed at 3 months

after taking of NSBB were 19.7 (±12) and 16 (±9) kPa (p = 0.93),

respectively. The mean change in TE were -5.6 kPa in HR responder

and -0.7 kPa in HR non-responder group (p = 0.23). The percentage

of TE change were not significantly different between both group but

showed trend to decrease in both groups. In addition, we categorized

cirrhotic patients into 2 groups by TE response(defined as who

reduced TE during the follow-up period) which was showed in

Table 2. There were 25 (64.1%) patients showing reduced TE during

the follow up period. The overall mean TE value change was

-2.94 kPa. By using point biserial correlation analysis, the transient
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elastography and heart rate response were not well correlate

(r = 0.23, p = 0.15).

Conclusion: In early cirrhotic patients receiving NSBB for primary

variceal bleeding prophylaxis, the change of heart rate and transient

elastography were not correlate. The measurement of 2nd TE showed

trend to decrease under NSBB effect in most of patients. It need a

further study to confirm that the monitoring of transient elastography

change may be a better predictor for pharmacological response than

the heart rate response.

OP258

Prognostic factors affecting treatment outcomes of acute variceal
bleeding in patients with hepatocellular carcinoma: a single
center prospective study

Yu Rim Lee1, Soo Young Park1, Won Young Tak1, Young Oh
Kweon1, Se Young Jang1, Jun Sik Yoon1, Hyeong Seok Kim1,
Sang Hoon Kwon1, Jun Seob Lee1, Keun Hur2

1Kyungpook National University Hospital, Daegu, South Korea;
2School of Medicine, Kyungpook National University, Daegu, South

Korea

Background: Because acute variceal bleeding is associated with

significant morbidity and mortality in cirrhotic patients, the prediction

of prognosis is important. We therefore studied about prognostic

factors affecting treatment outcomes of acute variceal bleeding. In

addition, factors related acute variceal bleeding in patients with HCC

were also determined with particular emphasis.

Methods: Endoscopy-proven acute variceal bleeding patients admit-

ted to the Kyungpook National University Hospital between 2007 and

2013 were enrolled in this prospective cohort study. Endoscopic

procedures including either endoscopic variceal ligation or scle-

rotherapy with N-butyl-2-cyanoacrylate were performed for the

patients within 24 h after admission. The prognostic factors were

identified by applying the multivariate Cox proportional-hazards

regression test using significant variables in univariate analysis.

Result: 329 patients were finally included in this study. During the

study period (median = 15.6 months), 186 patients at a median of

4.3 months were expired. Nineteen patients were expired in 5 days,

which accounted for 38.8% of 6-week mortality (n = 49). Six-week

mortality was related to the MELD score and 5-day treatment failure

in multivariate analysis in all patients and HCC subgroup (all

P\ 0.05). When the patients were divided into two groups by MELD

score, the risk of 6 week mortality was higher in patients with MELD

C15.5 than in those with MELD\15.5 (log rank test, P\ 0.001). We

also found that 85% of patients with both MELD score C15.5 and

terminal cancer stage including mUICC stage 4 or BCLC stage D

expired within six weeks and 6-week mortality risk is about 10 times

higher compared to patients with lower MELD score and earlier stage

after adjusting other factors (P\ 0.05).

Conclusion: Follow-up strategy and managements are required for

the individual patients, depending on these risk factors. According to

our study, overly enthusiastic endoscopic treatment in patients with

poor liver function and end-stage HCC may be unnecessary.

OP259

Comparison of Clinical Factors and Outcome of Variceal

and Nonvariceal Gastrointestinal Bleeding in Patients with Liver

Cirrhosis

Kriangsak Charoensuk1, Sitthichai Whangmanidakun1,
Woramon Jeumsripong1, Wiboon Uthaisaengsuk1, Orawan
Chaiyaahapurk1

1Division of Gastroenterology Department of Internal Medicine,

Buddhachinaraj Hospital School of Medicine, Phitsanulok, Thailand

Background: Upper Gastrointestinal Bleeding (UGIB) is a common

medical emergency condition associated with significant morbidity

and mortality in patients with liver cirrhosis. Despite the high inci-

dence of variceal bleeding in cirrhotic patients, one-third of these

patients may have nonvariceal bleeding and it is frequently caused by

peptic ulcer diseases and Mallory Weiss tear. However, the clinical

factors to determining variceal and nonvariceal bleeding in cirrhotic

patients still be uncertain. The purpose of this study was to assess the

the clinical factors and mortality outcome between these cirrhotic

patients with acute variceal and nonvariceal gastrointestinal bleeding.

Methods: This observational, retrospective cohort study, single

experience was conducted in Buddhachinaraj hospital, A large

referral district hospital on the south northern of Thailand. During

January 2011 to May 2015, patients with cirrhosis admitted due

to acute GI bleeding undergoing upper endoscopy were included in

the study. Baseline characteristics were collected in case record form.

Outcome in cirrhotic patients with variceal bleeding group were

compared to those in nonvariceal bleeding group.
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Result: 322 patients with cirrhosis and acute upper GI bleeding were

included. 200 (62.1%) had acute variceal bleeding (AVB) and 122

(37.9%) had nonvariceal bleeding. Baseline characteristics including

age, gender, nasogastric content, underlying disease and history of

alchohol between two group were no significant differences, exept

history of NSAIDs use (6.5% vs 18% ,P=0.002). Use of NSAIDs and

aspirin were all more frequent in nonvariceal bleeding. Most of cir-

rhotic patients were male (51.8±10.5 vs 53.3±10.3, P= 0.213).

Laboratory parameters indicative of liver dysfunction and other

baseline characteristics were similar in both groups. However, the in-

hospital and 3 months mortality rate were similar in both groups

(10.6%,14.81 in variceal bleeding-group vs 11.8,7.3% in nonvariceal

bleeding group, P= 0.21). Univariate and multivariable analysis was

performed. Only the following parameters were independent predic-

tors of mortality: Age (OR 2.5; 95% CI: 1.32-5.52, p = 0.04), Child

Pugh Score (OR 3.48; 95% CI: 1.65-6.89, p = 0.002), Serum albumin

level (OR 2.25; 95% CI: 1.66-4.37, p = 0.02) and Concurrent NSAIDs

use (OR 1.59; 95% CI: 1.20-2.68, p = 0.02).

Conclusion: History of current NSAIDs use is only the clinical factor

to determine nonvariceal bleeding and variceal bleeding in patients

with liver cirrhosis. The probability of survival is similar in both

groups. Old age, concurrent NSAIDs use, serum albumin and Child

Pugh Score were independent predictors of in-hospital and 3-months

mortality in these patients.

OP260

Tolvaptan improved not only ascites unresponsive to standard
diuretics but also overall survival in decompensated cirrhosis
patients

Takamasa Ohki1, Mayuko Kondo1, Shigeyuki Kurosaki1,
Kazuyoshi Funato1, Satoshi Kawamura1, Shuya Maeshima1, Yuki
Karasawa1, Kentaro Kojima1, Michiharu Seki1, Nobuo Toda1,
Kazumi Tagawa1

1Mitsui Memorial Hospital, Tokyo, Japan

Background: Recently, some studies have reported the efficacy and

safety of tolvaptan (TLV) for treating ascites unresponsive to standard

diuretics (AUSD) with decompensated cirrhosis. However, it is not

well known whether administration of TLV improve AUSD or overall

survival (OS).

Methods: TLV between October 1st 2012 and September 31 2015.

AUSD was defined existence of ascites detected by ultrasound under

the treatment of a loop diuretic at a daily dose equivalent to

C40 mg/day furosemide and C25 mg/day spironolactone, a loop

diuretic at a daily dose equivalent to C20 mg/day furosemide

and C50 mg/day spironolactone, or a loop diuretic alone at a daily

dose equivalent to C60 mg/day furosemide. Patients were adminis-

tered TLV 3.75–7.5 mg once daily. We defined the improvement of

ascites as weight loss for more than 2.0 kg. We divided the patients

into two groups according to the improvement of AUSD and com-

pared the laboratory data and OS between the two groups. We also

analyzed the factors which contributed to the improvement of AUSD

and OS using multivariate analysis.

Result: Of the 100 patients, 49 patients (49.0%) were Child-Pugh

class C and 47 patients (47.0%) had advanced hepatocellular carci-

noma (HCC: BCLC stage B, C, or D). The median administration

time of TLV was 90 days and ascites had been improved in 60

patients (60.0%). Logistic regression multivariate analysis showed

that Child-Pugh class C (OR 14.2, P\ 0.01), first 24 h urine volume

after administration of TLV (OR 0.82 per 100 mL, P = 0.01), urine

osmolarity reduction rate (OR 0.93 per 1%, P\ 0.01) and, advanced

HCC (OR 4.34, P = 0.05) as independent factors which affected on

AUDS. Sixty-three patients died during the mean survival time of

193 days, showing cumulative survival rates at 30, 60 and 180 days

of 83.3, 78.0, 58.4% in the effective group, 56.5, 37.9 and 17.2% in

the ineffective group, respectively (P\ 0.01 by the log-rank test).

Cox proportional hazard multivariate analysis showed that improve-

ment of AUSD (HR 0.36, P\ 0.01), advanced HCC (HR 4.15,

P\ 0.01), total bilirubin level (HR 1.13 per 1.0 mg/dl, P\ 0.01),

blood urea nitrogen level (HR 1.04 per 1.0 mg/dl, P\ 0.01), and

presence of hyponatremia (HR 2.68, P\ 0.01) as independent factors

which contributed to OS.

Conclusion: TLV improved not only AUSD but also overall survival

in decompensated cirrhosis patient. Improvement of AUSD was an

independent factor which contributed to long survival.

OP261

Role of liver and spleen transient elastography in the diagnosis
of esophageal varices

Eman Ahmed Rewisha1, Maha Mohammad Elsabaawy1, Ayman
alsebaey Alghoraieb1, ElSayed Tharwa1, Mohamed Elmazaly1,
Hanaa Badran1, Nermen Ehsan2

1Department of Hepatology, National Liver Institute, Menoufia

University, Cairo, Egypt; 2Department of Pathology, National Liver

Institute, Menoufia University, Cairo, Egypt

Background: Portal hypertension with subsequent esophageal varices

(EVs) development is a common complication of HCV related cir-

rhosis. Aim was to evaluate the rule of liver stiffness measurement

(LSM), spleen stiffness measurement (SSM) and their combination

(CLSM) using FibroScanTM in diagnosis of EVs.

Methods: One hundred sixty five HCV related F3–4 Metavir score

fibrosis were included. Liver, renal function tests, CBC, INR and

abdominal ultrasonography were done before the FibroScanTM.

Transient elastography measurement was done using FibroScanTM in

the supine position after 6–8 h fasting followed by diagnostic

esophageogastroscopy. Varices were classified into none (n = 110),

small (n = 30) and large (n = 25).

Result: Patients with varices had higher serum bilirubin (1.68 ± 0.82

vs. 1.00 ± 0.55 mg/dL) and lower platelet count (105.09 ± 31.34 vs.

161.21 ± 52.97 9 103/lL) that patients without varices (p = 0.001).

The patients with varices had statistically significant (p = 0.001)

higher platelets spleen ratio (671.14 ± 258.89 vs 1215.41 ± 445.58),

LSM (31.93 ± 13.29 vs. 17.55 ± 6.53 kPa), SSM (62.85 ± 12.71

vs. 36.94 ± 8.83 kPa) and CLSS (94.78 ± 20.98 vs.

54.49 ± 12.84 kPa) than patients without varices. In patients with

small and large varices LSM was comparable (30.84 ± 12.69 vs

33.64 ± 13.97 kPa; p = 0.391) but a statistically significant differ-

ence was detected with SSM (59.92 ± 13.47 vs. 66.98 ± 8.67 kPa;

p = 0.031) and CLSS (90.76 ± 21.76 vs 100.62 ± 19.00 kPa;

p = 0.043). With a cutoff of 20.4 kPa LSM (81.0% sensitivity, 71.8%

specificity, 52.3% PPV, 90.8% NPV, 74.3% accuracy), 43.2 kPa SSM

(92.9% sensitivity, 84% specificity, 69.6% PPV, 96.9% NPV, 86.8%

accuracy) and 59.3 kPa CLSS (95.2% sensitivity, 70% specificity,

54.8% PPV, 97.5% NPV, 76.9% accuracy) esophageal varices can be

detected.

Conclusion: The measurement of liver, spleen stiffness by FibroS-

canTM or their combinations are useful for esophageal varices

diagnosis.
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SIRT1-mediated transcriptional regulation of SULT2A1 plays
an important role in liver lipid metabolism

Song Zhang1, Yongzhan Nie2

1Fourth Military Medical University, Xi’an; 2127 West Changle Rd,

Xi’an

Background: Non-alcoholic Fatty Liver Disease (NAFLD), a clinical

feature ofmetabolic syndrome, can develop into serious liver disease such

as liver cirrhosis and liver cancer. Recent studies have shown that histone

deacetylase SIRT1 can regulate liver lipid metabolism associated pro-

teins, but the detailed mechanism is unknown. Based on approaches of

proteomics and functional genomics, using spontaneous occurrence of

fatty liver SIRT1-LKO animal model, we previously got a group of non-

alcoholic fatty liver disease associated molecules including sulfotrans-

ferase SULT2A1, but the role of SULT2A1 in liver lipid metabolism is

still unknown. This study finds that SULT2A1 is regulated by SIRT1 and

further explores the role of SULT2A1 in liver lipid metabolism.

Methods: Q-PCR and western blot for the expression of SULT2A1

were performed in liver-specific knockout mice and L02 cell line.

Overexpression or knockdown SIRT1 liver cell lines were established

by lentivirus infection, and the expression of SULT2A1 was detected by

Q-PCR and Western blot. SULT2A1 overexpression liver cell line was

also established by lentivirus infection, oil red O staining and bodipy

staining were performed by oleic acid or palmitic acid induced.

Result: Overexpression SIRT1 decreased the expression of

SULT2A1, while knockdown SIRT1 promoted the expression of

SULT2A1 in vivo and in vitro. Overexpression SULT2A1 had no

effect on fat synthesis without oleic acid or palmitic acid induced. But

in the presence of oleic acid or palmitic acid, SULT2A1 enhanced fat

synthesis. Under this condition, SULT2A1 increased the expression

of FASN, ACC1, and SREBP1-c.

Conclusion: Our study clarifies that the expression of SULT2A1 is

regulated by SIRT1. Furthermore, we find that SULT2A1 has no

effect on liver lipid metabolism without free fatty acid induced. But

SULT2A1 enhances lipid accumulation through increasing expression

of fat synthesis genes by oleic acid or palmitic acid induced.

OP263

Aging aggravates alcoholic liver injury and fibrosis in mice
by downregulating Sirtuin1 expression in the liver

Teresa Ramirez1, Yongmei Li1, Shi Yin1,2, Bin Gao1, Hua Wang1,3

1Laboratory of Liver Diseases, National Institutes of Health, National

Institute on Alcohol Abuse and Alcoholism, Bethesda, MD, USA;
2Department of Geriatrics, Affiliated Provincial Hospital of Anhui

Medical University, Hefei; 3Department of Oncology, the First

Affiliated Hospital, Institute for Liver Diseases of Anhui Medical

University, Hefei

Background: Aging is known to exacerbate the development and

progression of alcoholic liver disease, but the underlying mechanisms

remain largely unknown.

Methods: C57BL/6 mice age 2, 4, 12 or 16–19-months were sub-

jected to short-term (10 days) chronic ethanol feeding plus one

ethanol binge or long-term (8 weeks) chronic ethanol feeding plus

multiple binges of ethanol. Liver injury and fibrosis were determined.

Hepatic stellate cells (HSCs) were isolated and used in in vitro

studies.

Result: Compared to young (8–12 weeks) mice, middle-aged

(12–14 months) and old ([16 months) mice were more susceptible to

liver injury, inflammation, and oxidative stress induced by short-term

plus one binge or long-term plus multiple binges of ethanol feeding.

Long-term plus multiple binges of ethanol feeding induced greater

liver fibrosis in middle-aged mice than that in young mice. Hepatic

expression of Sirtuin 1 (SIRT1) protein was significantly downregu-

lated in the middle-aged mice compared to young mice. Restoration

of SIRT1 protein expression via the administration of adenovirus-

SIRT1 expression vector ameliorated 10-day chronic-plus-binge

ethanol-induced liver injury and fibrosis in middle-aged mice. HSCs

isolated from middle-aged mice expressed lower levels of SIRT1

protein and were more susceptible to spontaneous activation in

in vitro culture than those from young mice. Overexpression of SIRT1

reduced activation of HSCs from middle-aged mice in vitro with

downregulation of the platelet derived growth factor receptor alpha

(PDGFR-a) and c-Myc, while deletion of SIRT1 activated HSCs

isolated from young mice in vitro. Finally, HSC-specific SIRT1

knockout mice were more susceptible to 10-day chronic-plus-binge

ethanol-induced liver fibrosis with upregulation of PDGFR-a

expression.

Conclusion: Aging exacerbates alcoholic liver injury and fibrosis in

mice through the downregulation of SIRT1 in hepatocytes and HSCs.
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Activation of SIRT1 may serve as a novel target for the treatment of

alcoholic liver disease.

OP264

Alcohol consumption strongly suppresses T cell response and T
cell hepatitis in ALDH2-deficient mice: roles of corticosterone
and acetaldehyde

Yanhang Gao1,2, Zhou Zhou1, Yong He1, Dechun Feng1, Ruihong
Wu2, Yanhua Ding2, Shuang Shao2, Xiaomei Wang2, Junqi Niu2,
Bin Gao1

1Laboratory of Liver Diseases, National Institute on Alcohol Abuse

and Alcoholism, National Institutes of Health, Bethesda, MD, USA;
2The First Hospital of Jilin University, Changchun

Background: Aldehyde dehydrogenase 2 (ALDH2), a key enzyme to

detoxify acetaldehyde, exists an inactivating isoform in many Asians.

Individuals with ALDH2-deficiency develop acetaldehyde accumu-

lation after alcohol consumption. However, how acetaldehyde

accumulation affects T cell response and hepatitis remains unknown.

Methods: Wild-type (WT) and ALDH2 knockout (ALDH2-/-) mi-

ce were subjected to chronic ethanol feeding, followed by injection of

a single dose of Concanavalin A (Con A). Liver injury and T cell

response were evaluated. Chronic consumption in individuals with

ALDH2 deficiency was also examined.

Result: Chronic ethanol feeding exacerbated Con A-induced liver

injury in WT mice but surprisingly attenuated it in ALDH2-/- mice

despite higher levels of acetaldehyde in ALDH2-/- mice. Elevation

of serum cytokines and activation of their downstream signals in the

liver post Con A injection were suppressed in ethanol-

fed ALDH2-/- mice compared toWT mice. Ethanol inhibition of T

cell response in ALDH2-/- mice is specific because LPS activation

of inflammatory responses was aggravated in ALDH2-/- mice post

ethanol feeding. In addition, chronic ethanol feeding induced higher

levels of T cell apoptosis, cell cycle arrest, DNA damage in

ALDH2-/- mice vs. WT mice. In vitro treatment with acetaldehyde

inhibited Con A-induced IFN-g production in splenocytes via post-

transcriptional regulation. Furthermore, ethanol-fed ALDH2-/- mi-

ce had higher levels of plasma corticosterone than ethanol-fed WT

mice. Treatment with the steroid antagonist RU-486 restored Con

A-mediated liver injury in ethanol-fed ALDH2-/- mice. Finally,

binge drinking induced higher levels of acetaldehyde and corticos-

terone in individuals with ALDH2 deficiency than those with normal

ALDH2.

Conclusion: ALDH2 deficiency is associated with high levels of

acetaldehyde and corticosterone post alcohol consumption, thereby

inhibiting T cell response.

OP265

Chronic-plus-binge alcohol consumption induces neutrophilia
and liver injury in mice and humans: an important role for miR-
223

Man Li1, Yong He2, De-chun Feng2, Bin Gao2

1Shuguang Hospital Affiliated to Shanghai University of Traditional

Chinese Medicine, Shanghai; 2Laboratory of Liver Diseases, National

Institute on Alcohol Abuse and Alcoholism, National Institutes of

Health, Bethesda, MD, USA

Background: Neutrophil infiltration is an important factor promoting

the progression of ALD. However, the mechanism triggering neu-

trophil infiltration and the roles of neutrophils in the pathogenesis of

ALD are still elusive. This study investigates how recent excessive

drinking affects peripheral neutrophils and liver injury in alcoholics,

and how miR-223, one of the most abundant miRNAs in neutrophils,

modulates neutrophils and liver injury.

Methods: Three hundred alcoholics with (n = 140) or without

(n = 160) recent excessive drinking and 45 healthy controls were

enrolled. Mice were fed an ethanol diet for 10 days followed by

binging a single dose of ethanol.

Result: Compared to healthy controls or alcoholics without recent

drinking, alcoholics with recent drinking had higher levels of circu-

lating neutrophils, which correlated with elevated serum ALT and

AST. The blood neutrophil counts had a positive correlation with

serum ALT or AST levels in male alcoholics with recent drinking but

not in those without recent drinking, while this positive correlation

was not significant in female alcoholics. MiRNA array analysis

revealed that alcoholics had elevated serum miR-223 levels compared

to healthy controls. In mice, ethanol feeding elevated miR-223 in the

serum and neutrophils. Genetic deletion of the miR-223 gene exac-

erbated ethanol-induced hepatic injury, neutrophil infiltration,

reactive oxygen species (ROS), and upregulated hepatic expression of

IL-6 and phagocytic oxidase (phox) p47phox. In addition miR-223

expression was downregulated, while IL-6 and p47phox expression

were upregulated in peripheral blood neutrophils from alcoholics

compared to healthy controls.

Conclusion: MiR-223 is an important regulator to block neutrophil

infiltration in alcoholic liver disease, and could be a novel therapeutic

target for the treatment of this disease.

OP266

Characterization of microRNAs in stem cell derived extracellular
vesicles during alcoholic liver injury

Sugeily Ramos Lorenzo1, Tianhao Zhou1, Gianfranco Alpini1,
Fanyin Meng1

1Baylor Scott & White Helathcare, Texas A&M HSC College of

Medicine, Bryan, USA
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Background: Senescence of activated stellate cells limits hepatic

fibrogenesis. Stem cell-derived extracellular vesicles (EVs) and their

related microRNAs mediate genetic changes that promote recovery of

liver disorders. The present study was aimed to characterize the

functional role of liver stem cell-derived EVs and specific miRNAs in

the regulation of hepatic stellate cell senescence during alcohol

induced liver injury.

Methods: microRNA expression was assessed using microarray and

real-time PCR assays in isolated EVs from human mesenchymal stem

cells (MSCs) and liver stem cells (LSCs). HSCs were also isolated

from lin28 knockout mice with or without ethanol feeding for

5 weeks by laser capture microdissection (LCM) and the senescence

and fibrosis genes are evaluated by Western blot and real-time PCR

analysis.

Result: We found that expression of several miRNAs were consis-

tently up-regulated in both MSCs and LSC- derived EVs compared to

normal hepatocyte-derived EV controls, including let-7 family

members. Meanwhile, total liver histopathology score was increased

in ALD mice relative to control mice, and significantly reduced in

liver from lin28-/- mice + ALD, along with enhanced HSC senes-

cence and significant increases of let-7 family members. Treatment of

human HSCs with TGF-b/LPS (20 ng/ml) for 72 h induced a sig-

nificant decrease of let-7a and let-7b in both activated and control

states. Transfection of let-7a and let-7b precursors in human HSCs

markedly induced the expression of cellular senescence markers p16

and CCl2, and blunted the enhanced expression of a-SMA, collagen

a1, MMP-2 and MMP-9 (key genes involved in the activation of

HHSCs) by TGF-b/LPS treatment. Treatment with MSC/LSC derived

EVs (30 lg/ml, 72 h) phenocopied the senescence/anti-fibrosis

effects of let-7 overexpression in activated HHSCs by TGF-b/LPS. A

complementary mass spectrometry-based proteomics approach with

luciferase reporter assay identified TLR4, the key LPS receptor, as

putative let-7 cluster target. Furthermore, the expressions of senescent

hepatic stellate markers and verified let-7 target genes, including a-

SMA, collagen a1, p16, CCl2, TLR4, MMP-2, MMP-9 and TIMP-3,

were significantly altered in liver specimens and LCM isolated HSCs

from lin28 knockout mice with ethanol feeding relative to WT ALD

mice controls, suggested the functional role of let-7 induced cellular

senescence during alcoholic liver injuries.

Conclusion: Our findings provide new insight into the function of

specific miRNAs in stem cell-derived EVs regulating HSC senes-

cence, and their therapeutic potentials in alcoholic liver injury and

fibrosis.

OP267

Colonic dysplasia signifies increased risk of hepatocellular
carcinoma in alcoholic liver disease

Dongjae Jeong1, Jungwha Chung2, Jin-wook Kim2,3

1Seoul National University College of Medicine, Seoul, South Korea;
2Seoul National University Bundang Hospital, Seoul, South Korea;
3Department of Internal Medicine, Seoul National University College

of Medicine, Seoul, South Korea

Background: Hepatocellular carcinoma (HCC) is one of the adverse

clinical outcomes of alcoholic liver disease, but the risk is relatively

low compared to those of chronic viral hepatitis. Alcohol increases

the risk of colorectal adenoma, the major precursor of colorectal

adenocarcinoma. We hypothesized that development of colorectal

adenoma may predict further risk of HCC in alcoholic liver disease

patients.

Methods: This retrospective cohort study enrolled patients with

alcoholic liver disease who underwent colonoscopic screening.

Patients were excluded if follow-up was less than 12 months, HCC

was detected before or within 12 months after initial colonoscopic

examination.

Result: A total of 1605 patients were included. The mean duration of

follow-up was 64 ± 37 months. Colonoscopic screening revealed

hyperplasia, low-grade dysplasia, high-grade dysplasia and adeno-

carcinoma in 239 (15%), 648 (40%), 22 (1.4%) and 34 (2.1%),

respectively. The cumulative incidence of HCC was 1.2, 2.2 and 5.0%

at 3, 5, 10 years, respectively. Detection of adenoma did not increased

the risk of HCC development (hazard ratio = 1.4; p = 0.286).

However, presence of high grade dysplasia or adenocarcinoma sig-

nificantly increased further risk of HCC (hazard ratio = 4.07,

p = 0.004).

Conclusion: Detection of high grade colonic dysplasia or colorectal

adenocarcinoma increased the risk of HCC, and warrants surveillance

for HCC.

OP268

Effect of mouse recombinant leptin on hepatic triglyceride
synthesis in alcoholic liver disease

Balasubramaniyan Vairappan1, Nalini N2

1Department of Biochemistry, Jawaharlal Institute of Postgraduate

Medical Education and Research (JIPMER), Pondicherry, India;
2Department of Biochemistry and Biotechnology, Annamalai

University, Chidambaram, India

Background: Alcohol induced fatty liver disease is the most common

and earliest response to the progression of fibrosis, cirrhosis and/or

hepatocellular carcinoma. The mechanism by which ethanol causes

fatty liver disease is complex and not fully understood, however,

increased triglyceride (TG) accumulation in the hepatocyte is strongly

associated with fatty liver and has been proposed as an important

biochemical mechanism. We have previously noted that the potential

beneficial effect of leptin on alcohol elicited toxicity in invitro. The

purpose of this study was to evaluate the effect of leptin on ethanol

induced elevated hepatic TG synthesis and its metabolising enzyme in

mice.

Methods: CD-1 mice (n = 10/group) were studied for 45 days. Four

groups were studied. (1) control, (2) leptin + control (230 mg/kg

intraperitoneal every alternate day from day 30), (3) alcohol (6.32 g/

kg daily by gastric lavage, for 45 days) and (4) alcohol + leptin (as

prior dosing).

Result: Compared to naive mice, ethanol supplementation signifi-

cantly (p\ 0.05) increased plasma and hepatic triglyceride levels and
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a key enzyme involved in triglyceride synthesis such as acylCoA

diacylglycerol acyltransferase (DGAT) 2. Leptin administration to

ethanol treated mice shows significantly (p\ 0.05) reduced hepatic

and plasma TG concentrations and DGAT2 enzyme protein expres-

sion. Furthermore, ethanol supplementation significantly (p\ 0.05)

increased % of palmitic acid (16:0), stearic acid (18:0), oleic acid

(18:1) and docosapentaenoic acid (22:5) levels, whereas palmitoleic

acid (16:1) and arachidonic acid (20:4) concentrations were decreased

significantly (p\ 0.05) when compared to control. Leptin treatment

to ethanol fed mice significantly corrects the above indices. Liver

histology showed that mice given ethanol had macro and micro

vesicular steatosis. However, ethanol + leptin treated liver showed

sinusoidal dilatation and no fatty change.

Conclusion: Thus, exogenous leptin administration to ethanol fed

mice significantly reduced hepatic TG synthesis and also regulates

TG metabolising enzyme; warranting population based further

mechanistic studies.

OP269

Early change in bilirubin level (ECBL) as a surrogate for outcome
in ELAD clinical study of severe alcoholic hepatitis (sAH)

Tarek Hassanein1, Ram Subramanian2, Julie Thompson3, Ali Al-
Khafaji4, David Reich5, Lewis Teperman6, Ross Mac Nicholas7,
Zheng Li8, Robert Ashley8

1Southern California Research Center, Los Angeles, USA; 2Emory

University School of Medicine, Atlanta, USA; 3University of

Minnesota Medical Center, Minneapolis, USA; 4University of

Pittsburgh Medical Center, Pittsburgh, USA; 5Drexel University,

Philadelphia, USA; 6Northwell Health, New York, USA; 7St

Vincent’s University Hospital, Dublin, Ireland; 8Vital Therapies, Inc.,

San Diego, USA

Background: Jaundice, caused by impaired hepatic clearance of

bilirubin, is a characteristic of sAH. Static and dynamic algorithms

are used to assess prognosis in sAH (Table 1). All include fixed and/

or variable bilirubin levels in their calculations. A prior study indi-

cated that ELAD treatment reduced serum total bilirubin (TBIL) and

that this was associated with improved survival. Our aim was to

determine whether ECBL is valuable in predicting outcome in sAH.

Methods: Adults with sAH were randomized to standard of care (SOC)

plus continuous 3–5 days of ELAD treatment (ELAD) or SOC alone

(Control). TBIL was measured daily in both groups on days 1–7, 14, 28,

63 and 91. ECBL was calculated based on change in TBIL pre- and post-

ELAD treatment or day 7 (whichever came later) in ELAD subjects and

between days 2 (equivalent to ELAD start time) and 7 (equivalent to end

of 5-day ELAD treatment) in Control subjects. An ECBL responder

was defined asC20% reduction in TBIL. ECBL was compared between

ELAD and Control groups. The population studied was defined

according to actual treatment received.

Result: The population comprised 203 subjects (ELAD 95, Control

108). Five subjects who died within 7 days were excluded. Overall and

91-day survival rates were similar in the two groups. Post-hoc analysis

showed ELAD treatment resulted in significantly (p\ 0.05) reduced

TBIL compared to Control at all time points from day 2 to day 7. Sig-

nificantly more ELAD subjects (56/95, 59%) were ECBL responders

compared to Controls (25/108, 23%) by day 7. Overall, ECBL respon-

ders had better survival compared to non-responders (78% vs 51%) and

similar survival between ELAD (77%) and Control (80%). Survival

among ECBL non-responders was lower for ELAD (38%) than Control

(58%) (p\ 0.05). Excluding subjects with evidence of baseline kidney

dysfunction (creatinine C1.5 mg/dL) and/or coagulopathy (INR[2.5),

ECBL responders had better survival than ECBL non-responders, in

both ELAD (81 vs 55%) and Control (81 vs 54%) with survival of ELAD

non-responders now identical to Control non-responders (Table 2).

Steroid use at screen and during the first 7 days was the same in

responders (27/81, 33%) and non-responders (36/117, 31%).

Conclusion: Subjects treated with ELAD are significantly more likely

to be ECBL responders than Control subjects. ECBL responders have

a significantly higher survival at day 91 when compared to non-re-

sponders. There was a higher mortality in the ELAD group when

compared to Control in ECBL non-responders with evidence of

kidney dysfunction and/or coagulopathy. This was due to subjects

progressing to multiple-organ dysfunction and these subjects appear

to be less tolerant of ELAD extracorporeal treatment. ECBL response

appears to be a reasonable surrogate that accurately predicts survival

in those subjects with sAH but without baseline kidney function and/

or coagulopathy, independent of steroid use.

OP270

CXC chemokine receptor 3 causes mitochondrial dysfunction
in the development of non-alcoholic steatohepatitis

Jinghua Du 1, Xiang Zhang 2, Yuemin Nan1, Jun Yu2

1Department of Traditional and Western Medical Hepatology, Third

Hospital of Hebei Medical University, Shijiazhuang; 2Institute of

Digestive Disease, Department of Medicine and Therapeutics, Prince

of Wales Hospital, The Chinese University of Hong Kong, Shatin,

Hong Kong

Background: CXC chemokine receptor 3 (CXCR3) is a key

inflammatory mediator. We aimed to explore whether CXCR3 could

regulate mitochondrial function in the development of steatohepatitis.

Methods: The effect of CXCR3 on mitochondrial function were

evaluated by genetic knockout or pharmacological inhibition in

mouse models and in vitro. The ultrastructural changes of mito-

chondria were assessed by transmission electron microscopy (TEM).

Hepatic levels of ROS, DNA damage, membrane potential and ATP

were examined.
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Result: We found that liver mitochondria integrity was disrupted in WT

mice with severe steatohepatitis; whereas mitochondria structure was

much improved and well-organized in CXCR3-/- mice with mild

steatohepatitis by TEM analysis. Impaired mitochondria function was

significantly more severe in WT mice than in CXCR3-/- mice evi-

denced by increased mitochondrial fission protein DRP1 and Fis1 and

decreased mitochondrial fusion protein MFN1. Concomitantly, mito-

chondria dysfunction was observed in AML-12 hepatocytes treated with

methionine choline-deficient (MCD) and HepG2 cells with palmitic acid

as evidenced by reduced membrane potential (P\ 0.01), ATP content

(P\ 0.05), increased mitochondrial ROS accumulation (P\ 0.01) and

DNA damage (P\ 0.01); whilst mitochondrial dysfunction could be

prevented by siCXCR3 in hepatocytes. CXCR3-induced mitochondria

dysfunction was associated with hepatocyte apoptosis by inducing

caspase-dependent and caspase-independent apoptosis genes. In addi-

tion, inhibition of CXCR3 in MCD-fed WT mice by CXCR3 specific

antagonists SCH546738 and AMG487 restored mitochondrial function

and inhibited mitochondrial-dependent apoptosis in the liver.

Conclusion: CXCR3 induces mitochondrial dysfunction in the

pathogenesis of steatohepatitis. Pharmacologic blockade of CXCR3

serves as a potential therapeutic approach for steatohepatitis through

restoring mitochondria function.
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Serum Golgi protein 73 is not a valuable diagnostic marker
for hepatocellular carcinoma

Mingjie Yao1, Jingmin Zhao2, Fengmin Lu1

1Department of Microbiology & Infectious Disease Center, School of

Basic Medical Science, Peking University Health Science Center, 38

Xueyuan Road, Beijing; 2Beijing 302 Military Hospital, Beijing

Background: Golgi protein 73 (GP73) had been suggested as a

potential serum marker for diagnosing hepatocellular carcinoma

(HCC). However, this has been challenged because the inconsistent

results from different studies. The aim of present study was to eval-

uate the diagnostic value of serum GP73 for HCC.

Methods: The ROCs were assessed in a total of 4016 patients

including 845 pre-cirrhotic chronic liver disease (CLD), 2069 cir-

rhosis and 1102 HCC patients. The in situ expression of GP73 was

measured by immunohistochemistry.

Result: Aberrant expression of GP73 was primarily observed in cir-

rhotic and tumor liver tissues from both cirrhosis and HCC patients,

but rarely in non-cirrhotic liver tissues from HCC patients without

cirrhosis. Concordantly, the serum levels of GP73 in patients with

pre-cirrhotic CLD, compensated cirrhosis and HCC with and without

cirrhosis were 45.86 ± 0.80, 139.25 ± 2.20, 137.40 ± 2.71 and

47.41 ± 1.75 ng/ml, respectively. In addition, serum AFP in HCC

patients with cirrhosis decreased sharply after resection of tumor

tissue (407.57 ± 37.89 vs. 24.46 ± 4.54 ng/ml, P\ 0.001), while

the serum GP73 remained unchanged (111.28 ± 6.46 vs.

106.57 ± 5.75 ng/ml, P = 0.397) (Figure 1).Moreover, in multi-

variate analysis, higher serum levels of GP73 were no correlation

between serum levels of GP73 and biological characteristics of HCC

including the tumor size, degree of tumor differentiation, tumor-node-

metastasis (TNM) stage, AFP and carcino-embryonic antigen (CEA)

(Table 1). As expected, the area under the ROC curve (AUROC) of

GP73 was 0.834 (95% CI 0.816–0.850 P\ 0.001) for differentiating

HCC and non-cirrhotic CLD, but dropped to 0.613 (95% CI

0.595–0.630, P\ 0.001) for differentiating HCC and cirrhosis

(Figure 2).

Conclusion: Serum GP73 is not a suitable serum marker for the

diagnosis of HCC.
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A simple noninvasive index can predict hepatocellular carcinoma
in patients with chronic hepatitis B without cirrhosis

Lihui Zhu1, Tao Li1, Wanhua Ren1, Lihui Han2, Chengyong Qin1

1Provincial Hospital Affiliated To Shandong University, Jinan;
2Department of Immunology, Shandong University School of

Medicine, Jinan

Background: Patients with chronic hepatitis B (CHB) without cir-

rhosis are also at high risk for developing hepatocellular carcinoma

(HCC). Screening for possible development of HCC in these patients

is essential for prognostication and decisions on further examination

and treatment. The study aims to construct a simple and effective

model consisting of routine laboratory tests to predict HCC in patients

with CHB without cirrhosis, especially in those with low even normal

serum alpha-fetoprotein (AFP) level.

Methods: A retrospective study was performed among 463 partici-

pants which were randomly assigned to training (n = 224) or

validation (n = 239) sets. The laboratory variables and clinico-

pathological data were collected from those 463 participants

including HBV-related HCC patients, CHB patients without cirrhosis

and the healthy controls. 12 laboratory variables were analyzed in the

univariate analysis system. Significant variables (P\ 0.05) from the

univariate analysis were further accessed in multivariate analysis by a

forward logistic regression to identify independent risk factors, which

were used to construct logistic regression model. Further analysis

simplified the 5-variable-panel to a 3-variable-panel without losing

accuracy after repeated verification. To amplify the difference while

simplify the equation, we introduced a novel simple index to predict

HCC from non-cancer. Receiver operating characteristic (ROC) curve

was constructed to evaluate the diagnostic efficacy of these selected

variables by assessing the area under the receiver operating curve

(AUC). The optimal cut-off values for diagnosis were selected using

Youden’s index. The best panel for HCC diagnosis constructed from

the training set was applied into the validation set.

Result: AFP, platelet and ALT ratio (APAR: 1000 9 AFP [ng/ml]/

(PLT[9 109/L] 9 ALT[U/L]) was established to be an efficient

simple index for HCC with the AUC of HCC versus CHB or non-

cancer were 0.815 and 0.868 in the training set, 0.831 and 0.861 in the

validation set, respectively. In the whole set of participants of low or

normal AFP (\100 ng/mL), the AUC of APAR was 0.817 and 0.809

for differentiation HCC from CHB or non-cancer, and at a cutoff of

\0.47 the negative predictive value to exclude HCC from CHB was

86% with a sensitivity of 89%, meanwhile C0.47 had a positive

predictive value of 67% with a specificity of 60%. For participants

with normal AFP (\20 ng/mL), the AUC of APAR was 0.839 and

0.746 for differentiation HCC from CHB or non-cancer, and a cutoff

of\0.36 had a negative predictive value of 87% with a sensitivity of

88%, meanwhile C0.36 had a positive predictive value of 71% with a

specificity of 69%.

Conclusion: APAR can become an effective mean to screen the risk

of developing HCC from CHB without cirrhosis, which can signifi-

cantly increase early detection rate of HCC and improve the

prognosis.

OP273

The Study of Serum anti-Ku86 Expression in HBV-related
Hepatocellular Carcinoma

Shupeng Song1, Yinghua Lan1, Yanxin Huang1, Lisheng Jiang1,
Shu Chen1, Mingyan Xu1, Yongguo Li1

1The First Affiliated Hospital of Harbin Medical University, Harbin
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Background: Hepatocellular Carcinoma (HCC) is one of the most

common cancers worldwide and the third most common cause of

cancer-related death. The early diagnosis of HCC may improve sur-

vival. Alpha-fetoprotein (AFP) has been most widely used for this

purpose, but the sensitivity is 60–70%. Therefore, there is a need for

simple and sensitive serum markers for the early detection of HCC.

As reported, the serum anti-Ku86 is a potential biomarker, we aim to

prove its clinical value.

Methods: 57 with HBV-related HCC hospitalized in the first affiliated

hospital of Harbin Medical University were included in the study. For

comparison, 58 with HBV-related liver cirrhosis, 52 with chronic

hepatitis B patients, and 43 healthy subjects were also included. The

diagnosis of HCC was based on typical findings in three-phase

dynamic CT. Serum samples were obtained prior to initial treatment.

Serum levels of AFP, AFU, and anti-ku86 were measured using

commercial enzyme immunoassay kits. The significance of differ-

ences in above analyses was examined using IBM SPSS Statistics

18.0. The overall diagnostic accuracies of each tumor marker were

evaluated by receiver-operating characteristic (ROC) analysis using R

statistical software, P\ 0.05 was considered significant in all

analyses.

Result: (1) Serum anti-Ku86 levels in patient groups Serum anti-

Ku86 levels in HCC group were not higher than other three

groups. Differences were not significant among the four

groups (p = 0.71, [0.05). (2) Relationships between tumor/patient

characteristics and anti-Ku86 expression There were no significant

differences in age, sex, tumor, tumor size, vascular invasion, Child

grade, TNM staging, and family history between the low and high

anti-Ku86 expression levels. (3) Serum AFP levels in patient groups

The expression level of AFP in four groups had significant difference

(p\ 0.001); It was obviously higher in the patients of liver cancer, of

which the median is 248.31 ng/ml, significantly higher than the other

three groups. (4) Comparison with AFP, AFU and anti-ku86 The cut-

off values of the three markers are presented in table 1. ROC curves

for anti-Ku86, AFP and AFU are presented in Fig. 1. The area under

the curve (AUC) for AFP was significantly greater than those for anti-

Ku86 and AFU. The diagnostic accuracy of anti-Ku86 (AUC value

0.52) is poor.

Conclusion: The expression of anti-Ku86 was not higher in HBV-

related HCC. The clinical diagnosis value is poor. Therefore, anti-

Ku86 may not be a potential biomarker; AFP is still a relatively

stable marker, its sensitivity and specificity are better than AFU as

well as anti-Ku86, which can not be replaced for the early detection

of HCC.

OP274

Pre- and post-operative HBsAg levels may predict recurrence
and survival after curative resection in patients with HBV-
associated hepatocellular carcinoma

Jingfeng Qiu1,2, Bangde Xiang1,2

1Tumor Hospital of Guangxi Medical University, Nanning; 2He Di

Rd. 71#, Nanning

Background: To investigate pre- and post-operative levels of HBsAg

influence recurrence and prognosis of patients with hepatitis B virus

(HBV)-related hepatocellular carcinoma (HCC) after curative

resection.

Methods: Medical records were retrospectively analyzed for 881

patients with HBV-related HCC treated by curative resection. Patients

were classified as having high or low serum HBsAg levels (C200 or

\200 ng/mL) pre- or postoperatively.

Result: OS was better for patients with low preoperative serum levels

of HBsAg than for those with high levels. Similar results were

observed for RFS. Similarly, OS was better among patients with low

postoperative serum levels of HBsAg than among those with high

levels. RFS, in contrast, was similar between these two groups of

patients. After generating propensity score-matched pairs of patients,

OS was found to be significantly higher in patients with falling

postoperative HBsAg levels than in those with rising levels. In con-

trast, RFS was similar between these two groups. Antiviral nucleoside

analogue therapy prolonged OS in patients with high preoperative

HBsAg levels, but it did not affect RFS. Antiviral therapy did not

affect OS or RFS in patients with low preoperative HBsAg levels.

Conclusion: Low pre- and postoperative levels of HBsAg may be

associated with better long-term survival in patients with HBV-re-

lated HCC. Preoperative serum levels of HBsAg C200 ng/ml may

identify patients more likely to benefit from antiviral treatment.
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Serum aldo–keto reductase family 1 B10 as a diagnostic marker
in HBV associated Hepatocellular Carcinoma

Han Bai1, Chao Han1, Lianrong Zhao1, Qiuju Sheng1, Chong
Zhang1, Ziying An1, Tingting Xia1, Jingyan Wang1, Xiaoguang Dou1

1Shengjing Hospital of China Medical University, Shenyang

Background: The survival rate of HCC is low due to failure of early

diagnosis. In this study, serum aldo–keto reductase family 1 B10

(AKR1B10) was employed as a biomarker for HCC diagnosis. We

aimed to evaluate the diagnostic performance of AKR1B10 and the

combination of AKR1B10 and AFP in the diagnosis of HCC, espe-

cially at the early stage.

Methods: Eighty-four HCC patients, 74 liver cirrhosis patients, 29

chronic hepatitis patients, and 30 healthy controls were enrolled in

this study. Serum AKR1B10 was quantified by the ELISA method

and AFP by electrochemiluminescence assay. SPSS21.0 and Medcalc

software were used for analysis.

Result: (1)Serum AKR1B10 concentration was significantly higher in

the HCC group (4.02 ± 3.53 ng/ml), than that in the liver cirrhosis

(2.63 ± 2.01 ng/ml), chronic hepatitis B group (1.46 ± 2.41 ng/ml)

and healthy group (0.76 ± 0.74 ng/ml) (P\ 0.05) (Table 1). (2) At a

cutoff value of 1.51 ng/ml, the sensitivity and specificity for HCC

diagnosis with AKR1B10 were respectively 80.7 and 60.9%.

According to the area under the ROC curve (Picture 1; Table 2). (3)

AKR1B10 was markedly higher in the early HCC group than in the

advanced HCC group, and AFP was clearly higher in the advanced

HCC group (P\ 0.05) (Table 3). (4) The combination of AKR1B10

and AFP significantly increased sensitivity and negative predictive

value in HCC diagnosis (Table 4).

Conclusion: AKR1B10 is a prospective serum biomarker for HCC

diagnosis especially for patients in the early stage; the combination of

serum AKR1B10 and AFP increases diagnostic performance in HCC

patients.

OP276

Diagnostic values of AFP, AFP-L3% and PIVKA-II measured
on l-TAS assay in patients with hepatocellular carcinoma

Hong Ma1, Huiguo Ding2, Shenglong Ye3, Jinlin Hou4, Zhiliang
Gao5, Jianqiang Cai6, Jidong Jia1

1Liver Research Center, Beijing Friendship Hospital, Capital Medical

University, Beijing; 2Department of GI & Hepotology, Beijing

You’an Hospital, Capital Medical University, Beijing; 3 Liver Cancer

Institute, Zhongshan Hospital, Fudan University, Shanghai;
4Department of Infectious Diseases, Nanfang Hospital, Southern

Medical University, Guangzhou, Guangdong Province; 5Department

of Infectious Diseases, The Third Affiliated Hospital, Sun Yat-sen

University, Guangzhou, Guangdong Province; 6Department of

Abdominal Surgery, Cancer Hospital, Chinese Academy of Medical

Sciences, Peking Union Medical College, Beijing

Background: Alpha-fetoprotein (AFP) is a significant serum markers

of hepatocelluler carcinoma (HCC), which has been widely used at

present. However, we can’t ignore its low specificity. It’s reported

that the fucosylated fraction of AFP (AFP-L3) and protein induced by

vitamin- K absence or antagonist (PIVKA-II) are useful in the diag-

nosis of HCC. They have not been use for diagnosis of HCC in China

yet. The aim is to evaluate the diagnostic values of AFP, AFP-L3 and

PIVKA-II, alone or combined.

Methods: Multi-center clinical trial was used. The study group con-

sisted of 1163 patients (including 359 HCC, 130 gastrointestinal

cancers, 331 hepatitis, 210 liver cirrhosis and 133 healthy volunteers)

from Beijing Friendship Hospital of Capital Medical University,

Beijing You’an Hospital of Capital Medical University, Zhongshan

Hospital of Fudan University, Nanfang Hospital of Southern Medical

University, The Third Affiliated Hospital of Sun Yat-sen University,

Cancer Hospital Chinese Academy of Medical Sciences. All patients

were examined for serum levels of AFP, AFP-L3 and PIVKA-II by

lTASWako i30 system. The diagnostic values of AFP, AFP-L3 and

PIVKA-II and combination of them in HCC were investigated.

Result: AFP, AFP-L3 and PIVKA-II were significantly elevated in

the HCC group than non-HCC group. When the cutoff values of AFP,

AFP-L3% and PIVKA-II were set at 15.9 ng/mL, 1% and 35 mAU/

mL respectively, the sensitivity of these markers were 68.5, 63.6 and

80.84%; The specificity were 83.9, 85.2 and 91.0%; The accuracy

were 79.4, 78.9, and 88.2%. In the low AFP level group (less than

200 ng/mL) of HCC, the sensitivity, specificity and accuracy of AFP-

L3% were 51.1, 87.2 and 79.9%, respectively, and 71.5, 91.9 and

87.8% for PIVKA-II. The sensitivity of PIVKA-IIwas 59.4% for the

diagnosis of stage I of HCC, 70.3% for the diagnosis of single tumor,

which were both better than AFP and AFP-L3%. The sensitivity of

AFP-L3% was 47.8% for the diagnosis of tumor size B19 mm, which

was better than AFP and PIVKA-II. The sensitivity of combination of

AFP, AFP-L3 and PIVKA-IIwere 75.8, 96.5, 97.1 and 100% for stage

I, stage II, stage III and stage IV, respectively.

Conclusion: AFP, AFP-L3% and PIVKA-IItested on the l-TASWako

i30 system had good diagnostic values for HCC. AFP-L3% and

PIVKA-IIshowed higher positive rate in early stages of HCC than

AFP. And the combination of AFP, AFP-L3% and PIVKA-IIwere

best for the early HCC diagnosis.
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Development of an In Vitro Biobank of Patient-Derived
Xenografts for Hepatocellular Carcinoma

Eliza Fong1, Tan Boon Toh2, The Hung Huynh3, Edward Chow2,
Hanry Yu1

1Yong Loo Lin School of Medicine, National University of

Singapore, Singapore, Singapore; 2Cancer Science Institute, National

University of Singapore, Singapore, Singapore; 3The National Cancer

Center Singapore, Singapore, Singapore

Background: Hepatocellular carcinoma (HCC) is the fifth most

common cancer in men and the seventh among women. HCC

prognosis is dismal with a 5-year survival rate of less than 20%.

Although sorafenib improves overall survival, the benefit is

modest. No other molecular therapies have proven to be effective.

There is an urgent need for better preclinical models for the

development of HCC targeted therapies. Addressing the limitations

of cell line-based models, patient-derived xenograft (PDX) models

have been shown to closely recapitulate human tumor biology and

predict patient drug response. However, PDX models are expen-

sive, time-consuming and low throughput for drug screening. This

work investigates the feasibility of developing an in vitro coun-

terpart to an established HCC PDX biobank to support high

throughput drug screening for HCC. Instead of one drug to one

mouse, each tumor-bearing PDX mouse can potentially be used to

generate hundreds of in vitro samples that can each be tested with

drugs (Fig. 1).

Methods: Following tumor dissociation, HCC PDX cells from 16

different PDX lines (previously established at the National Cancer

Center Singapore) were seeded into engineered macroporous

matrices designed to support 3D spheroid formation. Calcein-AM/

propidium iodide staining was used to assess cell viability over

time and CellTiter-Glo was used to quantify growth. RNA-seq and

whole exome sequencing was performed for genomic and tran-

scriptomic correlative studies between in vitro and in vivo PDX

models.

Result: We have developed a method to culture HCC PDX cells with

the use of 3D macroporous matrices. To our knowledge, we are one of

the first to be successful in culturing HCC PDX cells and maintaining

their viability for at least two weeks in culture. Out of 16 different

HCC PDX lines, we were able to maintain the viability and prolif-

erative capacity (Fig. 2) for at least 12 of them (75% success rate).

Furthermore, immunohistochemical staining for cancer stem cell

markers (CK 19, EpCAM and CD44) suggest that cancer stem-like

cells are retained in culture.

Conclusion: In this study, we demonstrate the development of an

in vitro living biobank of HCC PDX, which to our knowledge, has yet

been established. This technology will allow for rapid, high

throughput drug screening based on PDX cells, enabling the identi-

fication of gene-drug associations and potential new therapeutic

targets for HCC. Furthermore, this in vitro PDX panel may potentially

be useful for the development of therapeutics targeting cancer-initi-

ating cells. Work is ongoing to correlate the in vitro and in vivo

models through genomic and transcriptomic sequencing as well as

validating the drug responses derived from the in vitro panel with

those in vivo.

OP278

Gut microbial profiles in early hepatocellular carcinoma patients
with cirrhosis distinct from healthy controls

Zhigang Ren1,2, Jianwen Jiang1, Haifeng Lu1, Ang Li1, Li Shao1,
Zujiang Yu3, Lanjuan Li1, Shusen Zheng1

1The First Affiliated Hospital, School of Medicine, Zhejiang

University, Zhengzhou; 2The First Affiliated Hospital of Zhengzhou

University, Zhengzhou; 3The First Affiliated Hospital of Zhengzhou

University, Zhengzhou

Background: Hepatocellular carcinoma (HCC) is a common malig-

nancy worldwide with high morbidity and mortality. Gut microbiota

are closely associated with HCC progression by microbiota-liver axis.

This study aims to identify gut microbial characterizations and create

a non-invasive diagnostic approach for early HCC patients.

Methods: We prospectively collected 460 fecal samples from patients

with hepatic tumor and healthy controls. After a strict exclusion

process, finally 105 early HCC patients with cirrhosis and 131 con-

trols were included and randomly divided into discovery phase and

validation phase. Eighty-five patients versus 85 controls were part of a

discovery phase, 20 patients versus 46 controls of an independent

validation phase. Gut microbiota were characterized by MiSeq

sequencing and verified by quantitative PCR in discovery cohort.

Microbial markers were selected, and patient discrimination index

(PDI) was created and validated in the independent cohort.

Result: We find a decreased diversity of fecal microbiota in early

HCC patients with cirrhosis and two important enterotypes among all

samples. The unique microbial community mainly presents decrease

of certain butyrate-producing bacteria, and increase of potential

pathogenic LPS-producing bacteria. Enterobacteriaceae family is

positively correlated with early HCC progression. Most of microbial
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alterations are verified by quantitative PCR. Microbial function pre-

diction indicates that Leucine and LPS biosynthesis are enriched in

patients. Based on the optimal 35 OTU markers, the highly accurate

PDI created in the training cohort (AUC 0.831) is validated in an

independent cohort of 66 individuals (AUC 0.829), overriding serum

AFP for early HCC diagnosis. The PDI model performs very well for

AFP-negative patients, achieving AUC values of 0.859 and 0.915 for

the training and external validation procedures.

Conclusion: Gut microbial profiles in early HCC patients with cir-

rhosis are distinct from healthy controls. Gut microbiota-targeted

biomarkers may be a potential non-invasive tool for early diagnosis of

HCC with cirrhosis.

OP279

Demographic profile and treatment outcome based on barcelona
clinic liver cancer (BCLC) staging of filipino patients
with hepatocellular carcinoma in a liver tumor registry
at University of Santo Tomas Hospital

Gian Carlo a Carpio1, Margarita Noreen R. Valdez1, Stephen N.
Wong1

1University of Santo Tomas Hospital, Manila, Philippines

Background: Hepatocellular Carcinoma (HCC) is a leading solid

organ malignancy, being the world’s fifth most common solid tumor

and third most frequent cause of cancer death. Disease prevalence

varies depending on the presence of established risk factors for HCC.

This study aimed to describe the demographic and clinical profiles of

HCC patients at the University of Santo Tomas Hospital (USTH).

This study also aimed to compare the survival of HCC patients who

received treatment according to BCLC recommendations versus those

who did not receive treatment according to the recommendations.

Methods: This is a retrospective, analytical study of all adult patients

diagnosed with HCC at the UST Hospital from 2000 to 2015.

Demographic data, risk factors, interventions and treatment outcome

were collated. SPSS was used for statistical analyses. A p value of

\0.05 was considered statistically significant.

Result: Among 251 patients included, 198 were males (78.9%) and 53

were females (21.1%) with male to female ratio of 3.7:1. Majority were

[65 years old (50.2%) with a mean age of 60.6 years. The most common

symptom is abdominal pain (35.5%). They were diagnosed either by

characteristic findings on imaging (46.2%) or by biopsy (55.1%).

Hepatitis B virus (HBV) infection (51%) was the most common risk

factor identified. Of all the patients, 13.9% were classified as BCLC A,

55.8% as BCLC B, and 19.9% as BCLC C and 10.4% as BCLC D.

Overall median survival of all patients by BCLC was 8 months from the

date of diagnosis with hepatic failure (45%) as the most common cause of

mortality. Patients classified as BCLC A had the best median survival rate

of 21 months followed by BCLC B (10 months) then BCLC C and D

(4 months).Only 132 patients received therapeutic intervention (52.6%).

Sixty seven (50.8%) patients were treated according to the recommen-

dation for BCLC with an overall median survival of 13 months compared

to those patients who were treated outside the recommendation (49.2%)

with an overall median survival of 12 months (p\ 0.001).

Conclusion: The profile of HCC patients in this study was similar to that

reported in previous studies. There was an expected increase in survival

rate for patients treated according to the BCLC recommendation com-

pared to those treated outside the recommendation. However, still a

larger data on the particular therapeutic intervention done is needed to

more accurately estimate treatment outcomes and survival.
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Tacrolimus is superior to mycophenolate mofetil as second-line
therapy for difficult-to-treat autoimmune hepatitis

Cumali Efe1, Hannes Hagstrom1, Henriette Ytting Lambert 2,
Rahima Bhanji 2, Niklas Mueller2, Qixia Wang2, TUGRUL
PURNAK3, Luigi Muratori2, Mrten Werner2, Hanns-Ulrich
Marschall2, Paolo Muratori2, Fulya Gunar2, Daniel Klintman2,
Albert Pares2, Alexandra HEURGUE BERLOT 2, Schiano
Thomas2, Mustafa Cengiz2, Michele May-Sien Tana2, Ma Xiong2,
Aldo Montano-Loza2, Thomas Berg2, Sumita Verma 2, Fin Stoltze
Larsen2, Ersan Ozaslan2, Michael A. Heneghan2, Eric M.
Yoshida2, Staffan Wahlin2

1md; 2MD; 3Hacettepe University, Ankara, Turkey

Background: Corticosteroids, alone or combination with azathio-

prine, are the current standard treatment for autoimmune hepatitis
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(AIH), but these are not well tolerated or do not control disease

activity in as many as 20% of patients. We assessed the efficacy of

mycophenolate mofetil (MMF) and tacrolimus as a second-line

therapy for patients with AIH.

Methods: We performed a retrospective study of data (from 19

centers in Europe, the United States, Canada, and China) from 207

patients with AIH who received second-line therapy (125 received

MMF and 82 received tacrolimus), for a median 61 months (range

2–190 months). Patients were categorized according to response to

standard therapy. Patients in group 1 had a complete response to

standard therapy, but were switched to second line therapy due to side

effects of steroids or azathioprine, whereas patients in group 2 had not

responded to standard therapy.

Result: Similar proportions of patients had a complete response to

MMF (69.6%) vs tacrolimis (73.2%) (P = .580). In group 1, MMF

and tacrolimus maintained a biochemical remission in 92.2 and 94.4%

of patients, respectively (P = .666). A significantly greater proportion

of difficult-to-treat patients (group 2) given tacrolimus had complete

response (56.5%) than patients given MMF (33.3%; P = .024). There

were similar proportions of liver-related deaths or liver transplanta-

tion among patients given MMF (12.7%) vs tacrolimus (10.1%) (log-

rank, P = .471). Ten patients receiving MMF (8%) and 10 patients

receiving tacrolimus (12.2%) developed side effects that required

therapy withdrawal.

Conclusion: Long-term therapy with MMF or tacrolimus is generally

well tolerated by patients with AIH. The agents are equally effective

in responders to standard therapy, but tacrolimus leads to a complete

response in a greater proportion of patients failed by standard therapy.

OP281

Accuracy of noninvasive markers of hepatic fibrosis
for the diagnosis of bliary atresia

Voranush Chongsrisawat1, Kanittha Hunpoo2

1Department of Pediatrics, Faculty of Medicine, Chulalongkorn

University, Bangkok, Thailand; 2Department of Pediatrics, Faculty of

Medicine, Chulalongkorn University, Bangkok, Thailand

Background: Biliary atresia (BA) is an occlusive panductular

cholangiopathy, which leads to cholestatic jaundice, hepatic fibrosis,

and eventually cirrhosis. Prompt diagnosis and timely portoenteros-

tomy to restore bile flow are crucial for favorable outcomes. This

study aimed to elucidate the accuracy of noninvasive serum markers

of hepatic fibrosis in order to differentiate BA from other causes of

infantile cholestasis.

Methods: The medical records of 143 infants who were diagnosed as

cholestatic jaundice were reviewed. Demographic, clinical features,

laboratory and imaging studies were analyzed. Imaging performed

were ultrasound of the biliary tree and hepatobiliary scintigraphy

(technetium-99m-diisopropyliminodiacetic acid). The diagnostic

investigations were individualized on patients’ clinical basis. Com-

parison of the clinical features, standard liver tests, and serum fibrosis

markers between children with BA and non-BA was performed.

Result: There were 63 BA (F:M = 35:28) and 80 non-BA

(F:M = 36:44) patients. The mean age of infants in BA group was

2.9 ± 1.5 and 3.1 ± 2.6 months in non-BA group. Pale stool at

presentation was significantly more prevalent in BA than in non-BA

patients (86 vs 30%, p\ 0.001). Patients with BA had significantly

greater GGT levels than those in non-BA group (576 [230, 977] vs

154 (75, 373]; p\ 0.001) U/L, respectively. The frequency of tri-

angular cord sign on ultrasound was significantly higher in BA than

that in non-BA patients (22 vs 3%, p = 0.002). The absent radiotracer

excretion into the bowel on scintigraphy was significantly more fre-

quent in patients with BA than in non-BA patients (81 vs 3%,

p\ 0.001). For the diagnosis of BA, GGT to platelet ratio index

(GAPI) [AUC = 0.86, 95% CI (0.76–0.95)], AST to GGT ratio

(AGR) [AUC = 0.84, 95% CI (0.74–0.94)], and GGT [AUC = 0.82,

95% CI (0.72–0.92)] were noninvasive markers with high diagnostic

accuracy. GAPI yielded the greatest accuracy for predicting biliary

atresia as shown in Table.

Conclusion: Our findings suggest that GAPI is a useful biomarker for

the diagnosis of BA.
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Mortality from neonatal intrahepatic cholestasis caused by citrin
deficiency (NICCD): report of 8 cases, and analyses of risk factors

Rui Chen1, Kuerbanjiang Abuduxikuer2, Zhong-lin Wang3, Jian-
she Wang2,4

1Department of Pediatrics, Baotou Fourth Hospital, Baotou;
2Department of Liver Diseases, Children’s Hospital of Fudan

University, Shanghai; 3Department of Infectious Diseases, Children’s

Hospital of Fudan University, Shanghai; 4Department of Pediatrics,

Jinshan Hospital of Fudan University, Shanghai

Background: Characteristics of previously reported lethal or liver

transplanted patients with neonatal intrahepatic cholestasis caused by

citrin deficiency (NICCD) were poorly outlined, and risk factors

associated with poor outcome were unknown.

Methods: Between June 2003 and January 2012, SLC25A13 gene

mutations were screened in patients who were referred to the Chil-

dren’s Hospital of Fudan University for investigation of conjugated

hyperbilirubinemia with an age of onset before six months. Gender,

birth-weight, SLC25A13 gene mutation, referral age, blood test

results at presentation, mass spectrometry data, genetic tests results,

and clinical management were compared between deceased cases and

survivors without liver transplant. STATA software was used for

statistical analysis.

Result: 55 confirmed NICCD cases, including 47 cases with available

data in the survival group, and 8 cases in the mortality group, were

included in the final analysis. Mean age at referral in the mortality

group was 6.52 ± 2.60 months, and significantly higher when com-

pared to the survival group (4.27 ± 3.24 months, p = 0.006). Six out

of eight children in the mortality group had infection, and the pro-

portion with infection was significantly higher when compared to the

survival group (p = 0.021). 50.0% (4 out of 8) of patients in the

mortality group did not receive lactose-free and/or MCT-enriched

formula due to retrospective diagnosis, or failed to comply with the

diet change, and this percentage was significantly higher than the

survival group (12.8%, p = 0.029). Mean platelet (PLT) count in the

mortality group (100.33 ± 17.90 9 109/L) was significantly lower

than the survival group (407.93 ± 169.74 9 109/L, p = 0.003).

Serum biochemistry parameters such as mean gamma-glutamyl

transpeptidase (GGT), and total chelestrol (TCH) levels were

87.43 ± 71.78, and 2.12 ± 1.19 mmol/L, respectively. Mean GGT

and TCH levels were significantly lower in the mortality group when

compared to the survival group (223.37 ± 125.91 IU/L, and

3.47 ± 0.97 mmol/L) with p values of 0.008, and 0.012, respectively.

Significantly more patients in the morality group had TB levels

greater than 273.6 lmol/L (2 out of 7) when compared to the survival

group (0 out of 47, p = 0.015). Significantly higher proportion (57%)

of children in the mortality group had DB levels greater than

144.1 lmol/L when compared to the survival group (11%,

p = 0.011). Mean level of citrulline (53.59 ± 18.11) was signifi-

cantly lower in the mortality group compared to the survival group

(139.32 ± 80.84, p = 0.009). On the other hand, mean level of tyr-

osine was significantly higher in the mortality group

(195.58 ± 81.28) than that of the survival group (107.81 ± 44.37,

p = 0.010).

Conclusion: Late referral, delayed treatment, low platelet count, low

levels of GGT, total cholesterol, blood citrulline, and high level of

blood ammonia and tyrosine, were all associated with poor prognosis

with NICCD.

OP283

Emergence of new dimensions for targeted management of portal
cavernoma cholangiopathy in children

Moinak Sen Sarma1, Surender kumar Yachha1, Praveer Rai1,
Zafar Neyaz1, Anshu Srivastava1, Ujjal Poddar1

1Sanjay Gandhi Postgraduate Institute of Medical Sciences, Lucknow,

226014, India

Background: Portal cavernoma cholangiopathy (PCC), a common

complication of extrahepatic portal venous obstruction (EHPVO) has

not been studied comprehensively, more so in children. Therefore

there are no clear-cut conclusions on the application of medical and

surgical intervention. Our study aimed to holistically evaluate PCC in

children by a combination of magnetic resonance cholangiography

and portovenography (MRC-MRPV) and pediatric endoscopic ultra-

sonography (EUS).

Methods: In this single center prospective study (April 2013–October

2015), consecutive recruited 72 EHPVO children underwent both

MRC-MRPV (by a blinded single radiologist) and radial array EUS

(by a single endosonologist). Concomitant ultrasonography of 55

normal healthy children (age-sex matched) was performed to derive

cut-off levels for interpreting dilated biliary system.PCC was cate-

gorized as asymptomatic PCC (A-PCC), symptomatic (S-PCC) and
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no PCC (N-PCC). A new pediatric grading system (0-V) was devised

based on anatomy, severity and stasis on MRC (Table 1).

Result: 66/72(92%) children had PCC (85% A-PCC; 7% S-PCC) on

MRC (Table 1). Age of presentation (y) and duration of disease (y) of

S-PCC (16.1 ± 0.9; 11.0 ± 1.4) A-PCC (13.9 ± 2.3; 6.9 ± 4.0) and

N-PCC (11.1 ± 1.6; 2.8 ± 0.9) had significant correlation

(r = 0.588, p\ 0.0001). N-PCC, A-PCC and S-PCC corresponded to

our grading systems 0, I-IV and V respectively (Table 1). 87%

A-PCC had higher grades (III-V) of involvement. In EUS, intra-

choldechal varices (ICV) and choledochal perforators (CPF) were

exclusively seen in advanced severity (III-V) when compared in the

three PCC groups (p = 0.002; p = 0.004 respectively). Intrapancre-

atic collaterals (n = 30) were statistically significant (p = 0.0001)

with pancreatic parenchyma changes (n = 33) mimicking chronic

pancreatitis but without clinical and biochemical changes, hence

attributable to hypervascularity. SMV non-patency [n = 46 (64%);

28 partial block; 18 long length block)] was statistically significant

with development of EUS-ICV (p = 0.03), CPF (p = 0.03), intrac-

holecystic collaterals (p = 0.0001), biliary calculi(p = 0.0001),

intrapancreatic collaterals(p = 0.04), pancreatic parenchymal chan-

ges(p = 0.01) but not with para-pericholedochal varices (p = 0.24).

SMV non-patency was the only determinant for advanced cholan-

giopathy (III–V) (p = 0.001, OR 97.2, 95% CI 2.91–3247.6) on

logistic regression analysis.

Conclusion: EHPVO children should be routinely evaluated for PCC

by MRC-MRPV and managed by a new algorithm defined (Figure 1).

Majority are asymptomatic with advanced cholangiopathy. Those

with SMV block should urgently undergo early non meso-Rex por-

tosystemic shunt surgery irrespective of the grade of cholangiopathy

to arrest further progression of the disease. A new grading system

exclusive for pediatric PCC based on anatomy, severity and stasis has

been proposed. ‘‘Portal cavernoma pancreatic vasculopathy’’ on EUS

is a unique feature described.

OP284

ATP8B1 and ABCB11 mutations in Chinese patients with normal
gamma-glutamyl transferase cholestasis: phenotypic differences
between progressive familial intrahepatic cholestasis type 1 and 2

Liting Li1, Yi Lu1, Jingyu Gong2, Jing Zhao1, Yiling Qiu1,
Kuerbanjiang Abuduxikuer1, Nengli Wang2, Jianshe Wang1,2

1Center for Pediatric Liver Diseases, Children’s Hospital of Fudan

University, Shanghai; 2Department of Pediatrics, Jinshan Hospital of

Fudan University, Shanghai

Background: Mutations in ATP8B1 and ABCB11 can cause pro-

gressive familial intrahepatic cholestasis (PFIC) type 1 and 2 or

benign recurrent intrahepatic cholestasis (BRIC) type 1 and 2

respectively, which are both characterized by normal serum gamma-

glutamyl transferase (GGT) activity. We previously reported a case

series of ATP8B1 and ABCB11 deficiency. To establish a compre-

hensive comparison between these two diseases, we respectively

evaluate the clinical and biochemical data to distinguish PFIC1 and

PFIC2 and analyze the mutation spectrum of ATP8B1 and ABCB11 in

Chinese patients, thus facilitating diagnosis and treatment.

Methods: This study included 57 children with normal-GGT

cholestasis, including 27 patients with ATP8B1 mutation(s) were

detected and 30 with ABCB11 mutation(s) between January 2004 and

December 2014 in Children’s Hospital of Fudan University and Jin-

shan Hospital of Fudan University. Clinical information, liver and

thyroid function test results were retrospectively retrieved from

clinical records and compared.

Result: 28 mutations of ATP8B1 were identified and 13 of them were

novel. With the exception of c.2081T[A, c.625A[C/c.627 + 5G[T,

c.886C[T and c.1587_1589delCTT, which were detected in 2 cases

at least, all other mutations were unique among the cohort of patients

with ATP8B1 deficiency. 41 mutations of ABCB11 were identified,

including 16 novel mutations and all mutations were unique except

c.145C[T and c.1493T[C. At extrahepatic features, one case of

PFIC1 suffered from recurrent pneumonia and 5 cases had hypothy-

roidism. Three PFIC2 patients developed gallstones. Median age at

onset of PFIC1 and PFIC2 was 2 months and 0.5 month respectively.

Age at onset was similar between PFIC1 and PFIC2 patients. At

presentation of onset, serum aminotransferase PFIC2 patients were

higher than that in PFIC1 (ALT: PFIC1M = 61.5 U/L, Q3–

Q1 = 47.0 U/L, PFIC2M = 242.0 U/L, Q3–Q1 = 229.0 U/L,

P = 0.0002; AST:PFIC1M = 79.5 U/L, Q3–Q1 = 53.0 U/L,

PFIC2M = 284.8 U/L, Q3–Q1 = 341.9 U/L, Z = -3.934,

P = 0.0001), but total bilirubin, direct bilirubin and total bile acid

were similar in these patients. The median survival of PFIC and

PFIC2 was 52 months and 61 months (X2 = 0.01, P = 0.9253),

respectively.

Conclusion: The mutation spectrum of ATP8B1 and ABCB11 in

Chinese patients was different from other populations. Hypothy-

roidism might be another extrahepatic feature of ATP8B1 deficiency.

PFIC2 patients manifested higher serum aminotransferase level than

PFIC1 patients at the early stage of onset, but serum bilirubin and

total bile acid showed no difference. Age at onset and transplant-free

survival were similar between our PFIC1 and PFIC2 patients.
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Portosystemic shunt surgery for extrahepatic portal vein
obstruction in children: Shifting indications beyond endoscopic
variceal eradication

Moinak Sen Sarma1, Richa Lal1, Surender Kumar Yachha1, Anu
Behari1, Anshu Srivastava1

1Sanjay Gandhi Postgraduate Institute of Medical Sciences, Lucknow,

India

Background: With the advent of endoscopic therapy as the primary

modality of treatment for gastro-esophageal variceal bleed in

EHPVO, PSS is rarely indicated for acute variceal bleed. However,

there is paucity of literature and lack of emphasis on delayed sequelae

of EHPVO detected on long term follow-up after endoscopic eradi-

cation of esophageal varices (EEEV). This study addresses the

adverse delayed sequelae of EHPVO warranting PSS beyond EEEV

and the impact of surgical outcome.

Methods: We studied all EHPVO children who were referred for

surgery (March 2000–April 2015). Baseline laboratory and last var-

iceal status, indications of surgery, surgical details and its post-

operative outcome were analysed. Post PSS, shunt patency was

recorded at regular intervals by doppler-ultrasound. Patients with

follow-up [12 months post PSS were analysed for long term

outcome.

Result: Seven hundred and thirty five (735) EHPVO children were

under endoscopic therapy and surveillance during the study period.

After EEEV, 110 were referred for surgery for delayed sequelae.

Surgical indications (Table 1) were: (1) issues related to large spleen,

(2) problems of non-esophageal varices, (3) growth retardation, (4)

portal cavernoma cholangiopathy (PCC), (5) symptomatic portal

colopathy and (6) rare indications. PSS was performed in 91 (83%).

Splenectomy with esophageal esophagogastric devascularisation was

performed in the rest 19 (17%) with non-shuntable venous anatomy.

Age at surgery was 13 (3.2–21) years. Duration between first symp-

tom (variceal bleed or incidentally detected splenomegaly) to surgery

was 7 (0.1–18) years. Types of PSS and their post-operative outcome

is shown in Figure 1. Post-PSS portal pressures significantly dropped

from the baseline pre-PSS pressures [22 (13–34) and 34 (17–50),

p\ 0.001].In 89 follow-up PSS patients, 91% had shunt patency over

28 (2–121) months. The rest seven with shunt block required repeat

EEEV. 79 patients with follow-up [12 months were analysed for

outcome. Among those with PCC (n = 10), symptomatic resolution

and biochemical normalisation was seen in 70% post PSS. Symptoms

of portal colopathy and issues related to large spleen resolved in all.

Growth parameters improved [Pre and post PSS height z scores: -2.3

(-4.9 to +1.3) and -1.01 (-3.2 to +2.3); p\ 0.001; pre and post PSS

weight z scores: -2.5 (-4.8 to +3.6) and -1.2 (-3.1 to +2.8),

p\ 0.001].

Conclusion: Beyond EEEV and elimination of acute variceal bleed

related mortality in EHPVO, there are numerous delayed sequelae

which affect the quality of life adversely. Primary endoscopic therapy

has resulted in a shift in indications of PSS. There is a resurgence of

PSS for alleviation of post EEEV delayed sequelae of EHPVO.Non-

selective PSS has an overall favourable outcome in children with

EHPVO.
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Pre-transplant malnutrition predicts post transplant respiratory
complication in living donor liver transplantation for biliary
atresia- single center retrospective analysis of 110 children

Bhavin Vasavada1, Cl Chen2

1Shalby Hospitals, Ahmedabad, India; 2Professor and Head Liver

Surgery and Liver Transplantation

Background: Biliary atresia is commonly associated with malnutri-

tion and failure to thrive. Very few studies have been published on

impact of preoperative malnutrition of post transplant outcome in

these children.

Methods: 110 children underwent living donor liver transplantation

between January 2003 to march 2013. Pre transplant malnutrition was

defined according to z scores for weight for age and height for age as

per who definition. Patients having both Z score of\-2 (moderate or

sever malnutrition as per who definition) were compared with control

group. Post operative complications, mortality and 1, 3, 5, 10 year

survival rates were compared between two groups. Statistical analysis

was done using Chi square tests for categorical variables and Mann–

Whitney U test for continuous variables. Statistical analysis were

done using SPSS version 21 (IBM).

Result: 39 children out of 110 were having z score for weight for age

\-2.There was no statistical difference between peld score, graft

weight, grwr, intraoperative blood loss between to groups. 22 out of

39 patients in malnourished group developed clavein grade 3, grade 4

complications and 32 patients out of 71 in control group developed

clavien grade 3 grade 4 complications. Which was not significant

statistically. (p = 0.318). 3 patient in study group and 2 in control

group died in follow up giving over all mortality rate of 4.5% and

group specific mortality rates 7.69 and 2.81% respectively.

(p = 0.278).Total 14 patient developed post operative pulmonary

complications which included ARDS, post operative pneumonia, post

operative atelectasis. Out of 14 patients 10 were having preoperative

malnutrition and growth retardation and 4 were having normal pre-

operative z score. Which was highly statistically significant with

p = 0.003 (odds ratio 5.603 and 95% confidence interval

1.623–19.351). Roc curve showed AUROC of 0.703.

Conclusion: Pre transplant malnutrition and growth failure is asso-

ciated with the worsened outcome in biliary atresia patients

undergoing living donor liver transplantation. Pre transplant malnu-

trition independently predicts post transplant pulmonary

complications. Pre operative optimization of nutrition status might

improve outcomes in biliary atresia patients undergoing living donor

liver transplantation.

OP287

Nutritional assessment in pediatric chronic liver diseases:
subjective global nutritional assessment versus conventional
anthropometry

Arti Pawaria1, Seema Alam2, Rajeev Khanna1, Jaya Benjamin1,
Dinesh Rawat1

1Institute of Liver and Biliary Sciences, New Delhi, India; 2Professor

Pediatric Hepatology, Institute of Liver and Biliary Sciences, New

Delhi, India

Background: Malnutrition is common in children with chronic liver

diseases (CLD). Evaluation of nutrition status is crucial because

malnutrition affects growth, development, clinical outcomes as well

as pre and post liver transplant morbidity and mortality. Assessing

nutrition status is challenging as current methods rely on a combi-

nation of objective anthropometric, dietary, biochemical measures.

Subjective global nutritional assessment (SGNA) is a simple bedside

screening tool to detect patients at risk of developing undernutrition.

Till now SGNA has not been used to assess nutritional status in

children with CLD. We planned this study with an aim to compare
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SGNA with conventional anthropometric methods for nutritional

assessment in children with CLD.

Methods: All consecutive children aged 3 months to 18 years with

CLD enrolled between between January to July 2016 were studied.

Nutritional status was assessed by weight, height, body mass

index(BMI), mid upper arm circumference (MUAC), mid arm muscle

circumference(MAMC), triceps and subscapular skin fold thick-

nesses(TSF and SSF), mid arm muscle area and mid arm fat

area(MAMA and MAFA) using WHO 2006 growth charts. SGNA

was performed as per the validated proforma for children and were

classified into 3 groups: normal (group A), moderate malnutrition

(group B) and severe malnutrition (group C). TSF, SSF, MUAC and

MAFA were used as surrogate markers for acute whereas height

z-scores and MAMA for chronic malnutrition. Correlations between

SGNA and anthropometric parameters were assessed by Kendall’s

tau correlation coefficient (ordinal data) and Spearman’s coefficient

(continuous data). Agreement between SGNA and anthropometric

measurements was assessed by Kappa coefficient.

Result: Ninety two children with CLD were included, 71 boys

(77.2%). Mean age was 61.5 months (range 3–216 months). Nutri-

tional status assessment by SGNA showed 54 (59%), 27 (29%) and 11

children (12%) with normal (group A), moderate (group B) and

severe malnutrition (group C) respectively. This classification as per

SGNA was found to be significantly correlated with that done by

weight (r = 0.383, p\ 0.001), height (r = 0.381, p\ 0.001) and

BMI (r = 0.167, p = 0.032) z-scores. Agreement of SGNA with

chronic malnutrition (height z score) was good (kappa 0.315,

p\ 0.001, Figure 1) whereas for acute malnutrition (TSF) was fair

(kappa 0.173, p = 0.015). Correlation of individual anthropometric

parameters with SGNA (Figure 2).

Conclusion: SGNA correlates well with conventional anthropometric

parameters of both acute and chronic malnutrition. SGNA identified

higher proportion of children at risk of malnutrition than anthropo-

metric parameters, which would be helpful in initiating early

aggressive nutritional rehabilitation. SGNA is very helpful as a simple

tool for nutritional screening in children with CLD when parameters

like weight are not reliable in the presence of ascites and/or pedal

edema.

OP288

Novel biallelic mutations of methionyl-tRNA synthetase
in a Chinese infant with interstitial lung and liver disease

Kuerbanjiang Abuduxikuer1, Yi Lu1, Xin-bao Xie1, Jian-she
Wang1,2

1Department of Liver Diseases, Children’s Hospital of Fudan

University, Shanghai; 2Department of Pediatrics, Jinshan Hospital of

Fudan University, Shanghai

Background: Methionyl-tRNA synthetase (MARS) catalyzes the

ligation of methionine to tRNA and is critical for protein biosynthesis.

Interstitial lung and liver disease (ILLD) (OMIM#615486) is caused

by homozygous or compound heterozygous mutation in the MARS

gene (156560) on chromosome 12q13. ILLD cases caused by MARS

gene mutation were previously reported from Africa (Reunion Island,

Comoros, Madagascar, and Tunisia), France, and United States. Not a

single case was reported from Asia.

Methods: We used whole exome sequencing to screen for potential

mutated genes to explain the phenotype of this infant. Liver biopsy,

imaging studies, bronchoscopy with whole-lung lavage, metabolic

screening, serial blood test results were analyzed.

Result: A 5-month-old child was presented with not gaining weight

for 2 months and jaundice dark urine for 20 days. After admission,

this patient was treated with ursodeoxycholic acid and fat soluble

vitamins. Multiple regiments of antibiotics and anti-fungal regiments

were used due to pulmonary effusion, diffuse interstitial lung disease,

high white blood cell count, high PCT/CRP levels, and recurrent

fever. On whole exome sequencing, novel compound heterozygous

MARS gene mutations, including c.2158C[T(p.Q720X) and

c.893_894insTCG, were detected. Presence of these mutations was

confirmed with Sanger sequencing, and parental origins were deter-

mined by using the same method. The c.2158C[T mutation, which

was inherited from mother, caused the glutamine amino acid change

in the position of 720 leading to stop codon, and predicted to be

disease causing by mutation taster. The tri-nucleotide insertion

(c.893_894insTCG) from paternal origin caused the insertion of a

single amino acid (arginine) on the position of 299, and predicted to

be disease causing by MutationTaster. Liver biopsy results showed

severe steatosis of hepatic cells with ballooning, lobular disarray,

mild cholestasis within liver cells. Mild changes, such as fibrosis,

lymphocyte infiltration, and bile duct proliferation, were seen within

the portal region. Mild hepatic Iron deposition was seen after iron
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staining, but copper staining was negative. This infant had After

multiple fevers, and required nasal oxygen therapy, serial chest

X-rays showed improvement of lung effusion, but no improvement of

interstitial lung involvement. Eventually, this body temperature was

able to be normalized, and oxygen therapy was no longer needed, but

interstitial lung disease stayed the same.

Conclusion: This is the first case of ILLD related to MARS gene

mutation reported among East Asians. When Asian infants present

with failure to thrive, interstitial lung disease, and liver diseases,

ILLD should be considered and MARS gene should be sequenced to

confirm the diagnosis.
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Hepatitis B virologic response and resistance to two antiviral
therapy regimens among HIV and HBV co-infected pregnant
women: data from a phase II randomized controlled Trial
in Guangxi

Liming Wang1,2,3, Jeffrey Wiener4, Marc Bulterys3, Xiaoyu Wei3,
Lili Chen5, Wei Liu6, Shujia Liang6, Colin Shepard3, Linhong
Wang7, Ailing Wang7, Fujie Zhang1,2, Athena P. Kourtis4

1Beijing Ditan Hospital, Capital Medical University, Beijing;
2Clinical Center for HIV/AIDS, Capital Medical University, Beijing;
3Global AIDS Program China Office, Division of HIV and

Tuberculosis, Center for Global Health, US Centers for Disease

Control and Prevention (CDC), Beijing; 4Division of Reproductive

Health, National Center for Chronic Disease Prevention and Health

Promotion, Centers for Disease Control and Prevention, Atlanta,

USA; 5Guangxi Zhuang Autonomous Region Health and Family

Planning Commission, Nanning, Guangxi; 6Guangxi Provincial

Center for Disease Control and Prevention, Nanning, Guangxi;
7National Center for Women and Children’s Health, Chinese Center

for Disease Control and Prevention, Beijing

Background: Limited information is available on hepatitis B virus

(HBV) profile and virologic response among pregnant women co-

infected with human immunodeficiency virus (HIV) and HBV who

received combined antiretroviral therapy (cART) during pregnancy.

Methods: A phase II randomized controlled trial was conducted

among HIV/HBV co-infected pregnant women who presented for

antenatal services at two Maternal and Child Health (MCH) hospitals

in Guangxi, China. The women were randomly assigned to two cART

regimens of Tenofovir (TDF)/lamivudine (3TC)/Lopinavir-ritonavir

(LPV-RTV) or Zidovudine (ZDV)/3TC/LPV-RTV starting at

14–28 weeks of gestation. Hepatitis B virologic profile and treatment

responses were compared between the treatment groups (Clinical

Trials registration: #NCT01125696).

Result: Thirty-five HIV/HBV co-infected pregnant women enrolled,

and 38 infants were born from August 2012 to January 2016. All

infants received hepatitis B immunoglobulin and the first dose of

hepatitis B vaccine within 24 h after delivery. No HIV or HBV

transmission to the infant occurred. The median HBV DNA at

baseline was 4.0 vs 3.6 log10 copies/ml for mothers in the TDF/3TC

arm and the ZDV/3TC arm, respectively. All women achieved

delivery HBV DNA levels \6 log10 copies/ml and 61% of women

reached undetectable viral load by delivery. HBV subtype informa-

tion was available for 69% (24/35) of women: 50% (12/24) had

subtype B, 12.5% (3/24) had subtype B/C, 16.7% (4/24) had subtype

C, one case (4.2%) had subtype G, and one case (4.2%) had subtype

B/C/G. No women developed resistance to these drugs during the

time they were on therapy (the median duration of maternal treatment

was 20 vs 19 weeks for the TDF/3TC arm and the ZDV/3TC arm,

respectively). One woman had resistance mutations to 3TC

(6SCGA184 and 8ILFM184) at baseline but her hepatitis B viral load

decreased with therapy.

Conclusion: Resistance to neither TDF nor 3TC was common in our

ARV-naı̈ve study population either at baseline or during therapy.

Initiation of either treatment regimen led to good hepatitis B virologic

response by delivery.
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Tenofovir mono rescue therapy is effective for chronic hepatitis B
patients with multiple nucleos(t)ides treatment failure

Jinlin Hou1, Qing Xie2, Jia Shang3, Hong Tang4, Min Xu5,
Qinghua Meng6, Jiming Zhang7, Pujun Gao8, Jifang Sheng9, Hao
Wang10, Jidong Jia11, Guiqiang Wang12, Lian Liu13, Pei Hu14

1Nanfang Hospital, Southern Medical University,Guangzhou; 2Ruijin

Hospital Affiliated to Jiaotong University, Shanghai; 3Henan

Provincial People’s Hospital, Zhengzhou; 4West China Hospital,

Sichuan University, Chengdu; 5Guangzhou Eighth Municipal

People’s Hospital, Guangzhou; 6Beijing YouAn Hospital Affiliated to

Capital University, Beijing; 7Huashan Hospital Affiliated to Fudan
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Hangzhou; 10Peking University People’s Hospital, Beijing; 11Beijing

Friendship Hospital Affiliated to Capital University, Beijing; 12Peking
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UK; 14GlaxoSmithKline

Background: The large number of chronic hepatitis B (CHB) patients

who fail multiple antiviral treatment with nucleos(t)ide analogs

(NUCs) poses a growing problem in real clinical practice in China.

For these patients, tenofovir disoproxil fumarate (TDF) may be an

effective regimen. This study evaluates the efficacy and safety of TDF

monotherapy in these patients.

Methods: In this multi-center, single-arm, open-label study

(NCT02195518), 213 CHB patients with multiple NUCs treatment

failure were switched to TDF (300 mg) and treated for 144 weeks.

Multiple NUCs treatment failure is defined as HBV DNA level higher

than 200 IU/mL after C2NUCs treatments of at least 6 months each

and no less than 12 months in total, adherence confirmed. Patients

with evidence of hepatocellular carcinoma before or at screening,

prior exposure to TDF within 6 months, evidence of decompensated

liver disease, or coinfection with HAV, HCV, HDV, HEV or HIV

were excluded. 48-week data are presented.

Result: At baseline, 89.2% (190/213) of patients were HBeAg(+) and

mean HBV DNA was 4.4 log10 IU/mL. Patients had receivedC2 different

NUCs treatments, either entecavir (ETV 55.9%), lamivudine (LAM

62.4%), adefovir (ADV 89.7%), or telbivudine (LdT 24.4%) sequentially

or in combination with a total duration over12 months. A large proportion

(71.8%) had evidence of single- or multidrug resistance (MDR) mutations

(LAM-R 71.8%, ETV-R 15.0%, ADV-R 17.8%, MDR 17.8%).

Virological response rates (HBV DNA\ 69 IU/mL) were 41.1% (86/

213), 58.2% (121/213), 70.8% (148/213), and 78.4% (163/213) at

Weeks 12, 24, 36 and 48, respectively. HBV DNA kinetics by dif-

ferent mutation at baseline shows similar decline pattern (Figure 2)

regardless of prior mutation type. ALT levels normalized in 33 of 62

patients (53.2%) who had elevated ALT levels at baseline. At the end

of week 48 ALT levels were within normal ranges in 76.9% of all

patients. 2.6% (5/190) patients achieved HBeAg seroconversion at

week 48. None achieved HBsAg seroconversion.

Virological breakthrough occurred in three patients and was

considered related to poor drug adherence. No treatment-emergent

resistance to TDF was observed.

The overall frequency of adverse events (AEs) was 39.0% (83/

213), and the incidence of AEs related to the study drug was 1.9% (4/

213). Overall, 4.7%(10/213) of the patients experienced a serious AE,

including 1 sudden cardiac death. No serious AEs were judged to be

related to TDF. No patient experienced increases in serum creatinine

levels of C0.5 mg/dL above baseline.

Conclusion: In NUC-experienced patients who have failed prior

NUC therapy, TDF was well tolerated and effective, achieving

virologic suppression through 48 weeks in the majority (78.4%),

regardless of mutation pattern, and without occurrence of treatment-

emergent resistance to TDF.

Study funded by GlaxoSmithKline.
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Dual mechanism of actions of novel HBV core protein allosteric
modifiers (CpAMs): inhibiting viral replication and blocking
cccDNA formation
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Background: HBV core protein (Cp) is involved in multiple steps of

the HBV life cycle, including the formation, amplification and

maintenance of cccDNA. A novel class of direct acting HBV

antivirals, Core Protein Allosteric Modifiers (CpAMs), have been

discovered to target HBV core protein and reduce HBV replication

and cccDNA levels. Here we report on the mechanism of actions of

two prototype CpAMs (GLS4 and AT-130) and Assembly Bio-

sciences proprietary CpAMs using a variety of biochemical and

cellular assays.

Methods: In vitro capsid assembly assay: BOPIPY-FL-labeled Cp150

were used in the fluorescence quenching Cpasid assembly assay to

test potential CpAMs. Molecular profiling of CpAMs: HepAD38 cells

were treated with inhibitors and induced simultaneously. HBV total

RNA/encapsidated pgRNA, Cp, capsid, and capsid associated core

DNA were detected by Northern Blot, Western Blot, Enzyme

Immunoassay (EIA), and Southern Blot, respectively. HBV DNA/

pgRNA were quantified using bDNA probes (Affimetrix). HBe and

HBs antigens were quantified using ELISA assays. HBc were visu-

alized using Standard Immunostaining method. cccDNA Southern

Blots: cells were harvested and extrachromosomal DNA extracted by

a Hirt-modified method.

Result: In contrast to earlier published data suggesting different class

of CpAMs function differently, either inhibits capsid assembly (HAP)

or leads to mis-assembly (AT-130), our data demonstrated that all

CpAMs induced empty capsids, either as normal or aberrant size

in vitro (assembly assay and EM) and in vivo (EIA assays in

HepAD38). Treatment of CpAMs in HepAD38 cells also re-dis-

tribute of Core Protein, shown as punctate or large aggregates by Cp

immunostaining. Western blot analysis indicated that CpAMs may

alter the phosphorylation of Cp and cause accumulation of insoluble

Cp in cells. HAPs also induce accelerated Cp degradation. While all

CpAMs effectively block pgRNA encapsidation and HBV DNA

replication, only certain classes of CpAM prevent HBV infection and

cccDNA formation during de novo infection. The effect of cccDNA

formation is time-dependent but sustainable, resulting in dose-de-

pendent reduction of intracellular HBV RNA transcription and

secretion of HBsAg and HBeAg.

Conclusion: CpAMs represent novel HBV DAAs that induce inap-

propriate oligomerization of HBV core protein, resulting in empty

capsid formation. Some CpAMs also prevent delivery of rcDNA to

the nucleus and establishment of cccDNA during HBV de novo

infection, based on surrogate markers HBeAg, HBsAg and pgRNA

levels, and direct cccDNA detection. In conclusion, we demonstrate

that certain class of CpAMs can interfere with multiple steps in viral

life cycle, perturb the normal maintenance of cccDNA longevity (key

deficiency of current nucleos(t)ide therapy). Therefore, CpAMs have

the potential to significantly increase cure rates in HBV patients when

used in combination with current therapies.
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Correlation between serum HBV RNA, HBV DNA, HBsAg,
HBeAg and intrahepatic cccDNA at baseline and 96 weeks
after nucleos(t)ide analogues treatment in HBeAg-positive
patients with chronic HBV infection
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Background: Previous studies identified that HBV RNA is present in

serum and may be associated with a response to Pegylated interferon

alfa-2a and nucleos(t)ide analogues (NUCs) therapy in patients with

chronic hepatitis B (CHB). In this study, we investigate whether

serum HBV RNA is a strong surrogate marker for intrahepatic HBV

covalently closed circular DNA (cccDNA) when compared with

serum HBV DNA, hepatitis B surface antigen (HBsAg) and hepatitis

B e antigen (HBeAg) based on a cohort of NUCs (lamivudine and

adefovir) treated HBeAg-positive CHB patients.

Methods: Serum HBV RNA, HBV DNA, HBsAg, HBeAg and

intrahepatic cccDNA were quantified at baseline and 96 weeks after

NUCs treatment. Correlation between serum HBV RNA, HBV DNA,

HBsAg, HBeAg and intrahepatic cccDNA were statistically analyzed.

Result: At baseline, a total of 82 patients (mean age 32.96 years and

61 patients were male) had the full data of serum HBV RNA, HBV

DNA, HBsAg, HBeAg and intrahepatic cccDNA. Serum HBV RNA

was negative (below the lower limit of detection) in seven patients at

baseline and the mean level of serum HBV RNA, HBV DNA,

HBsAg, HBeAg and intrahepatic cccDNA was 5.32 ± 1.38 log10 IU/

ml, 7.48 ± 1.22 log10 IU/ml, 4.05 ± 0.64 log10 IU/ml, 2.32 ± 1.26

log10 PEIU/ml and 0.67 ± 0.74 log10 copies/cell, respectively. The

intrahepatic cccDNA correlated better with serum HBV DNA

(Pearson r = 0.355, P = 0.001) than with serum HBV RNA (Pearson

r = 0.250, P = 0.023), whereas no correlations were found between

intrahepatic cccDNA and HBsAg, HBeAg (Pearson r = 0.152,

P = 0.172, for HBsAg; Pearson r = 0.065, P = 0.562, for HBeAg).

After 96-week NUCs treatment, 62 patients were performed liver

biopsy and 37 (59.68%) of them were serum HBV RNA negative,

while the intrahepatic cccDNA were detectable in all patients. The

intrahepatic cccDNA was correlated with HBsAg (Pearson r = 0.390,

P = 0.002) but not with serum HBV RNA, HBV DNA and HBeAg at

week 96. In addition, 52 patients had underwent liver biopsies both

pre- and after treatment and had paired (baseline and week 96)

intrahepatic cccDNA data. The dynamic changes of the HBV markers

from baseline to 96-week were observed in the 52 patients. Serum

HBV RNA, HBV DNA, HBsAg, HBeAg and intrahepatic cccDNA

decreased by 2.82 log10 IU/ml, 5.45 log10 IU/ml, 0.74 log10 IU/ml,

2.29 log10 PEIU/ml and 1.60 log10 copies/cell, respectively. The

declined value in intrahepatic cccDNA showed the best correlation

with HBsAg decline (Pearson r = 0.379, P = 0.006, for HBsAg

decline; Pearson r = 0.354, P = 0.010, for HBV DNA decline;

Pearson r = 0.277, P = 0.046, for HBV RNA decline; Pearson

r = 0.183, P = 0.194, for HBeAg decline).

Conclusion: Although baseline serum HBV RNA or its decline after

96-week NUCs therapy was correlated with the corresponding intra-

hepatic cccDNA, it was inferior to serum HBV DNA at baseline and

HBsAg decline at 96 weeks after treatment, respectively.
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Background: HCV genotype (GT) 1b-infected patients treated with

all-oral daclatasvir + asunaprevir have achieved high sustained viro-

logic response (SVR) rates in clinical trials. Treatment-naive GT 1b-

infected patients from mainland China, South Korea and Russia were

assessed for SVR at follow-up week 12 (SVR12) after receiving

daclatasvir 60 mg once daily + asunaprevir 100 mg twice daily

(DUAL).

Methods: Patients were randomized 3:1 to receive 24 weeks of

DUAL (immediate treatment) or 12 weeks of placebo followed by

24 weeks of DUAL (placebo-deferred treatment). The primary

objective was to compare SVR12 in the immediate treatment arm to

the historical rate for peginterferon/ribavirin (70%). Secondary

objectives included overall safety and to compare safety in the

immediate and placebo-deferred treatment arms during the first

12 weeks.

Result: Overall, 207 patients were randomized to immediate

(n = 155) or placebo-deferred (n = 52) treatment; mostly Asian

(86%), female (59%), of IL28B CC genotype (68%) and median age

49 (range 18–73) years; 13% had cirrhosis, 53% had HCV

RNA C 6 million IU/mL. SVR12 in the immediate treatment arm

was 92% and broadly unaffected by cirrhosis, age, gender, HCV RNA

or IL28B genotype (Figure); SVR12 was higher in patients without

(96%, n = 132/137) vs with (53%, n = 9/17) baseline NS5A-L31 M/

V or Y93H polymorphisms. There were six virologic breakthroughs,

six relapses and one detectable HCV RNA at end of treatment in the

immediate treatment arm. During the first 12 weeks, safety was

comparable between the two arms except for more frequent amino-

transferase elevations in the placebo-deferred arm; one patient

discontinued placebo for hepatitis E (table). The most frequent

adverse events (AEs; C 5%) during 24 weeks of DUAL treatment in

both arms were aminotransferase, bilirubin and INR elevations,

hypertension, fatigue and respiratory tract infections; the most fre-

quent treatment-emergent grade 3/4 laboratory abnormalities were

aminotransferase (B4.5%) and hematologic, lipase and total bilirubin

abnormalities (B2%); one patient (immediate treatment) discontinued

DUAL for aminotransferase elevations, nausea and jaundice (all were

reversible); one patient (placebo-deferred) discontinued DUAL for a

fatal AE unrelated to treatment.

Conclusion: These data demonstrate that DUAL is a highly effica-

cious and well tolerated treatment for treatment-naive HCV GT 1b-

infected patients. Those treated immediately with DUAL for

24 weeks achieved a 92% SVR12 rate (96% without baseline NS5A-

L31 M/V or Y93H) which was unaffected by factors known to

attenuate response to interferon. Overall safety in both arms during

24 weeks of DUAL treatment was characterized by low rates of AEs,

discontinuations for AEs and grade 3/4 laboratory abnormalities.

Safety was largely comparable between the immediate and placebo-

deferred treatment arms during the first 12 weeks.
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Background: The combination of daclatasvir (DAC) and sofosbuvir

(SOF) achieved in clinical trials sustained virological response at

post-treatment week 12 (SVR12) in [90% of chronically-infected

HCV patients, with mild side effects. We evaluated the efficacy of

DAC + SOF treatment, with or without ribavirin (RBV), in HCV

Genotype 1, 2, 3 and 4 patients with advanced liver disease in real life

clinical practice.

Methods: We included in the study 372 HCV patients fulfilling eli-

gibility criteria of the Italian Drug Agency treated in 10 referral

centers covering the whole region of Tuscany, Italy. Fibrosis stage

was evaluated by Transient Elastometry (METAVIR F3[ 10 kPa,

F4[ 13 kPa). Clinical cirrhosis was defined by at least one of the

following condition: decompensation, portal hypertension at the

endoscopy, platelets \1,00,000/mmc. Patients received daily

SOF + DAC treatment for 12 (104) or 24 (268) weeks, 150 (40.3%)

received also RBV, according to EASL guidelines. The primary

efficacy endpoint was SVR12.

Result: Mean age was 58 ± 8 years, 65.3% were males, mean

body mass index was 24.7 ± 4.0 kg/m2 and 59.5% were naı̈ve to

antiviral treatments. F4 fibrosis was present in 266 (71.5%)

patients, clinical cirrhosis in 187 (50.4%). HCV genotypes distri-

bution was: 101 G1 (27.2%), 42 G2 (11.3%), 210 G3 (56.5%) and

18 G4 (4.9%). One patient (0.3%) was HBV co-infected, 98

(29.3%) were anti-HBc positive and 44 (11.9%) were HIV-posi-

tive. At baseline, 146/369 (39.6%) showed HCV RNA C 29106

IU/mL. ALT mean levels were 101 ± 73 U/L. Six (1.6%) patients

dropped out (1 OLT, 1 HCC, 1 death and 3 lost to follow-up). In

patients who completed treatment and follow-up, SVR12 was

99.2% (363/366): 100% in G1, 97.6% in G2, 97.1% in G3 and

100% in G4. Virological failures occurred in 1 G2 patient previ-

ously treated with SOF + RBV and in 2 G3 naı̈ves, all with F4

fibrosis (2 clinical cirrhosis) and no RBV-treated. In one (HIV co-

infected) G3 patient a virological breakthrough occurred at week

24 (end of treatment), whereas a relapse during follow-up was

observed in the other cases. On therapy, HCV RNA declined

below lower limit of quantification at week 2 in 27.3% of the

patients and in 52.5% at week 4. At least 1 adverse events (AE)

was reported in 170 (45.7%) patients; the most frequent AE was

elevated bilirubin (26.6%), with mean maximum value of

2.19 ± 1.48 mg/mL and grade 3 and 4 elevation in 16 (4.3%) and

1 (0.27%) patients. Anemia was the second AE reported in 18.0%

of the patients, its incidence was higher in those who received

RBV (22.0%) than in the others (15.3%), reaching grade 2 in 18

(4.8%), 9 RBV-treated.

Conclusion: DAC + SOF combination was associated with a SVR12

of 99.2% in a heterogeneous cohort of HCV patients with advanced

fibrosis. This study confirms the high efficacy and the pangenotypic

action of this combination that showed high tolerability in field-

practice.
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Background: To evaluate the efficacy and safety of interferon-free

regimen, ravidasvir (RDV) plus ritonavir-boosted danoprevir (DNVr)

and ribavirin in treatment-naive Chinese HCV genotype 1 (GT1)

patients without cirrhosis.

Methods: In this multicenter, open-label, single-arm phase 2 study,

38 treatment-naive non-cirrhotic HCV GT1 patients were enrolled in

Taiwan. The treatment protocol involved a combination of RDV

200 mg QD plus DNVr 100 mg/100 mg BID and oral ribavirin

1000/1200 mg/day (bodyweight \75/C 75 kg) for 12-week treat-

ment. The primary endpoint was the rate of sustained virologic

response 12 weeks after the end of treatment (SVR12).

Result: Of the total 38 enrolled HCV GT1 patients, 100% (38/38)

patients achieved SVR12 with 12 week treatment of RDV and DNVr

in combination with ribavirin without interferon. During the study, no

reported treatment-related serious adverse events, no patients dis-

continued treatment due to adverse events and no deaths reported.

The most common (C10%) adverse events and abnormal laboratory

tests were anemia (26.3%), diarrhea (15.8%), rash (13.2%), upper

respiratory infection (10.5%), fatigue (10.5%) and cough (10.5%).

Resistance-associated variants (RAVs) found at the baseline in HCV

NS5A and NS3/4A are 16% (6/37) and 73% (27/37), respectively, for

37 patients with available sequences. All of patients with baseline

RAVs achieved SVR12.

Conclusion: The results show that with 12-week treatment, RDV and

DNVr in combination with ribavirin without interferon achieved

SVR12 rate of 100%. This interferon-free regimen is safe and well

tolerated.
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Relapse of minimal hepatic encephalopathy after treatment
in patients with liver cirrhosis
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Background: Minimal hepatic encephalopathy (MHE) is the mildest

form of spectrum of HE which is characterized by subtle cognitive

and psychomotor deficits in the absence of recognizable clinical

symptoms of HE. MHE has been shown to reverse after short-term

treatment with anti-ammonia therapies. However, there is lack of data
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on the relapse rate of MHE after stopping treatment. We aimed to

evaluate the relapse rate of MHE at 6 months follow up after a short-

term (3 months) treatment with lactulose/rifaximin.

Methods: In this prospective study, consecutive patients with cir-

rhosis were tested for MHE using Neuro-Psychometric tests (Number

Connection Test, Figure Connection Test, Digit Symbol Test, Pic-

ture Completion Test, and Block Design Test). Diagnosis of MHE

was made if two or more neuropsychometric tests were impaired

beyond two standard deviations of known control values. Patients

having MHE were treated with lactulose/rifaximin for 3 months.

After treatment, they were followed up for 6 months. Psychometric

testing was performed at baseline, 3 months and 9 months.

Result: A total of 527 patients with liver cirrhosis were screened. Out

of these, 351 were found eligible and tested for MHE. Of these, 112

(31.9%) patients had MHE (mean age 55.3 years; 75% males). They

were randomized to receive Rifaximin (n = 57; 1200 mg/day) or

Lactulose (n = 55; 30–120 ml/day) for three months. At 3 months,

73.7% (42/57) patients in Rifaximin group experienced MHE reversal

compared to 69.1% (38/55) in Lactulose group (p = 1.0). Six months

after stopping treatment, 47.6% (20/42) in rifaximin group and

42.1%(16/38) patients in lactulose group experienced MHE relapse

(p = 0.274). The overt hepatic encephalopathy development rate

(7.1% vs. 7.9%) and mortality rate (0.23% vs. 0%) were similar in

both the groups. The Child–Turcotte–Pugh score and model for end

stage liver disease (MELD) scores of patients who had MHE relapse

were higher compared to those who didn’t. On multivariate regression

analysis, MELD score was an independent predictor of MHE relapse.

Conclusion: This is the first study to provide the follow-up data of

MHE patients after short-term treatment. Of the patients who became

MHE negative after short-term (3 months) treatment with rifaximin/

lactulose, almost 50% had a relapse of MHE at 6 months follow-up.

MELD score was an independent predictor of MHE relapse. Future

multi-centric placebo-controlled studies must address questions

regarding the efficacy, safety and cost-effectiveness of long-term

treatment of MHE with lactulose or rifaximin.
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Background: Resistance associated substitutions (RASs) can reduce

the efficacy of some direct-acting antiviral (DAA) HCV regimens.

The prevalence of NS5A and NS5B RASs in Europe and North

America has been well described, but less is known about their

occurrence in Asia. This analysis assessed the prevalence of NS5A

and NS5B nucleoside inhibitor (NI) RASs in GT1b, 2, 3, and 6 HCV-

infected patients in Mainland China, Taiwan, Japan, Korea, and

Vietnam compared with the USA and Europe (EU), as applicable.

Methods: NS5A and NS5B deep sequencing was performed on

plasma HCV samples from DAA-naı̈ve patients enrolled in clinical

studies in Mainland China (n = 383 and n = 381; GT1,2,3,6), Japan

(n = 341 and n = 352; GT1,2), Korea (n = 93 and n = 211; GT1,2),

Taiwan (n = 85 and n = 142; GT1,2), Vietnam (n = 30 and n = 48;

GT1,6), USA (n = 5010 and n = 4911) and EU (n = 2184 and

n = 2186). RASs were analyzed using a 15% cutoff.

Result: More than 90% of GT1 patients in Asia had GT1b HCV. In

GT1b HCV, the prevalence of NS5A RASs, including Y93H, was

similar across countries in Asia (9% to15%) and between Asia and the

USA (18%) or EU (11%) (see Table) while the prevalence of NS5B

NI RASs was lower in Asia (1%) compared to the USA (4%) or EU

(20%). The NS5B NI RAS L159F was observed in \1% of GT1b

patients in China and Japan, and 4% in Korea compared with up to

34% of patients in Russia and Spain. In patients with GT2 HCV, 84%

in Korea and Taiwan and 100% in China had GT2a subtype; 97% of

GT2a patients in China had the NS5A RAS L31M. In GT3 HCV,

GT3b prevalence was substantially higher in China (54%, 68/126)

than in the USA (\1%) or EU (\1%); 99% (67/68) of GT3b patients

in China had NS5A RASs with A30 K + L31 M present in 94% (64/

68). The double mutant A30 K + L31 M confers high levels of

resistance to NS5A inhibitors. In GT3a in China, the prevalence of

NS5A RASs was low (5%, 3/58) including Y93H (3%, 2/58) com-

pared to RASs prevalence of 14–16% in USA and EU. GT6 HCV

infections in Asia included GT6a/e/g/h/g/o/n/k/t; the prevalence of

NS5A RASs was 18% (12/68). No NS5B NI RASs were observed in

GT2, GT3, and GT6 patients from Asia.

Conclusion: The prevalence of baseline NS5A RASs among GT1b

Asian patients was similar or higher than among European or US

patients. Differences in the prevalence of GT3 subtypes and RASs

among some genotypes were observed between Asian and Western

countries. Regimens with high efficacy irrespective of baseline RASs

will be important for effective treatment of HCV in Asian countries.
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Background: To evaluate the efficacy and safety of Ritonavir-

boosted Danoprevir (DNVr) plus peginterferon and ribavirin in

treatment-naive Chinese HCV genotype 1 (GT1) patients without

cirrhosis.

Methods: In this multi-center open-label single-arm phase 2 study,70

treatment-naı̈ve, non-cirrhotic HCV GT1 patients were enrolled in

China. The treatment protocol involved a combination of DNVr

100 mg/100 mg BID, subcutaneous injection of weekly peginterferon

alfa-2a at 180 mcg and oral Ribavirin 1000/1200 mg/day (bodyweight

\75/C 75 kg) for 12 weeks. The primary endpoint was the rate of

sustained virologic response 12 weeks after the end of treatment

(SVR12) in these patients.

Result: Of 69 patients completed 12-week treatment, 96% (66/69)

patients achieved SVR12. One patient (1.4%, 1/70) discontinued

treatment due to serious adverse event (SAE) and no deaths reported.

Of danoprevir-related adverse events, only nausea and diarrhea

occurred at a rate of[10%. Only grade one ALT and AST increases

were related to danoprevir. There was no virologic breakthrough

during the treatment. Of 69 patients, only 3 (4%) patients relapsed.

Conclusion: The results show that with 12-week treatment, DNVr

plus peginterferon and ribavirin achieved SVR12 rate of 96%. This

triple regimen is safe and well tolerated.
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Background: Toll-like receptor (TLR) agonists are able to activate

cellular signal pathways and induce the production of cytokines.

Currently, TLR7 agonist has been shown to be a potent antiviral in the

animal models and patients with chronic hepatitis B (CHB). There-

fore, activation of TLR7 pathway may promote adaptive immune

responses and contribute to HBV control. Here we examined how

TLR7 agonist modulates the host immune system and influence

adaptive immunity if applied in vivo.

Methods: C57BL/6 mice (male, 6–8weeks) received 20 lg Imiqui-

mod via tail vein injection. Non-parenchymal liver cells (NPC) and

splenocytes were isolated and analyzed for their phenotypes at dif-

ferent time points. At day 14 after injection, mice were

hydrodynamically injected with 10 lg pAAV/HBV1.2 plasmid.

Serum HBV markers were determined up to 3 weeks. The frequencies

and phenotypes of different immune cell types in the liver and other

organs were analyzed. The frequency and functionality of HBV-

specific CD8+ T cells in the liver and spleen were determined by

dimer staining and intracellular cytokine staining after stimulation

with HBV peptides. Interferon-c (IFN-c) production of aCD3/CD28-

stimulated splenocytes was detected by specific ELISA.

Result: Imiquimod application itself did not induce significant change

in the cell composition in the liver and spleen. However, CD8 T cells

from the spleen and NPCs showed a sustainably changed phenotype

with up-regulated CD62L expression within 4 weeks of Imiquimod

injection. Imiquimod application triggered sustained change of T cell

response in mice over 8 weeks. Compared with controls, the IFN-c
production of splenocytes from Imiquimod-treated mice were signifi-

cantly increased with aCD3/CD28 stimulation (p\ 0.05 at days 1, 14,

and 30). After 28 days of hydrodynamic injection with pAAV/HBV1.2

plasmid, serum HBsAg could be cleared in three of five mice of TLR7

group while the mice of the control group remained HBsAg-positive.

The IFN-c-producing cells in liver lymphocytes with HBV-specific

stimulation were significantly increased (p = 0.009), and the concen-

tration of IFN-c in culture supernatant of lymphocytes with aCD3/

CD28 stimulation also elevated (p = 0.029).

Conclusion: Pretreatment with TLR7 agonist could modulate the host

immune status and enhance the HBV-specific T cell responses which

facilitate HBV clearance in the mouse model. Thus, the TLR7 agonistmay

be used for immunotherapeutic strategy to treat chronic HBV infection.

LB012

Augmenter of liver regeneration protects against carbon
tetrachloride-induced liver injury by promoting autophagy
in mice

Hongbo Shi1, Yu Chen1, Zhongping Duan1

1Beijing Youan Hospital, Capital Medicine University; Beijing

Institute of Hepatology, Beijing

Background: Augmenter of liver regeneration (ALR) exerts strong

hepatoprotective properties in various animal models of liver injury,

but its protective mechanisms have not yet been explored. Autophagy

is a recently recognized rudimentary cellular response to inflammation

and injury. The aim of this study was to test the hypothesis that ALR

may protect against acute liver injury through the autophagic pathway.

Methods: The level and role of ALR in liver injury were studied in a

mouse model of acute liver injury induced by carbon tetrachloride

(CCl4). The effect of ALR on autophagy was analyzed in vitro and
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in vivo. After autophagy was inhibited by 3-methyladenine (3-MA),

apoptosis and proliferation were detected in the mouse model with acute

liver injury. The ALR and autophagic levels were measured in patients

with liver cirrhosis (LC) and acute liver failure (ALF), respectively.

Result: During the progression of acute liver injury, the ALR levels

increased slightly in early stage and significantly decreased in late

stage in mice. Treatment with an ALR plasmid via tail vein injection

protected mice against acute liver injury. The protective effect of

ALR relied on the induction of autophagy, which was supported by

the following evidence: (1) ALR overexpression directly induced

autophagy flux in vitro and in vivo; and (2) ALR treatment suppressed

apoptosis and promoted proliferation in mice exposed to CCl4, but the

inhibition of autophagy reversed these effects. More importantly, the

ALR levels decreased in patients with LC and ALF compared with

normal controls.

Conclusion: We demonstrated that ALR ameliorated liver injury via

autophagic mechanisms, which indicates a potential therapeutic

application for liver injury.

LB013

First-in-Human experience with LJN452, an orally available non-
bile acid FXR agonist, demonstrates potent activation of FXR
in healthy subjects

Michael K Badman1, Sachin Desai1, Bryan Laffitte2, Marc
DeCristofaro1, TsuHan Lin1, Jin Chen1, Lloyd Klickstein1

1Novartis Institutes of BioMedical Research, Cambridge, USA;
2Genomics Institute of the Novartis Research Foundation, San Diego,

USA

Background: A randomized, double-blind, placebo-controlled, First-

in-Human, study was performed to assess safety, tolerability, phar-

macokinetics, and pharmacodynamics of single- and multiple-

ascending doses and food effect of LJN452 in healthy subjects.

Methods: Single Ascending Dose (SAD): cohorts of subjects (6

active: 2 placebo) received an oral dose of LJN452 of in the range

10 lg–3 mg whilst fasting. Subjects from one cohort returned to

receive a second dose of LJN452 with an FDA defined high fat meal.

Multiple Ascending Dose (MAD): cohorts of subjects (6 active: 2

placebo) and a cohort of obese subjects (7 active: 4 placebo) received

14 once daily oral doses of LJN452 in the range 10–100 lg.

Result: In total, 95 subjects were enrolled in this study and received

at least one dose of LJN452 or matching placebo. SAD: No drug

related SAEs were observed. Dose-dependent exposure was observed

and exposure increased by approximately 60% when LJN452 was

taken with food. Dose dependent elevations of FGF19, a marker of

FXR activation, were noted with a median Cmax FGF19 of 1750 pg/

mL at 3 mg LJN452. MAD: LJN452 was generally well tolerated in

multiple doses up to 100 lg. Transient elevations of ALT/AST were

observed at 60 lg and above with an absence of elevation of other

liver enzymes. LJN452 was discontinued in 2 subjects at 100 lg and a

drug related SAE reported relating to elevation of ALT/AST without

clinical sequelae. No drug related itch was reported after multiple

dosing. Dose dependent increases of FGF19 were observed with

median FGF19 Cmax 1054 pg/mL at 100 lg LJN452. The median

maximal change from baseline of FGF19 was similar at day 1 and day

14 across the range of LJN452 doses tested. Trends in Total, LDL-

and HDL- cholesterol did not differ between those treated with

LJN452 or placebo in either lean or obese subjects.

Conclusion: LJN452 is a potent, orally available, non-bile acid FXR

agonist with pharmacokinetics suitable for once daily dosing. In

healthy subjects, LJN452 was generally safe and well-tolerated at

single doses up to 3 mg and dose-dependent pharmacodynamic ele-

vation of FGF19 demonstrated potent compound agonist activity on

FXR. High potency non-bile acid FXR agonists potentially present an

opportunity to engage the pharmacological target without adverse

effects on LDL cholesterol or eliciting itch. Based on these data,

LJN452 currently is being evaluated in patients with non-alcoholic

steatohepatitis (NASH), primary biliary cholangitis (PBC) and pri-

mary bile acid diarrhea.

LB014

Identification of clinical factors and metabolic profiling of patients
with non-alcoholic fatty liver disease (NAFLD) at risk
of developing advanced fibrosis in a wellness clinic

Nicodemus lim Ong1, Diana Payawal1

1Cardinal Santos Medical Center, Metro Manila, Philippines
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Background: Estimates of worldwide prevalence of NAFLD is

around 6.3–33% in the general population and prevalence of non-

alcoholic steatohepatitis (NASH) is lower, ranging from 3 to 5%.

Several studies have shown that Asian population have a surprisingly

high prevalence of NAFLD despite having significantly lower BMI

than other ethnic groups, which may result from ethnic differences in

the distribution of body fat, with more central adiposity and visceral

fat deposition among Asians. In the Philippines, the profile of patients

with NAFLD showed a prevalence of 12.2%. This study aims to

determine the prevalence and clinical profile of NAFLD patients at

risk to develop advanced fibrosis based on the NAFLD Fibrosis score

in a wellness clinic.

Methods: Chart review of CSMC—Wellness Center patients was

analyzed using the demographics, anthropometric measurements, co-

morbidities, and laboratory examination findings. NAFLD was diag-

nosed based on ultrasonographic findings. Factors that causes

secondary fatty liver disease was excluded. Data obtained was plotted

in a spreadsheet, and described based on frequency and percentage for

categorical variables and mean ± SD for continuous variables using

SPSS version 10Chart review of CSMC—Wellness Center patients

was analyzed using the demographics, anthropometric measurements,

co-morbidities, and laboratory examination findings. NAFLD was

diagnosed based on ultrasonographic findings. Factors that causes

secondary fatty liver disease was excluded. Data obtained was plotted

in a spreadsheet, and described based on frequency and percentage for

categorical variables and mean ± SD for continuous variables using

SPSS version 10.

Result: Of the 1870 patients who underwent wellness checkup, 734

patients were included in this study. Majority of patients were aged

between 41 and 60 years (63.1%; mean: 50.63); males (68.4%), with

a mean BMI of 28.82 (48% of patients belong to the Obese I cate-

gory); 42.2% had hypertension; 59.1% had diabetes mellitus/impaired

fasting glucose; most patients had total cholesterol levels \200;

Triglycerides \150; HDL levels between 40 and 60; LDL levels

between 130 and 159; only a minority had elevated AST (10.5%) and

ALT (15%). All included patients were stratified as low probability

(score of B1.455) using the NAFLD fibrosis score.

Conclusion: The prevalence rate of NAFLD was 39.78% with all

patients belonging to the low probability for advanced fibrosis using

the NAFLD Fibrosis score. Male sex, obesity, diabetes, with bor-

derline LDL levels were characteristics of our NAFLD patients, with

only a minority having elevated liver enzymes.

LB015

Chronic hepatitis B patients have increasing prevalence
and incidence of chronic kidney disease compared to matched
non-chronic hepatitis B controls: results of a real-world analysis
of 1,65,594 patients in the United States

Mindie H. Nguyen1, Joseph Lim2, Iris Liou3, A. Burak Ozbay4,
Jeremy Fraysse4, Laurie Costa5, Stuart C. Gordon6, Geoffrey
Dusheiko7,8,9

1Stanford University, Stanford, USA; 2Yale University School of

Medicine, New Haven, USA; 3University of Washington,

Washington, USA; 4Gilead Sciences, Inc., Foster City, USA; 5Truven

Health Analytics, an IBM Company, New York, USA; 6Henry Ford

Hospital, Detroit, USA; 7University College London, Institute for

Liver and Digestive Health, London, UK; 8Kings College Hospital,

London, UK; 9Royal Free Hosptial, London, UK

Background: Chronic kidney disease (CKD) is a significant comor-

bidity that may also be more common among patients with chronic

hepatitis B (CHB). Our goal was to characterize the prevalence and

incidence of CKD as well as potential changes over time during the

period from 2006 to 2015 in a large, geographically and economically

diverse population of CHB patients across the United States.

Methods: Using the Truven Health MarketScan� Commercial (gen-

eral population), Medicare (mostly older than 65), and Medicaid (low

income population) insurance databases, we identified a cohort of

CHB cases C18 years of age without hepatitis delta co-infection

(ICD-9 diagnosis codes 070.22, 070.30, or 070.32) who were con-

tinuously enrolled for 6 months before and after CHB diagnosis. We

then matched these CHB cases to non-CHB controls by calendar year

of diagnosis date, age, gender, geographic region, and race as avail-

able. Primary outcomes were CKD prevalence (per 1000 persons) and

incidence (per 1000 person-years). In addition, we analyzed CKD

outcomes by age group and by presence of diabetes and hypertension

for CHB patients from the most recent year 2015.

Result: This matched case cohort study included 44,026 CHB patient

cases (median age 47 in 2006 to 51 in 2015) and 1,21,568 non-CHB

controls (median age 48 in 2006 to 53 in 2015). CKD prevalence

increased significantly over time and was higher in CHB than non-

CHB controls (Figure 1). CKD prevalence (per 1000 persons)

increased by nearly 3-fold from 44 to 114, p\ 0.001. Similarly, CKD

incidence per 1000 person-years increased by 56% (13–20,

p = 0.003). Between 2006 and 2015, the proportion of patients with

comorbidities that may predispose patients to CKD also increased:

12.2–17.7% for diabetes, 22.0–37.3% for hypertension. In addition,

an analysis of CHB patients identified from the most recent study year

of 2015, CKD prevalence in patients with diabetes and hypertension

was 10-fold higher than those without, and 6-fold higher in patients

older than 60 compared to those younger than 45 (Figure 2).

Conclusion: In this large and diverse population-based US study,

CKD prevalence in CHB patients has increased by almost 3-fold from

2006 to 2015 and is significantly higher than that of matched non-

CHB controls and with similar trends observed for CKD incidence.

CKD is particularly prevalent in older CHB patients and in those with

comorbidities, affecting one-third of patients (349 per 100 persons)

with diabetes and hypertension and one-quarter (237 per 1000 per-

sons) of patients older than 60 in 2015. Whether CHB has contributed

to the prevalence of CKD in the cohort requires further analysis.
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Increasing trends in liver complications and non-liver co-
morbidities in chronic hepatitis B (CHB) patients over the last
15 years: a multicenter university and community-based study
in the United States (US)

Anne Liu1,2, An Le3, Jian Zhang4, Chris Wong5, Clifford Wong5,
Mindie Nguyen3

1Yale University School of Medicine, New Haven, CT, USA;
2Stanford University School of Medicine, Stanford, USA; 3Stanford

University, Stanford, CA, USA; 4Chinese Hospital, San Francisco,

USA; 5Wong Clinics, San Francisco, USA

Background: Since CHB management is a long-term process, other

non-liver related co-morbidities are also important consideration in the

management of these patients. However, data on co-morbidities and

associated epidemiological trends in CHB patients is limited. Thus, we

aim to investigate the prevalences of co-morbidities in a large multi-

center US. CHB patient cohort evaluated over the last 15 years.

Methods: This study included 2734 consecutive adult (18 or older)

U.S. CHB patients seen between 2000 and 2015 at a university

medical center, a community medical center, and two community

primary care clinics. Patients were identified via electronic query

using ICD-9 diagnosis code, with CHB diagnoses confirmed and data

extracted via manual chart review. Patient characteristics at presen-

tation were analyzed by time periods: 2000–2005 (n = 885),

2006–2010 (n = 888), and 2011–2015 (n = 961).

Result: The majority of the patients were male (58.0%) and Asian in

ethnicity (89.0%). Mean age increased significantly and consistently

from 43.1 ± 13.6 years during 2000–2005 to 46.6 ± 14.4 during

2006–2010 then to 49 ± 14.5 during the 2011–2015 period (p\ 0.001).

The patients had similar ALT levels at presentation, though HBV DNA

decreased from 4.2 ± 2.6 to 3.3 ± 2.3 (p = 0.0011) and HBeAg-neg-

ative patient proportion increased from 74.2–84% (p\ 0.001) between

2000–2005 and 2011–2015. Over the same time period, patients also

presented with more concurrent fatty liver as seen on imaging and/or

histology (1.6–6.8%) and advanced liver disease: 6.8–11.5% for cir-

rhosis, 1.1–7.1% for hepatic decompensation, 4.8–8.9% for HCC (all

p\ 0.001) in Figure 1. Regarding non-liver co-morbidities (Figure 2),

similar trends were observed (all p\ 0.001). Specifically, between

2000–2005 and 2011–2015, the prevalence increased almost 6 folds for

diabetes (3.8–21.7%), 3.5 folds for hypertension (10.3–35.8%) and

almost 8 folds for chronic kidney disease (1.8–14.1%). Over similar time

periods, prevalences of osteopenia and osteoporosis also increased in

CHB patients: 14.8–21.9% (p = 0.041) and 16.7–19% (p = 0.02),

respectively. During 2011–2015, 34.9% of CHB patients presented with

vitamin D deficiency.

Conclusion: The CHB patient population is aging and now presents

with significantly more liver (fatty liver, cirrhosis, decompensation,

and HCC) as well as non-liver comorbidities. The prevalences of

major non-liver co-morbidities such as diabetes, hypertension, and

chronic kidney disease also increased by several folds in the past

15 years with approximately 1 in 5 presenting with diabetes, 1 in 3

with hypertension and 1 in 7 with chronic kidney disease in the more

recent years. Early diagnosis and linkage to care is needed to prevent

liver complications and allow interventions before development of

liver as well as non-liver comorbidities.

LB017

Increasing age and comorbidities of chronic hepatitis B patients
in the US: a longitudinal analysis of a diverse US population-
based cohort of 44,026 CHB patients over 10 years

Mindie H. Nguyen1, Joseph Lim2, A. Burak Ozbay3, Jeremy
Fraysse3, Iris Liou4, Laura Moore-Schiltz5, Geoffrey
Dusheiko6,7,8, Stuart C. Gordon9

1Stanford University, Stanford, USA; 2Yale University School of

Medicine, New Haven, USA; 3Gilead Sciences, Inc., Foster City,
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USA; 4University of Washington, Washington, USA; 5Truven Health

Analytics, an IBM Company, New York, USA; 6University College

London Institute for Liver and Digestive Health, London, UK; 7Kings

College Hospital, London, UK; 8Royal Free Hospital, London, UK;
9Henry Ford Hospital, Detroit, USA

Background: Little is known about the age, prevalence of comor-

bidities, and co-medications among US patients with chronic hepatitis

B (CHB). Our aim was to characterize these longitudinal trends in a

large diverse population of US CHB patients, between 2006 and 2015.

Methods: We conducted a study of CHB patients C18 years of age

(without hepatitis delta co-infection) (ICD-9 diagnosis codes 070.22,

070.30, or 070.32) who were continuously enrolled for 6 months

before and after CHB diagnosis, using de-identified and US admin-

istrative healthcare claims extracted from the Truven Health

MarketScan� Commercial (general population), Medicare (older than

65), and Multi-State Medicaid (low income population) databases

between 7/1/2004 and 6/30/2015.

Result: We identified a total of 44,026 US CHB patients. The median

age of CHB patients increased from 47 in 2006–52 in 2015

(p\ 0.001). Deyo–Charlson comorbidity Index scores increased over

time from a mean of 1.1 in 2006 to 1.4 in 2015 (p\ 0.001). The

proportion of CHB patients with diabetes, hypertension, and hyper-

lipidemia also increased significantly between 2006 and 2015

(p\ 0.001) (Figure). Specifically, from 2006 to 2015, diabetes

increased from 12.2 to 17.7%, renal impairment increased from 9.8 to

16.7%, (with glomerulonephritis, proteinuria, nephrotic syndrome, or

nephropathy rates almost doubled from 6.3 to 13.2%), hypertension

increased by almost two-fold from 22.0 to 37.3%, hyperlipidemia

increased by almost 3-fold from 8.1 to 24.0%, and non-alcoholic fatty

liver disease (NAFLD) increased over 2-folds from 1.7 to 5.2%

(p\ 0.001). Concomitant medication use of cardiovascular medica-

tions and antidiabetic medications also increased significantly

between 2006 and 2015 (p\ 0.001). From 2006 to 2015, use of

cardiovascular medications increased from 27.0 to 37.1% and use of

antidiabetic medications increased from 10.3 to 13.2%.

Conclusion: In the US between 2006 and 2015, based on data from a

large geographically and economically diverse patient population, the

median age of patients with CHB significantly increased with

increasing prevalence of associated comorbidities and concomitant

medication use, up to 3-fold increase in some major comorbidities.

The contribution of hepatitis B to these comorbidities in an aging

population requires further analysis but advancing age and comor-

bidities in this group require appropriate management.

LB018

Risk of hepatocellular carcinoma in patients with chronic HBV
infection on nucleoside/nucleotide analog therapy: a result of 10-
year follow up

Wei Zhang1,2, Xiaoming Wang1,2, Yu Wang1,2, Xinyan Zhao1,2,
Weijia Duan1,2, Qianyi Wang1,2, Dongyang Sun1,2, Jialing
Zhou1,2, Yuanyuan Kong1,2, Hong Ma1,2, Hong You1,2, Xiaojuan
Ou1,2, Jidong Jia1,2

1Liver Research Center, Beijing Friendship Hospital, Capital Medical

University, Beijing; 2 National Clinical Research Center of Digestive

Diseases, Beijing

Background: High level of HBV DNA is identified as an indepen-

dent risk factor for development of Hepatocellular carcinoma (HCC)

in patients with chronic HBV infection. Antiviral therapy could

decrease the risk of HCC theoretically. However, HCC still developed

in some patients on antiviral therapy. The aim of this study was to

identify the risk factors of development of HCC in patients with

chronic HBV infection and under nucleoside/nucleotide analog (NA)

therapy.

Methods: This was a prospective cohort study, patients who con-

tinuously received NA (adefovir) for chronic HBV infection were

included in this study at 2004. They were followed up every

6 months. The patients who developed HCC previously or within

1 year of therapy were excluded. The cumulative incidence of HCC

and the risk factors were evaluated by Kaplan–Meier methods and

multivariate Cox proportional hazards models.

Result: At the baseline, out of the 120 patients, 91 patients had

chronic hepatitis B (CHB) and 29 had HBV-related cirrhosis (LC).

One hundred and nineteen patients were analyzed because one patient

was excluded due to development of HCC within 1 year of therapy.

At the end-point of follow-up, 71 patients achieved virological

remission (VR) and 48 patients did not achieve virological remission

(virological breakthrough or virological no response). During a

median follow-up of 10 years (range:1-10 years), 16 patients devel-

oped HCC. Overall, the 3-year, 5-year,10-year cumulative incidence

rates of HCC were 6.15, 9.03 and 15.73%, respectively. Multivariate

analysis showed that the significant risk factors were LC at baseline

and no virological remission. The 3-year, 5-year and 10-year cumu-

lative incidences of HCC were higher in patients with cirrhosis than

those without cirrhosis (21.32% vs 1.16%, p = 0.001; 33.13% vs

1.16%, p\ 0.0001; 42.05% vs 7.01%, p\ 0.0001; respectively), and

the incidences also higher in those with virological remission than

those without virological remission (16.39% vs 0%, p = 0.0004;

19.09% vs 2.94%, p = 0.0022; 26.44% vs 9.13%, p = 0.0036,

respectively). None of the four patients who achieved hepatitis B

surface antigen (HBsAg) seroclearance developed HCC.

Conclusion: Long term NA therapy did not eliminate the risk of HCC

in chronic HBV infection patients. Liver cirrhosis at baseline and no

virological remission during antiviral therapy were significant risk

factors of HCC development in patients on long-term NA therapy.
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The histological assessment of hepatitis B viral activity in patients
with heavy alcohol consumption

Chin-Wen Lin1,2,3, Ming-Jong Fair4,5,6, Chia-Chang Hsu2, Daw-
Shyong Perng7, Ming-Lung Yu8,9,10, Sien-Sing Yang11,12

1E-Da Hospital, I-Shou University, Kaohsiung; 2Health

Examination Center, E-Da Hospital, I-Shou University,

Kaohsiung; 3School of Medicine, College of Medicine, I-Shou

University, Kaohsiung; 4Division of Gastroenterology, Department

of Internal Medicine, Taitung Mackay Memorial Hospital,

Taitung; 5Department of Nursing, Meiho University, Pingtung;
6Mackay Medical College, Taipei, Taiwan; 7Division of
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Medical School, Boston, MA, USA; 11Liver Unit, Cathay General

Hospital, Taipei, Taiwan; 12School of Medicine, Fu-Jen Catholic

University, Taipei, Taiwan

Background: Taiwan has a high prevalence of hepatitis B viral

(HBV) infection with rising alcoholic liver disease. We investigated

the histological assessment of viral hepatitis B activity in patients

with concomitant HBV infection and alcoholism.

Methods: 229 patients (33 with concomitant heavy alcoholism and

HBV infection, 114 with HBV infection alone, and 82 with heavy

alcoholism alone) were enrolled between 2009 and 2012 at Cathy

General hospital and E-Da hospital.

Result: Patients with concomitant alcoholism and HBV infection are

male predominant and younger. 97.4 and 91.4% patients have

detectable HBV DNA in patients with HBV infection without or with

alcoholism, respectively. Patients with concomitant HBV infection

and alcoholism have much piecemeal necrosis, confluent necrosis,

focal necrosis, portal inflammation, necroinflammatory grading, and

cirrhosis with Ishak stage 5–6 fibrosis. Moreover, patients with con-

comitant HBV infection and alcoholism also have much pericelluar

fibrosis, sclerosing hyaline necrosis, non-alcoholic fatty liver disease

(NAFLD) ballooning, NAFLD activity score (NAS) and NAFLD

Stage 4 fibrosis (P\ 0.001). However, patients with alcoholism alone

have much more steatosis than those with HBV infection with and

without alcoholism.

Conclusion: Patients having concomitant alcoholism and HBV

infection develop the histological features of both alcoholic liver

disease and viral hepatitis B. The assessment of hepatitis B viral

activity in alcoholic liver disease depends on detectable viral load and

histological features of viral hepatitis B in patients with concomitant

HBV infection and alcoholism.

PP0002

The specificity and sensitivity of the carbohydrate-deficient
transferrin in the diagnosis of severe acute alcoholic hepatitis

Pavel Ogurtsov1, Olga Tarasova1, Nataliya Mazurchik1

1RUDN University, Moscow, Russia

Background: In patients with severe alcoholic liver disease the

method for determining of carbohydrate-deficient transferrin (CDT) is

not clear. It has been reported that in patients with severe liver disease

may be false-positive reactions.

Methods: In 60 patients (27 patients—class B-Child–Pugh score,

33—Class C) with severe acute alcoholic hepatitis (AAH) CDT was

determined. Among these, 38 (63%) men and 22 (37%) women. The

average age of the patients was 46.4 ± 1.3. Madrey Index -65.7

+3.2. In control group, 20 patients with non-alcoholic liver disease

were examined (13 patients—Class A and 7 people—class B due to

Child–Pugh score). Of those 12 persons had liver cirrhosis as a result

of chronic hepatitis C, 5 as a result of chronic hepatitis B and 3

patients—with drug indused hepatitis, without alcohol abuse. Of

these, 12 (60%) male and 8 (40%)—women. The average age of the

control group was 57 ± 1.5. Madrey Index -19.9 +1.1. Commercial

technique BioRad % CDT (« BioRad Laboratories ») was used.

Result: 21 patients (35%) from the severe AAH group had CDT

diagnostically significant level ([2.6%) m = 1.8 ± 0.2 (0.14–4.9%);

In the control group, no one had significant CDT level with

m = 0.75 + 0.05 (0.2–1.27%), (p = 0.001). Thus CDT specificity in

patients with severe AAH was 100%, sensitivity-35%.

Conclusion: No false-positive reactions were recorded. None of the

control group had elevated CDT level, despite the fact that the control

group included patients with viral cirrhosis and heavy drug failure.
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In patients with AAH CDT significant increase defined in a small

number of patients. The sensitivity of the CDT method was 35%,

significantly lower than in the literature data on patients without

clinically significant liver injury. Probably the low sensitivity can be

explained by a significant time from the last alcohol intake to ad-

mission in therapeutic department (CDT half-life is 10–14 days).

Some patients transferred from other hospitals where there were with

suspected viral liver disease or calculous cholecystitis. Some patients

stopped alcohol intake for 2–3 weeks before hospitalization due to

general condition worsening.

The low sensitivity can be linked in any way with direct liver

injury. And the low sensitivity can be associated with an increased

accumulation of iron in patients with chronic alcohol intoxication and

terminal forms of alcoholic liver disease.

Thus, the high specificity of the CDT method can be used to

confirm the alcoholic etiology of liver disease in patients with jaun-

dice, edema-ascites syndrome, encephalopathy, denying the abuse of

alcohol. However, given the relatively low sensitivity in severe AAH,

this method in the case of negative results does not reject alcohol as a

leading factor in liver disease.

PP0003

Chronic alcohol consumption combined with hepatitis B virus
disrupts cholesterol homeostasis in mice

Yaqi Wang1, Hongwu Wang1, Ting Wu1, Danqing Hu1, Xingxing
Weng1, Pei-jer Chen 2, Xiaoping Luo3, Qin Ning1

1Department and Institute of Infectious Diseases, Tongji Hospital,

Tongji Medical College, Huazhong University of Science and

Technology, Wuhan; 2National Taiwan University Hospital, Taipei,

Taiwan; 3Pediatrics Department, Tongji Hospital, Tongji Medical

College, Huazhong University of Science and Techolonogy, Wuhan

Background: Because of the high prevalence of alcohol consump-

tion, a significant portion of chronic hepatitis B patients is believed to

have concomitant alcoholic liver disease. Cholesterol homeostasis

plays an important role in maintaining normal physiological func-

tions. However, the impact of alcoholic steatosis combined with

hepatitis B virus (HBV) replication on cholesterol metabolism is

unknown.

Methods: Six-week-old male FVB/Ncrl mice were hydrodynamically

injected with a pGEM-4Z-1.3HBV or control vector and then fed with

an ethanol or control diet for 6 weeks. Serum alanine aminotrans-

ferase (ALT), aspartate aminotransferase (AST), triglycerides,

cholesterol, and hepatitis B envelope antigen (HBeAg), and liver

histology, liver cholesterol levels, and cholesterol metabolism-related

molecules (3-hydroxy-3-methylglutaryl coenzyme A reductase

(HMGCR), sterol regulatory element-binding protein 2 (SREBP-2),

low density lipoprotein receptor (LDLR), cholesterol 7 alpha-hy-

droxylase (CYP-7a) were measured.

Result: Characteristic hepatic HBV replication and alcoholic fatty

liver were present in this model. Oil Red O staining showed small

lipid droplets in the hepatocytes, serum ALT and AST were elevated

significantly, and there were significant differences of triglyceride and

cholesterol levels in the serum compared with control mice. HBeAg

was detected in the serum and HBcAg was detected in the liver. The

liver cholesterol level was increased significantly in the chronic

alcohol consumption combined with HBV group compared with the

other groups. HMGCR and SREBP-2, important for cholesterol

biosynthesis, were up-regulated in the combined treatment group

while LDLR, responsible for clearing circulating LDL, was down-

regulated. CYP-7a, a key enzyme in cholesterol metabolism, was also

significantly decreased.

Conclusion: Chronic alcohol consumption combined with HBV led

to an accumulation of cholesterol in the liver. This accumulation

involved the up-regulation of cholesterol biosynthesis via SREBP-2/

HMGCR and the down-regulation of LDLR and CYP-7a.

PP0004

Hepatitis B spliced protein (HBSP) promotes alcohol metabolism
via interaction with alcohol dehydrogenase

Wannan Chen1, Xiao Li Yan1, Ya Lan Ding1, Dan Dan Xuan1,
Long Fei Wu1, Xu Lin1

1Key Laboratory of Ministry of Education for Gastrointestinal

Cancer, School of Basic Medical Sciences, Fujian Medical

University, Fuzhou

Background: Interaction of environmental chemical carcinogens and

viral carcinogens may play a critical role in the hepatocellular car-

cinoma (HCC) development. In our previous study, the hepatitis B

spliced protein (HBSP) encoded by a 2.2 kb singly spliced defective

HBV genome was shown to promote carcinogenic effects of Ben-

zo[a]pyrene by interacting with microsomal epoxide hydrolase

(mEH). In the present study, alcohol dehydrogenase (ADH) was

identified as another interacting partner of HBSP. ADH oxi-

dizes ethanol into acetaldehyde, and acetaldehyde

accumulation after chronic alcohol abuse can result in the formation

of reactive oxygen species (ROS) and form acetaldehyde-deri-

ved DNA adducts, causing liver diseases either via inflammatory

mediated processes or oxidative metabolism. Therefore, we hypoth-

esis that interaction of alcohol dehydrogenase and HBSP may affect

the activity of ADH, and furtherly play an important role in the

pathogenesis of alcohol-induced liver injury and carcinogenesis in

HBV infection patients.

Methods: The GAL4 yeast two-hybrid screening was used to identify

the heptocellular proteins interacting with HBSP. Protein interactions

between HBSP and alcohol dehydrogenase subunit alpha (ADH1A),

subunit beta (ADH1B) and subunit gamma (ADH1C) were further

demonstrated by in vitro GST pull-down and in vivo co-immuno-

precipitation. Recombinant plasmid of pET-43-HBSP-StrepII were

constructed and HBSP protein were purified with Strep-Tactin affinity

chromatography. Effects of HBSP on ADH activities was measured

by the in vitro NADP/NADPH assay kit. Also, ectopic expressed

ADH1A and ADH1B activities were measured using the lysates from

transiently transfected HepG2 cells. Then ADH1B-expressing HepG2

cell lines were established by infection of recombinant lentiviral

particles. Increasing amounts of pcDNA-HBSP were transfected into

ADH1B-expressing HepG2 cells to measure the intracellular ADH

activity via HBSP-ADH interaction.

Result: ADH1A was identified as an intracellular interacting partner

of HBSP by the yeast two-hybrid screening. To clarify the interaction

of HBSP and different subunits of alcohol dehydrogenase, ADH1A,

ADH1B, ADH1C encoded genes were cloned separately, and by

in vitro GST pull-down and in vivo co-immunoprecipitation, the

interaction of ADH1A-HBSP and ADH1B-HBSP, but not ADH1C-

HBSP, was further confirmed. Increasing enzyme activities can be

observed when purified prokaryotic expressed HBSP were mixed with

ADH in tubes. The similar results were obtained in ADH1B expressed

HepG2 cells transfected with pcDNA-HBSP.

S196 Hepatol Int (2017) 11 (Suppl 1):S1–S1093

123



Conclusion: Interaction of ADH–HBSP could enhance ADH activi-

ties, which provide insight into the potential synergic effects of

environmental chemical carcinogens and HBV in the carcinogenesis

of HCC.

PP0005

RNA interference against stromal interacting molecule-1 (STIM1)
ameliorates alcoholic liver diseases in rats

Ruibing Cui1

1Department of Geriatric Gastroenterology, Qilu Hospital of

Shandong University, Jinan

Background: Previously we have demonstrated that stromal inter-

acting molecule-1 (STIM1) was involved in ethanol induced liver

injury. However, the exact pathogenic mechanism of STIM1 in

alcoholic liver disease is still unknown.

Methods: We constructed plasmid vectors encoding short-hairpin

RNA against STIM1 to investigate its role in alcoholic liver disease in

the rat liver cell line BRL and in Sprague–Dawley rats.

Result: The results showed that STIM1 targeted sh-RNA (Sh-STIM1)

significantly ameliorated BRL cells injury and liver injury in rats with

20 weeks-induced alcoholic liver disease. Inhibition of STIM1 also

reduced intracellular calcium ion concentration, reactive oxygen

species (ROS) production, lipid peroxidation, NF-kappa B activation

and TNF-a production under ethanol exposure.

Conclusion: STIM1 may play an important role in the pathogenesis

of alcoholic liver disease. Silencing STIM1 may be effective in

preventing alcoholic liver disease.

PP0006

Ru360 alleviate ethanol-induced hepatotoxicity in BRL 3A cells
via inhibiting apoptosis and cell-cycle arrest

Rui Mo1

1Qilu Hospital, Shandong University, Tianjin

Background: Ethanol-induced mitochondrial injury may be an

important mechanism of alcoholic diseases. Ru360, as a selective

inhibitor of the mitochondrial calcium uniporter (MCU), has been

proved to be cytoprotective in several conditions. In this study, we

aimed to investigate the protective effect of Ru360 in ethanol-induced

cell injury in BRL 3A cells.

Methods: In this work, BRL 3A cells were treated with ethanol

(0–400 mM) ± Ru360 (1–10 lM) for 24 h and the cell viability was

evaluated by 3-(4,5-dimethylthiazol-2-yl)-2,5-diphenyltetrazolium

bromide (MTT) assay. The apoptosis analysis, cell cycle analysis and

mitochondrial membrane potential (MMP) of hepatocytes were

detected by flow cytometry. Furthermore, western blot analysis was

carried out to evaluate the expression of caspase3 and Bax/Bcl-2 in

BRL 3A cells after culture for 24 h.

Result: Ethanol (0–400 mM) dose-dependently increased hepatocyte

injury. For the cells treated with Ru360 (10 lM) for 30 min before

being exposed to ethanol (200 mM) for 24 h,it demonstrated that the

cell viability was enhanced, the MMP was restored and ethanol-in-

duced cell-cycle arrest and apoptosis were inhibited.

Conclusion: Blockade of MCU by Ru360 can effectively alleviate

ethanol-induced liver injury via inhibiting cell-cycle arrest and

apoptosis, which may provide new target for alcoholic liver disease.

PP0007

Comparison of outcome of deceased donor liver transplantation
for cirrhosis due to alcoholic liver disease versus hepatitis B virus

Suk Kyun Hong1, Nam-joon Yi1, Hyo-Sin Kim1, Sung-Woo Ahn1,
Kyung Chul Yoon1, Hyeyoung Kim1, Kwang-Woong Lee1,
Kyung-Suk Suh1

1Seoul National University Hospital, Seoul, Korea

Background: Few studies have focused on the comparison of post-

liver transplant (LT) outcome between hepatitis B virus (HBV) and

alcoholic liver disease (ALD) in a living donor liver transplantation

(LDLT) dominant Asian country where HBV is endemic and there no

strict regulation of pre-transplant abstinence for ALD. The aim of this

study is to evaluate the efficacy of deceased donor liver transplanta-

tion (DDLT) in patients with ALD comparing post-transplant

outcome with HBV.

Methods: We retrospectively analyzed data from patients who

received DDLT at Seoul National University Hospital from January

2010 to December 2014.

Result: 107 patients underwent primary DDLT for HBV and 38

patients for ALD. 74 patients (69.2%) in HBV group and 30 patients

(78.9%) in ALD group were UNOS (United Network for Organ

Sharing) status 2a (P = 0.250). There was no significant difference in

the overall survival rate between the two groups (1-, 3-year survival

rates of 90.7 and 82.1%, respectively vs. 92.1 and 82.3%, respec-

tively; P = 1.000). The major complication was infection which was

more frequent in ALD group (19.6 vs. 43.8%; P = 0.018). By mul-

tivariate analysis, independent prognostic factor was a high serum

GGT level on post-LT 1 year (C70 IU/L).

Conclusion: In conclusion, outcome of DDLT for ALD and HBV in

Korea was comparable without pre-transplant strict application of

abstinence as selection criteria of DDLT.

PP0008

Assessment of intrahepatic hemodynamic change using
a microbubble contrast ultrasonography can predict
the prognosis of acute hepatic dysfunction related with alcoholic
hepatitis in cirrhosis

YOO LI LIM1, Ji Hyeon Lee1, Soon Koo Baik1, Moon Young
Kim1

1Wonju Severance Christian Hospital, Wonju, Korea

Background: Acute hepatic dysfunction combined with alcoholic

hepatitis by continuous alcohol intake in alcoholic cirrhosis is a

common cause of acute on chronic liver failure and poor prognosis.

Partially, this is related with hepatic hypo-perfusion secondary to

portal hypertension (PH) and intrahepatic shunt. The hepatic vein

arrival time (HVAT) assessed by microbubble contrast-enhanced

ultrasonography (CEUS) has been known to have close correlation

with the severity of PH and intrahepatic histological grade. We

investigated the utility of HVAT in prediction of short term mortality

of alcoholic hepatitis combined acute hepatic dysfunction in cirrhotic

patients.

Methods: Thirty-nine cirrhotic patients (male 27) with alcohol rela-

ted acute hepatic dysfunction were prospectively enrolled. After an

overnight fast, a bolus of contrast agent (SonoVue�) was injected into

an antecubital vein and signals were recorded from the right or middle

hepatic veins for analysis. HVATs were calculated as the time from

injection to a sustained rise in Doppler signal 10% above baseline.
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HVAT study was performed within 3 days after admission due to

acute hepatic failure and 12 weeks mortality was primary outcome.

Result: The mean Child–Pugh’s score, MELD score and HVAT were

9.3 ± 2.6, 19.5 ± 7.9 and 11.8 ± 3.5 s respectively. 12 weeks

mortalities were developed in 9 patients. HVAT was significantly

different between mortality and survival group (9.3 ± 2.0 vs.

12.6 ± 3.5 s, P = 0.002). The area under the receiver operating

characteristic curve (AUROC) was 0.787 for 12 weeks mortality. The

sensitivity, specificity, positive predictive value, negative predictive

value for 12 weeks mortality according to HVAT cutoff value of

[11.0 s were 88.9, 66.7, 44.4 and 95.2%, respectively. Additionally,

in multivariate analysis using binary logistic regression analysis, odds

ratio of HVAT[ 11.0 s for 12 weeks mortality was 0.645 (Confi-

dence Interval, 0.440–0.948).

Conclusion: HVAT using a microbubble CEUS could be useful

method in prediction of 12 weeks short term mortality in acute hep-

atic dysfunction of alcoholic cirrhosis based on hemodynamic and

liver histology.

PP0009

The plasma homocysteine and its relative vitamins concentration
in patients with alcoholic liver disease in Taiwan

Jui-ting Hu1,2,3, Suh-ching Yang3, Hsin-yi Chen1, Yi-wen Huang1,
Sien-sing Yang1,2

1Liver Center, Cathay General Hospital Medical Center, Taipei,

Taiwan; 2School Of Medicine, Fu-Jen Catholic University College Of

Medicine, Taipei, Taiwan; 3School Of Nutrition And Health Science,

Taipei Medical University, Taipei, Taiwan

Background: Increasing evidences show that chronic alcohol con-

sumption triggers complex pathophysiological mechanisms that

contribute to development and progression of alcoholic liver diseases

(ALD). Among the mechanisms, abnormal homocysteine metabolism

plays an important role in ALD. Therefore, we aimed to investigate

the plasma homocysteine and its relative vitamins concentration in

patients with alcoholic liver disease (ALD) in Taiwan.

Methods: There were fifty patients with ALD (50 males) recruited

from Cathay General Hospital, and 49 age- and gender-matched

healthy adults (49 males) served as the control group in this study.

Venous blood (10 ml) of each subject was drawn into EDTA-con-

taining tube after an overnight fasting period of 8 h. We checked

biochemical analysis: plasma AST/ALT, bil(T), TG, cholesterol,

HDL-C, LDL-C, uric acid, and albumin, plasma folate, vitamin B12,

and homocysteine concentrations, erythrocyte GSH/GSSG ratio,

plasma TBARS concentration were measured in each patient and

control group and Child–Pugh classification. The GSH/GSSG ratio

was then calculated by dividing the difference between the total GSH

and GSSG concentrations (reduced GSH) by the concentration of

GSSG. GSH/GSSG = (total GSH–2GSSG)/GSSG. Lipid peroxida-

tion was quantitatively measured by measuring the concentration of

thiobarbituric acid reactive substances (TBARS) in plasma using the

method of Ohkawa et al. (Ohkawa et al. 1979) with minor

modifications.

Result: Patients with ALD showed significant higher plasma homo-

cysteine concentration but lower folate concentration. Besides the

significant lower erythrocyte GSH/GSSG ratio and higher plasma

TBARS concentration indicated the oxidative stress occurred in

patients with ALD. The negative correlation between plasma folate

and homocysteine was observed in all subject. And there was a

negative correlation between plasma homocysteine concentration and

erythrocyte GSH/GSSG ratio which indicated the impaired homo-

cysteine metabolism may disrupt the antioxidative status. When the

patients was classified according to the Child–Pugh score, patients

with Child–Pugh Class B and C showed higher plasma vitamin B12

concentration than that of patients without cirrhosis and patients with

Child–Pugh Class A.

Conclusion: The significant increased homocysteine concentration in

ALD subjects is consistent with previous reported. The negative

correction between homocysteine and folate was observed. There was

a negative correlation between homocysteine and GSH/GSSG ratio

which indicated the impaired homocysteine metabolism may disrupt

the antioxidative status. Impaired homocysteine metabolism was

observed in patients with ALD, besides VitB12 concentration may

reflect the degree of liver damage.

PP0010

The efficacy of entecavir antiviral treatment on patients
with HBeAg negative hepatitis B and alcoholic-related cirrhosis

Yeqiong Zhang1, Ka Zhang2

1Department of Infectious Disease, The Third Affiliated Hospital, Sun

Yat-Sen University, Guangzhou; 2Department of Infectious Disease,

The Third Affiliated Hospital, Sun Yat-Sen University, Guangzhou

Background: Antiviral treatment in simple hepatitis B cirrhosis is

still a difficult problem; hepatitis B with alcoholic-related cirrhosis

makes it more difficult. The efficacy of antiviral treatment on such

patients remains unclear. This study was undertaken to evaluate the

efficacy of entecavir on patients with HBeAg negative hepatitis B

virus and alcoholic-related cirrhosis.

Methods: The data of 82 HBeAg negative patients with crrhosis of

mixed etiology (hepatitis B virus and alcohol) were retrospectively

collected from patient profiles of the hospital. At the same time, we

chose 88 pure HBeAg negative hepatitis B cirrhosis patients as

control group. Both groups were treated orally with 0.5 mg of ente-

cavir every day according to the direction for 48 weeks. The age,

biochemical items, the Child–Pugh score, and HBV DNA level were

matched at baseline between the two groups and monitored during

treatment. Blood samples were collected at the baseline and at 4, 12,

24 and 48 weeks after the treatment. The serum HBV-DNA con-

centration and the negative conversion rate at different time points

were analyzed.

Result: No significant differences were found in biochemical items,

the Child–Pugh score, and HBV DNA level at baseline (P[ 0.05).

HBV DNA in the two groups decreased sharply. At week 4, the serum

HBV-DNA reductions were (2.53 ± 1.43) log10 IU/ml (2.78 ± 1.26)

log10 IU/ml in mixed etiology group and control group respectively,

there were significant differences when compared to baseline

(P\ 0.05), but the differences between the two groups were seen not

statistically significant (P[ 0.05). The negative conversion rate of

serum HBV DNA at 12, 24 week showed no statistical significance;

but after 48 weeks treatment, the Mixed Etiology group showed lower

virology negative conversion rate (69.6% vs 84.4%) and ALT nor-

malization rate (73.9% versus 89.1%), the differences were

statistically significant (P\ 0.01).

Conclusion: In HBeAg negative Hepatitis B and alcoholic-related

cirrhosis, the short-term efficacy of entecavir was similar to those who

were simply caused by hepatitis B. But as the treatment continues, the

antiviral treatment efficacy showed significantly weaker than simple

groups treatment.
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12-Month follow up of liver stiffness by transient elastography
in chronic alcohol users: a prospective cohort study

Phuripong Kijdamrongthum1, Apinya Leerapun1, Satawat
Thongsawat1

1Division of Gastroenterology and Hepatology, Department of

Medicine, Maharaj Nakorn Chiangmai Hospital, Chiang Mai

University, Chiang Mai, Thailand

Background: Chronic, excessive alcohol consumption is a major

public health problem. Abstinence results in better liver function and

regression of cirrhosis. Non-invasive method to confirm cirrhosis

regression should be used to encourage sustainable abstinence. We

aim to prove the use of transient elastography to follow up cirrhosis

regression.

Methods: Transient elastography was performed in chronic alcohol

users at entry the study and repeated at month 6 and 12 to detect the

change of liver stiffness. Other nutritional measures were also per-

formed alongside.

Result: 53 patients were included in the study. Mean liver stiffness at

entry was 8.4 ± 9.9 kPa (2.4–52.3). Comparison of data between at

entry and at month 6, we found significantly increased of liver stiffness

compared with baseline in non-abstinent group (10.1 ± 12.5 kPa vs.

7.7 ± 7.0; p = 0.02) but in abstinent group, the liver stiffness was not

change (8.5 ± 8.5 kPa vs. 8.3 ± 12.6 kPa; p = 0.06). Mean corpus-

cular volume (MCV) was also decreased significantly in abstinent

group (87.3 + 8.4 fL vs. 91.7 + 10.8 fL; p = 0.008). At month 12 we

found no significant difference of liver stiffness compared with baseline

in both abstinent and non-abstinent group. Liver stiffness tended to

decrease in abstinent group (10.1 ± 8.9 kPa vs. 12.6 ± 18.9 kPa;

p = 0.5) but in non-abstinent group liver stiffness tended to increase

(12.4 + 19.9 kPa vs. 7.4 + 7.3 kPa; p = 0.12). No difference of serum

albumin, mean corpuscular volume (MCV), body weight and tricep skin

fold compared with baseline in non-abstinent group but in abstinent

group, we found significantly increased of serum albumin (4.6 ± 0.3 g/

dL vs. 3.9 ± 0.5 g/dL; p = 0.038) and tended to decrease of MCV and

increased of body weight and tricep skin fold. Comparison of changes at

month 12 between abstinent vs. non-abstinent showed only change

of serum albumin that was statistically significant (p = 0.029). There

was no statistical significant difference in the change of hemoglobin,

white blood cell count, platelet, total bilirubin, triceps skin fold and liver

stiffness between the groups.

Conclusion: In abstinent group, liver stiffness and nutritional

parameters such as body weight and tricep skin fold also tended to

decrease and serum albumin was improved with statistical signifi-

cance when follow up at 12 month. The improvement of liver

stiffness and nutrition could be used as encouraging information for

further abstinence.

PP0012

Potential clinical prognostic factors in patients with alcoholic liver
diseases based on the prognosis score systems

Zhang Zhenzhen1, Cheng Hao1, Li Hailong2, Wang Yan1, Peking
University First Hospital

1Peking University First Hospital, Beijing; 2Lin He district Hospital,

Bayan nur City, Inner Mongolia

Background: Alcoholic liver disease is a leading cause of end-stage

liver cirrhosis worldwild and nowadays Maddrey discrimination

function (MDF) and age-bilirubin-INR-creatinine (ABIC) are used to

indicate not only the severity of AH but also the prognosis of patients.

Methods: To evaluate other more potential clinical prognostic factors

in patients with alcoholic liver diseases based on the prognosis score

systems (MDF and AIBC). We retrospectively analyzed 99 hospi-

talized patients with alcoholic liver disease from January 2001 to

December 2014. The 99 patients were divided into two groups

depending on MDF is greater than 32 or not, on ABIC is greater than

9 or not. The correlation regression analysis was carried out to

evaluate some laboratory items which are related to poor prognosis as

the potential prognostic factors.

Result: In the group of MDF greater than 32, the patients were elder,

the admission serum levels of GGT were lower, the B12 were higher.

In the group of ABIC score over 9, the patients’ serum levels of GGT

and HGB were both lower, the levels of folate were higher, and the

length of alcohol consumption is longer.

Conclusion: The gender, age, length of alcohol consumption, and the

admission values of GGT, MCV, HGB, serum level of folate, vitamin

B12 are closely related to prognostic score system and may be the

potential factors to predict the poor outcome.
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Madelung’s disease: a case report

Zhiying Xin1, Hui Gao1, Xiaoyu Wen1, Qinglong Jin1

1The First Hospital of Jilin Universitiy, Changchun

Background: Madelung’s Disease is a rare extrahepatic complication

in alcoholic liver cirrhosis.

Methods: Case: Here we reported a case of 45-year-old patient with

Madelung’s Disease. He presented with a 4-year history of intermit-

tent fatigue and abdominal distension and a 2-year history of

progressive enlargement of both breasts. 4 years ago, he was diag-

nosed with decompensated alcoholic cirrhosis in our hospital. In

recent 2 years, he has a significant increase in body weight about

20 kg. He had a long history of heavy alcohol consumption (about

120 g alcohol/day for more than 10 years). He denied a history of

viral hepatitis and a special medication. He has no family history.

Physical examination revealed central obesity (BMI 36.3 kg/m2),

telangiectasia in the face, Spider angiomas, liver palm and bilateral

breast enlargement. The multiple painless mass were noted mainly on

the neck, shoulder and upper trunk (see Fig. 1). Laboratory analyses

revealed reduced platelet, 91 9 109/L (\125); reduced cholinester-

ase, 3398 U/L ([4300) and albumin, 28.4 g/L ([40). The blood

glucose, blood lipid, thyroid function and renal function tests were all

unremarkable. Serologic tests ruled out viral hepatitis and autoim-

mune liver disease. Sex hormones tests showed that reduced

luteinizing hormone 0.88 IU/L (1.24–8.62) and elevated prolactin

22 pg/L (2.64–13.13). Testosterone, estradiol, follicle stimulating

hormone was normal. 3.0 T MR Enhancement Scanning revealed

cirrhosis and splenomegaly. Head MRI was normal. Mammary gland

ultrasound showed breast hyperplasia and fatty deposits. MRI showed

massive adipose tissue of the neck, shoulder and breast regions. A

clinical diagnosis of Madelung’s disease was made.

Result: Conclusion: Discussion: Madelung’s disease (also known as

benign symmetric lipomatosis) is a rare disorder of unknown cause. It

predominantly affects men between the ages of 30 and 60 years. The

diagnosis is primarily dependent on clinical history and characteristic

appearance. Since our patient was asymptomatic, no surgical treat-

ment was proposed. He was started on lipid-lowering therapy.

PP0014

Analysis of laboratory parameters of 273 patients with alcoholic
liver disease in Taizhou

Maocong Ye1

1Taizhou People’s Hospital, Nantong University, Taizhou

Background: To analyze the clinical and laboratory characteristics of

patients with alcoholic liver disease (ALD), and to evaluate the ap-

plication value of the existing guidelines in the diagnosis and clas-

sification of ALD.

Methods: The clinical data of 273 patients with ALD were retro-

spectively analyzed from January 2013 to December 2015 in the

Taizhou People’s Hospital, according to the �Guidelines for diag-

nosis and treatment of alcoholic liver disease (Edition 2010)�.

Result: Out of 273 cases, there were 49 patients with alcoholic fatty

liver (AFL), 141 with alcoholic hepatitis (AH) in and 83 with alco-

holic cirrhosis (AC) in. In 2013, 2014, 2015, The proportion of AC in

patients with cirrhosis was significantly increased (2.43, 2.87, 4.71%,

P\ 0.05). The mean age of patients with AC was (61.35 + 12.02)

years, significantly higher than patients with AFL (53.08 + 9.85) or

patients with AH (50.16 + 12.25) (P\ 0.05). The values of ALT,

AST, AST/ALT, MCV, TB, ALP, GGT, PT and PLT in Patients with

different types (AFL, AH, AC) of ALD, there were statistically sig-

nificant differences (P\ 0.05), but only TB[(12.37 + 5.99) mol/L,

(36.10 + 57.96) mol/L, (62.53 + 86.42) mol/L, P\ 0.05] and

PT[(11.29 + 1.18)*10^9/L, (12.05 + 2.58)*10^9/L, (16.19 + 5.02)

*10^9/L, P\ 0.05)] showed to associated with the progression

of ALD disease. The ratio of AST/ALT in patients with AC was

(1.95 + 1.18) significantly higher than that in patients with AFL

(0.94 + 0.43) and AH (1.13 + 0.98) (P\ 0.05). AST/ALT ratio

(OR = 2.545) and PT (OR = 1.332) were positively correlated with

disease stage in patients with AC and without cirrhosis. PLT

(OR = 0.998) and GGT (OR = 0.990) were negatively correlated

with disease stage.

Conclusion: The proportion of ALD or AC in patients with liver

diseases increased in the past few years. The laboratory indicators

recommended by the existing guideline have a partly value in the

diagnosis of ALD and assessment of the severity of the disease. The

values of TB and PT increased with the progression of ALD disease

(AFL, AH, AC). Increased ratio of AST/ALT has auxiliary function

only for diagnose of AC, not for diagnose of AFL and AH, so AST/

ALT ratio[2 should not be emphasized in the diagnosis of ALD.

PP0015

Liver diseases related mortality in the gastroenterology
department of a tertiary care centre in India (Ludhiana)

Amit Soni1, Vikramjeet s Sandhu2, Nirmaljeet s Malhi2

1SPS Hospital, Ludhiana, India; 2SPS Hospital, Ludhiana, India

Background: Liver related diseases is on rise since few decades, with

chronic liver disease (CLD) being the commonest. Liver transplan-

tation (LT) remains the best option for such patients. However, still

there is a wide gap in the demand and feasibility of LT especially in

Asia Pacific Region. The Aim of this study was to look for the

mortality related to liver disease in Punjab (India).

Methods: It was a hospital based study conducted in the department

of Gastroenterology and Liver diseases at a tertiary care centre in

Ludhiana (India). The past 3 years admission data (2012–2015) of the

department was reviewed and all cases pertaining to mortality were
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studied. Among them, patients with mortality due to Liver diseases

were identified.

Result: A total of 4339 patients were admitted and there were a total

of 270 mortality (6.2%). Out of these, 204 (75.5%) patients died due

to Liver related disease. Among 204 patients with liver disease related

deaths, 194 (95%) had established CLD.

Among 194 (178 males, 16 females) CLD related deaths, the mean

age was 53.6 (±12.12) years. The cause of death included Sepsis 74

(38.1%), Progressive liver failure 63 (32.4%), Upper GI bleed 35

(18%) and other unrelated causes 22 (11.3%). Main etiological factor

implicated for CLD among these patients included alcohol (80

patients), hepatitis C virus (61 patients), NAFLD (33 patients),

Hepatitis B (15 patients) and other causes including cryptogenic (32

patients) [many had more than one etiological factors]. 21 patients

had concomitant Hepatocellular carcinoma also.

Conclusion: Liver related diseases are the commonest cause of

mortality in gastroenterology department of tertiary care centre in

India. Among Liver diseases, CLD is the main culprit. Main pre-

sentation of CLD patients who died was sepsis and/or progressive

liver failure. Alcohol is the most frequent etiological factor for CLD.

PP0016

Burden of alcohol related admissions in the gastroenterology
department of tertiary care centre in India: time to wake up !!!

Amit Soni1, Rampratap Bundela1, Sandeep Nijhawan1

1SMS Medical college, Jaipur, India

Background: Alcohol has been notoriously famous since ages for

many ailments. In the recent decade there have been many reports,

both from india and abroad, expressing the rise in number of patients

admitted to hospitals with alcohol related illnesses. Most of the gas-

troenterologists are confronting with an increasing number of alcohol

related problems in their clinical practice. The purpose of this study

was to provide information regarding the burden of alcohol related

diseases in the gastroenterology department of a tertiary care centre in

Northern India.

Methods: In this hospital based study, we studied the case records of

all consecutive patients admitted, between September 2014 and

November 2014, in the Department of Gastrointestinal, of a tertiary

care centre in Northern India. A total of 1038 consecutive patients

([18 years) were identified. All the inpatients were categorised into

either alcohol related disease or alcohol unrelated disease.

Result: Mean age of the patients was 45.59 (± 14.54) years. The

male to female ratio was 2.4:1. Out of 1038 cases, 224 cases i.e.

21.5% were due to directly alcohol releated diseases. Alcohol related

admission among male patients contribute to 30.4% of all the

admissions. Of all the alcohol related admission, alcoholic liver dis-

ease (ALD) accounted for the majority (69.6%). Decompensated

ALD formed 13.1% of the total gastroenterology inpatient workload.

No female was diagnosed to have directly alcohol related disease.

Conclusion: This study provides evidence to suggest that alcohol

related diseases contribute a major share to the in-hospital admissions

in gastroenterology department.

PP0017

Diagnostic evaluation of serum golgi protein 73 (GP73)
for alcoholic liver cirrhosis among Chinese patients
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of Basic Medical Science, Peking University Health Science Center,
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Background: Alcoholic liver cirrhosis caused by long-term alcohol

uptake is the terminal stage of alcoholic liver disease. Golgi protein

73 (GP73) is a resident golgi transmembrane glycoprotein primarily

expressed in biliary epithelial cells but rarely in hepatocytes in normal

liver. GP73 had been suggested as a potential serum marker for the

diagnosis of hepatocellular carcinoma. However, we found that serum

GP73 levels have been significantly increased in liver cirrhosis. This

study aims to evaluate the diagnostic value of serum GP73 in patients

with alcoholic liver cirrhosis and to provide a theoretical basis for the

clinical diagnosis and progression evaluation of alcoholic liver

cirrhosis.

Methods: This cross-sectional study was approved by the Ethics

Committee of Beijing 302 Hospital and all the participants signed

informed consent forms. This study enrolled 19 alcoholic liver disease

patients without cirrhosis, 136 patients with compensated alcoholic

liver cirrhosis and 56 patients with decompensated alcoholic liver

cirrhosis. For all cases, the diagnosis was confirmed by pathologic

examination of the resected liver specimens according to the guide-

line of alcoholic liver disease. The area under the receiver operating

characteristic curve (AUROC) was used to evaluate the diagnostic

efficacies. Descriptive statistics for GP73 in the sample groups were

compared using box plot. All statistical analyses were performed

using SPSS21.0 software. All tests of significance were two-tailed and

P\ 0.05 was considered statistically significant.

Result: Serum GP73 levels were 55.26 ± 6.25 ng/mL in alcoholic

liver disease without cirrhosis, 183.41 ± 7.84 ng/mL in compensated

alcoholic liver cirrhosis, and 196.71 ± 10.87 ng/mL in decompen-

sated alcoholic liver cirrhosis (P\ 0.001) (Figure 1A). The AUROC

was 0.934 (95%CI: 0.892–0.964) (P\ 0.001) for GP73 in compen-

sated alcoholic liver cirrhosis. The optimal cut-off value was

75.18 ng/mL, with a sensitivity of 87.79% and specificity of 94.44%.

The AUROC was 0.926 (95%CI: 882–0.958) (P\ 0.001) for APRI in

compensated alcoholic liver cirrhosis. The AUROC was 0.960

(95%CI: 0.923–0.982) (P\ 0.001) for FIB4 in compensated alco-

holic liver cirrhosis (Figure 1B).

Conclusion: The levels of serum GP73 in patients with compensated

alcoholic liver cirrhosis were significantly higher than that in alco-

holic liver disease patients without cirrhosis. The AUROC showed

that GP73 had a high diagnostic value for compensated alcoholic liver

cirrhosis. With the progress of the disease, serum GP73 levels in

decompensated alcoholic liver cirrhosis patients further increased.

PP0018

Increased NLRC4 inflammasomes and their correlations
with disease activity in Autoimmune hepatitis

Lifeng Wang1, Ke Zhang1, Fu-Sheng Wang1

1Beijing 302 Hospital, Beijing

Background: Inflammasomes are molecular platforms that sense the

infection or danger signals of cells, which can be divided into NOD-

like receptor (NLR) family and absent in melanoma 2 -like receptor

(ALR) family. Recently, the activation and function of inflamma-

somes have been reported in various of autoimmune diseases. Here,

we investigated whether inflammasomes are also involved in the

pathogenesis and progression of autoimmune liver diseases (ALDs).

Methods: Expressions of inflammasome components at the mRNA

and protein levels in the peripheral blood mononuclear cells (PBMC)

from patients with primary biliary cirrhosis, autoimmune hepatitis,

overlap syndrome (OS) and healthy controls were investigated by

quantitative real-time transcription PCR and Western blot, respec-

tively. Correlations between NLRC4 inflammasome components’

expression and clinical disease progression were investigated.

Expressions of NLRC4 inflammasomes before and after treatment in

the patients with AIH were also analyzed and compared.

Result: Our study showed that expressions of NLRC4 inflamma-

somes were significantly increased in PBMC from patients with AIH

compared with PBC, OS and healthy controls. While, there was no

different among those groups for other inflammasomes, such as

NLRP1, NLRP3, NLRP6 and AIM2. Further investigation found that

expressions of NLRC4 inflammasomes were positively correlated

with the AIH disease activity, and immunosuppressive glucocorticoid

treatment significantly corrected with the deregulation of NLRC4

inflammasomes.

Conclusion: These results indicated NLRC4 inflammasomes specif-

ically involved in patients with AIH, and might provided an important

therapeutic target for the treatment of AIH in the future.

PP0019

Disease spectrum of alcoholic liver disease in Beijing 302 hospital
from 2002 to 2013: a large tertiary referral hospital experience
from 7422 patients

Ang Huang1,2, Binxia Chang1, Yin Sun1, Huiming Lin1, Baosen
Li1, Guangju Teng1, Zheng-sheng Zou1,2

1Center of Non-infectious Liver Diseases, Beijing 302 Hospital,

Beijing; 2Institute of Alcoholic Liver Disease, Beijing 302 Hospital,

Beijing

Background: Alcohol consumption in China has substantially

increased over the last three decades and the number of patients with

alcoholic liver disease (ALD) is rising at an alarming rate. However,

accurate and representative data on time trends in its hospitalization

rates are not available. The aim of this study is to assess the current

status and burden of ALD in China by analyzing the data from a large

tertiary referral hospital, Beijing 302 Hospital.

Methods: Data were retrospectively recorded from patients diag-

nosed as ALD in Beijing 302 Hospital from 2002 to 2013. The disease

spectrum and biochemical parameters of each patient were collected.

Result: The patients with ALD accounted for 3.93% (7422) of all

patients (188902) with liver diseases between 2002 and 2013. The

number of patients hospitalized with ALD increased from 110 in 2002

to 1672 in 2013. The ratio of patients hospitalized with ALD to all
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patients hospitalized with liver diseases was rising almost continu-

ously and increased from 1.68% in 2002 to 4.59% in 2013. Most

patients with ALD were male. Age distribution of ALD hospitaliza-

tion showed that the highest rate was in 40- to 49-year-old group in

subjects. Notably, the annual proportion of severe alcoholic hepatitis

(SAH) increased 2.43 times from 2002 to 2013. We found the high-

est levels of MCV, the AST/ALT ratio, TBIL, INR, and ALP in SAH

patients, while serum levels of HGB, ALB, and CHE were signifi-

cantly decreased in SAH group. Among these ALD, the SAH patient

population has the worst prognosis. Alcoholic cirrhosis (ALC) is the

most common ALD, and annual admissions for ALC increased sig-

nificantly during the analyzed period.

Conclusion: The number of hospitalized patients with ALD and the

annual hospitalization rate of ALD were increasing continuously in

Beijing 302 hospital from 2002 to 2013. More attention should be

paid to develop population-based effective strategy to control ALD.

PP0020

Evaluation of clinical features and prognostic scoring for severe
alcoholic hepatitis

Ran Utsunomiya1, Takeshi Matsui1, Jong-Hong Kang1, Yasushi
Yamamoto1, Kunihiko Tsui1

1Teine Keijinkai Hospital, Sapporo, Japan

Background: Severe alcoholic hepatitis (SAH) is a life-threatening

liver disease. Though there are some prognostic scoring systems of

SAH, their effectiveness has not been sufficiently proven. In this

study, we aimed to clear clinical features in SAH patients and eval-

uate prognostic scoring systems.

Methods: From January 1998 to June 2016, 10 SAH patients with

severe alcoholic hepatitis were evaluated. We reviewed the patients

retrospectively for clinical features of the patients, association

between the clinical course and scoring systems, the period of non-

drinking and the rate of drinking recurrence. We used three scoring

systems, MDF (Maddrey modefided Discrimination Function),

MELD (Model for End-Stage Liver Disease Score) and JAS (Japan

Alcoholic hepatitis score). SAH was defined in past reports as over 32

in MDF, 18 in MELD and 10 in JAS.

Result: Of the ten patients, seven female and three male, and the

median age was 53 years old. The average alcohol intake was 144 g

per day, and the median duration of alcohol use was 21 years. Their

blood tests showed the following data (median): WBC17790/ll, AST

153U/, cGTP578U/l, T-Bil 9.2 mg/ml, and PT 44.1%. Five SAH

patients underwent steroid therapy and the remaining five patients

were treated with conservative measures. One patient died and seven

of the nine surviving patients relapsed into drinking again. Four

patients started drinking within a year. One patient started drinking

15 months after treatment and had a recurrence of SAH. The number

of patients were diagnosed with SAH on the scoring systems were

seven in MDF, five in MELD and six in JAS. Four SAH patients who

satisfied two or three scoring systems underwent steroid therapy.

Three patients were diagnosed with SAH by all systems and one of

them died due to SAH.

Conclusion: In this study SAH was more common in females and

also in the patients who had a long period of sustained drinking. Many

SAH patients could not stop drinking alcohol. The patients who were

diagnosed with SAH by all three scoring systems had a higher mor-

tality rate. We could not evaluate accurately the severity of alcohol

hepatitis using only one scoring system.

PP0021

Aldehyde dehydrogenases-2 rs671 polymorphism is associated
with the corticosterone levels in human alcohol metabolism
kinetics

Shuang Shao1, Ruihong Wu1, Chunyan Liu1, Xiaomei Wang1, Bin
Gao2, Junqi Niu1, Yanhang Gao1

1The First Hospital of Jilin Universitiy, Changchun; 2Laboratory of

Liver Diseases, National Institute on Alcohol Abuse and Alcoholism,

National Institutes of Health, Bethesda, MD, 20892, USA

Background: Alcohol-metabolizing enzymes, alcohol dehydrogenase

(ADH) and aldehyde dehydrogenase (ALDH), are responsible for the

metabolism of ethanol. Certain genetic variants-particularly ALDH2

rs671 alleles may lead to an accumulation of acetaldehyde during

alcohol metabolism, which can result in subjective and objective

effects. Subpopulations of Asians show polymorphism with loss-of-

function mutations in ALDH2. Some studies suggested acetaldehyde

can inhibit T cell response, while corticosterone has strong

immunosuppressive effect. We evaluated the effect of ALDH2 defi-

ciency on production of corticosterone in human alcohol metabolism.

Methods: Sixty healthy men were enrolled in the study, and the

average age was 28.3 years. ALDH2 rs671 gene polymorphism was

detected by pyrophosphate sequencing. The subjects intaked alcohol

at 0.4 g/kg in the fasting state. The blood was collected respectively at

0, 10, 20, 30, 45, 60, 75, 90, 120, 150, 180, 210, 240 min. The cortisol

concentration was measured by cortisol kit (R&D SYSTEMS) at the

above time points. Statistical software was used to analyze corticos-

terone levels.

Result: In 60 subjects, the group of G/A genotype (ALDH2

heterozyous deficiency) was for 18 cases, and the group of G/G

genotype (wild type) for 32 cases. At 0–10 min, corticosterone levels

in two groups both began to increase, but no difference in them. At

10–60 min, corticosterone levels in two groups showed a decline

trend. However, after 60 min, corticosterone level incereased expo-

nentially in ALDH2 G/A group, while it showed a steady increase in

ALDH2 G/G group. At 180 min, corticosterone levles in both groups

reached to the peak, but the level in ALDH2 G/A group was higher

(P\ 0.05).

Conclusion: ALDH2 deficient individuals with chronic alcohol

consumption may have higer corticosterone levels, while long-term

high levels of corticosterone can suppress the immune system,

especially T cell response, which might have a strong influnce on

incidence and development in chronic liver disease, whether viral

liver diseases or non-viral liver diseases.

PP0022

Deciphering the role of genetic alterations in alcohol metabolizing
and Cyp2E1 genes in the pathogenesis of alcoholic liver disease
in ethnically distinct northeast indian population
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Background: Susceptibility to alcoholic liver disease (ALD) and

severity occurs in a sub-population of chronic alcoholic subjects

indicating the role of host genetic factors in the events. Oxidative

detoxification of alcohol is mainly metabolized by two enzymes

alcohol dehydrogenase (ADH) and acetaldehyde dehydrogenase

(ALDH) that exhibit genetic polymorphisms influencing the rate of

alcohol detoxification; and along with cytochromeP450 2E1

(CYP2E1) gene alterations may lead to increased ROS and oxidative

stress in the liver leading to ALD. Aim: To study the genetic pre-

disposition of ethnically distinct Northeast Indian population to ALD

with special reference to alcohol metabolization and Cyp2E1 genes.

Methods: Whole blood samples were collected from clinically

characterized ALD cases (as per the guidelines of AASLD and ACG

practice) [CLD = 110,cirrhosis = 40] and alcoholic without liver

disease cases [n = 93] with all biochemical, clinical and liver stiff-

ness score (LSM, by Fibroscan420 analysis, Abott, India) data; along

with age, sex and residence matched healthy controls (n = 274) with

informed consent. DNA was extracted by the standard phenol chlo-

roform method, then Cyp2e1 and ADH3 genotype variability analysis

was done by the PCR–RFLP method. Genotype variability analysis of

ADH2 and ALDH2 was performed by CTPP-PCR method. Statistical

data analysis was performed by SPSS software.

Result: Distribution of variant cyp2e1 (RsaI) genotype was signifi-

cantly associated with the increased risk of CLD [OR = 11.30,

p\ 0.001] and cirrhosis [OR = 14.125, p\ 0.001] development

compared to controls. The presence of variant cyp2e1 (RsaI) genotype

also resulted in increased risk of cirrhosis compared to AWLD and

CLD cases, and CLD compared to AWLD cases. The presence of

ADH2*2 genotype was found predominant in the population cohorts,

and higher variant ADH2 genotype frequency resulted in increased

risk of cirrhosis in ALD cases compared to AWLD and controls. The

presence of lower ADH3 wildtype genotype was found to increase the

risk of ALD development, most significantly cirrhosis [OR = 10.580,

p\ 0.001], compared to healthy controls. ALDH2 variant genotype

distribution was found uncommon [4/517, 0.77%] in our study

cohorts; but was significantly higher in cirrhosis (p\ 0.001) com-

pared to other groups. Within the groups, cyp2E1variant genotype and

ADH2*2 genotype was associated with higher LSM score in both

cirrhosis and CLD groups.

Conclusion: This study indicates that genetic alterations in alcohol

metabolization genes and Cyp2E1 genes plays an important role in

both ALD susceptibility and severity in ethnically distinct northeast

Indian population; and may be utilized as prognostic genetic markers

for early stratification of genetically predisposed ALD cases with

possible clinical interventions, thereby limiting both morbidity and

mortality associated with ALD severity.

PP0023

Comparison of non-invasive fibrosis estimation scores to predict
the outcome in decompensated alcoholic cirrhosis patients

Sachin Ramesh Chaudhari1, Neha Nigam1, Chhagan Bihari
Sharma1, Archana Rastogi1

1Institute of Liver and Biliary Sciences, New Delhi, India

Background: Worldwide, alcoholic liver disease is one of the most

common liver diseases. Various indirect measures like imaging

studies, serum biomarkers and scoring systems are available for

assessment of fibrosis. Fibrosis is major determinant of clinical out-

come in cirrhosis patients.

Methods: We analyzed 158 alcoholic cirrhosis patients who were

admitted at Institute of Liver and Biliary Sciences, New Delhi from

Jan-2015 to Dec 2015. Various scores for indirect assessment of

fibrosis were calculated with available biochemical parameters. Fol-

low up was done and mortality was taken as the end point.

Result: Mean age was 43.86 ± 9.03 years. A total of n = 12 patients

died during follow up. Median follow up was 7.5 months

(5–21 months). The FIBRO-Q, FIB4 and Kings score had AUROC

more than MELD score [FIBRO-Q 0.850, p\ 0.001 (95% CI,

0.76–0.93); FIB4 0.825, P\ 0.001 (95% CI 0.71–0.93); Kings score:

0.819, P\ 0.001 (95% CI 0.70–0.93). All these three scores had p

value \0.001. MELD had AUROC 0.70 (95% CI 0.53-0.87) with p

value 0.02 to estimate mortality. The other scores like APRI, Cir-

rhosis discriminate score, AST/ALT Ratio, Goldberg University

cirrhosis index, Fibrosis Cirrhosis Index and Fibrosis index had

AUROC values 0.74, 0.73, 0.65, 0.54, 0.77, 0.66 & 0.74 respectively.

The AUROC of percentage area of fibrosis on biopsy was 0.48 (95%

confidence intervals 0.29–0.67).

Conclusion: We concluded that FIBR Q, FIB4 and Kings Score are

better than MELD score and percentage area of fibrosis on biopsy for

prediction of mortality in Decompensated alcoholic cirrhosis Patients.

PP0024

Predictors of 90 day mortality in severe alcoholic hepatitis :
experience with 85 patients at a tertiary care center

Ravi Baldev Daswani1, Ashish Kumar1, Shrihari Anikhindi1,
Praveen Sharma1, Naresh Bansal1, Vikas Singla1, Anil Arora1

1Sir Ganga Ram Institute of Post Graduate Medical Education and

Research, New Delhi, India

Background: Severe alcoholic hepatitis (SAH) is a dreaded illness

with high mortality. There are only few studies which have evaluated

and compared the various severity indices in SAH especially in Indian

population. We analysed patients with SAH admitted to our Institute

and compared various biochemical and severity indices in predicting

90 day mortality.

Methods: We retrospectively analysed patients with SAH (defined as

modified discriminant function [mDF] C 32) admitted from March

2015 to February 2016 to our Institute. All patients were administered

standard treatment according to various established guidelines for

SAH. 90 day mortality was determined in all patients with help of

indoor records, follow up visits or telephonic interviews.

Various hematologic, biochemical and severity indices including

mDF, Child–Turcotte Pugh (CTP), model for end stage liver disease

(MELD), Glasgow Alcoholic Hepatitis score (GAHS) and Age

Bilirubin, International Normalised ratio, Creatinine (ABIC) scores

were compared between survivors and patients who died.

Result: A total of 85 patients (97% males, median age 39.8 years

[range 19–62 years]) were included in our study. The median mDF,

MELD and CTP scores were 73.7 (32–212), 28.2 (11.2–40) and 9.7

(6–14) respectively. 26 patients (31%) died within 90 days of

admission among which 15 (58%) had in-hospital mortality. The

patients with mortality had lower serum Calcium (7.6 vs 8.2 mg/dl,

p = 0.04) and albumin (2.0 vs 2.5 gm/dl, p = 0.004). The mDF,

ABIC and GAHS scores were comparable. However in the mortality

group MELD (28.6 vs 25.6,p = 0.05) and CTP (12 vs 11, p = 0.01)

scores were significantly higher.

Conclusion: One-third of patients with SAH succumb to their illness

within 3 months of presentation; with majority among these having

in-hospital mortality. Among biochemical parameters, serum calcium

and serum albumin; while among the severity indices CTP and

MELD scores are of valuable predictors of 90 day mortality
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Depletion of metallothionein aggravates alcoholic liver injury
by regulating oxidative burst of neutrophils

Haixia Cao1, Yong He2, Mingjiang Xu2, Zhou Zhou2, Yan Cai2,
Bin Gao2, Jiangao Fan1

1Xinhua Hospital Affiliated to Shanghai Jiaotong University School

of Medicine, Shanghai; 2NIAAA, NIH, Bethesda, USA

Background: Metallothionein (MT), associated with oxidative stress,

is involved in the pathogenesis of alcoholic liver disease. However,

the potential mechanism is not well elucidated. This study investi-

gates how MT affects neutrophil related oxidative stress in the

development of alcoholic liver disease.

Methods: Mice were fed an ethanol diet for 10 days followed by

binging a single dose of ethanol. Liver injury was measured by ALT

and AST. The expression of MT was examined by PCR and IHC. MT

WT or KO mice were administrated to NIAAA model. Numbers of

peripheral neutrophils were measured and hepatic neutrophils were

stained by MPO. ROS, MDA and 4-HNE were investigated as marker

as oxidative stress.

Result: In mice, ethanol feeding elevated MT expression in liver and

neutrophils. Genetic deletion of the MT gene exacerbated ethanol-

induced hepatic injury, neutrophil infiltration, reactive oxygen species

(ROS). Compared to WT mice, MT KO mice had much more neu-

trophils infiltration in liver injury. There were more 4-HNE and MDA

positive cells in WT KO mice after binge.

Conclusion: MT is an important regulator to block neutrophil infil-

tration in alcoholic liver disease by regulating oxidative stress. MT

could be a novel therapeutic target for this disease.

PP0026

Association of socioeconomic status and alcoholic liver disease:
a national worldwide study

Hye Bo Kim1, Sun Young Ko2, Ji Yeol Yang3, Hee Bok Chae4

1School of Medicine, Chungbuk National University, Cheongju,

Korea; 2Department of Internal Medicine2, Konkuk University

School of Medicine, Chungju, Korea; 3Division of Gastroenterology

and Hepatology, Chungbuk National University Hospital, Cheonju,

Korea; 4Department of Gastroenterology and Hepatology, Chungbuk

National University Hospital, Cheongju, Korea

Background: We assumed the people in low socioeconomic status

(SES) tended to drink alcohol and they did not receive proper treat-

ment for their problematic behavior and physical illness in time. We

aimed to determine the impact of socioeconomic status on the inci-

dence and severity of alcoholic liver diseases.

Methods: We performed a retrospective, cross-sectional study for

National Health Insurance Corporation members. The number of

subjects was 10,25,340. We followed them for 10 years from 2003 to

2012. But we actually counted their visits to health providers. Their

total visiting occurrences were 54,300,245 during that period. We

divided these members into 11 classses according to their monthly

income. We named lower income for 0, 1 and 2 classes, also higher

income for 9 and 10 classes. The severe alcoholic liver disease con-

sists of alcoholic hepatitis, alcoholic fibrosis and alcoholic cirrhosis.

The mild alcoholic liver disease is alcoholic fatty liver.

Result: (1) The incidence of liver disease was not diffent between

higher income and lower income. (p = 0.85).

(2) Incidence of alcoholic liver disease was higher in lower income

than in higher income. (OR 1.78, p\ 0.001)

(3) Incidence of severe alcoholic liver disease was higher in lower

income than in higher income. (OR 1.63, p\ 0.001)

Conclusion: The impact of alcoholic liver disease in lower SES

people was more and severe than in higher SES. The government

should pay attention to alcoholic problem especially in lower SES

people, and should provide a plan for self-help program

PP0027

A case of Zieve’s syndrom

Miaoxia Liu1, Mengru Zhan1, Fei Peng1, Yijie Zheng2, Xiaoyu
Wen1, Junqi NIU3

1The First Hospital of Jilin Universitiy, Changchun; 2Medical

scientific affairs, Abbott Diagnostics, Shanghai; 3The First Hospital of

Jilin University, Changchun, Korea

Background: Zieve’s syndrom is a rarely diagnosed disease, for the

unawareness of the physisians and it has been reported mostly in non-

English speaking western countries. It is a triad of transient hyper-

lipidemia, Coombs’ test negative hemolytic anemia and cholestatic

jaundice, resulted from alcoholic intoxication.

Methods: Here we report a recent case in our hospital. A 30-year-old

female presented with fatigue, dark yellow eyes and urine for four

months was diagnosed with hemolytic anemia in local hospital, after

auxilliary examination including osteostixis was performed. She was

prescribed a two months dose of oral prednisolone acetate tablets, but

she continued to drink alcohol. Her symptoms did not relieved but

aggravated. She immediately went to our hospital for further treat-

ment. Physical examination was characterized by anemia, jaundice

and hepatosplenomegaly. Osteostixis was performed again, suportting

the diagnosis of hemolytic anemia. Coombs’ test: negative. At the

same time,liver function was obviously abnormal with elevation of

alanine aminotransferase,conjugated bilirubin, gamma-glutamyl

transpeptidase and alkaline phosphatase. We ruled out viral hepatitis,

non-hepatotropic virus infection, autoimmune liver disease, metabolic

liver disease. And we performed liver biopsy, the result showed mild

fatty degeneration, Mallory corpuscle (which usually presented in

alcoholic liver disease) and cholestasis. She also had a transient

triglyceride. Most importantly,she had been drinking heavily for

recent 2 years.

Result: Thus,we diagnosed the patient with Zieve’s syndrome. After

alcohol abstinence and other symptomatic treatment, the patient

recovered 2 months later.

Conclusion: Zieve’ syndrome is a special alcoholic liver disease

accompanied by hemolytic anemia. Glucocorticoid is not so sensitive

to the hemolytic anemia in this syndrom while abstinence from

alcohol remains the only known effective treatment. Therefore,

physisians should recognize the triad for a better understanding and

appropriate treatment of the disease.

Hepatol Int (2017) 11 (Suppl 1):S1–S1093 S205

123



PP0028

Ginsenoside Rg1 protects hepatocytes against alcohol-induced
injury through inhibition of inflammation and hepatocellular
apoptosis

Cheng Yang1, Jiajun Li1, Shu Liu1, Wenxiang Huang1

1Department of Infectious Diseases, The First Affiliated Hospital of

Chongqing Medical University, Chongqing

Background: Alcoholic liver disease (ALD) is one of the leading

causes of morbidity and mortality among all hepatic disorders, and

has become a critical health problem in China. Despite the high

incidence of alcoholic hepatitis, there is no effective treatment so far;

therefore, new therapeutic strategies are in urgent need currently.

Ginsenoside Rg1 (G-Rg1), one of the active ingredients in Panax

ginseng, could attenuate alcohol-induced hepatic damage as described

previously, however, the underlying mechanisms are not fully

elucidated.

Methods: L-O2 cells were incubated with ethanol to mimic ethanol

induced hepatocytes damage in vitro and were then treated with

G-Rg1. Rats were intragastrically injected with ethanol to establish

alcoholic hepatitis model in vivo, and were intervened with G-Rg1

orally. Serum level of biochemical parameters and cytokines were

determined by ELISA. mRNA and protein levels were measured by

quantitative PCR and western blot assay, respectively. Hepatocellular

apoptosis were assessed by TUNEL staining.

Result: Serum biochemical parameters, including alanine amino-

transferase (ALT), aspartate aminotransferase (AST) and total

bilirubin (TBIL), as well as nuclear factor kappa B (NF-jB) pathway-

associated inflammatory cytokines, such as IL-6, TNF-a and IL-1b,

were elevated in response to alcohol, and were significantly decreased

by G-Rg1 treatment. Consistently, NF-jB pathway activation was

abrogated by the treatment with G-Rg1. G-Rg1 also decreased

oxidative stress by inhibiting cytochrome P450 2E1 (CYP2E1)

expression and reactive oxygen species (ROS) generation, as well as

promoting the production of glutathione (GSH). Furthermore, G-Rg1

inhibited the expression of caspase 3/8 which might be correlated

with decreased apoptosis of hepatocytes.

Conclusion: G-Rg1 could prevent excessive inflammation and hep-

atocellular apoptosis, which further contribute to the protective role of

G-Rg1 in alcoholic hepatitis.

PP0029

Long- and short-term predictive factors of death
or transplantation of severe alcoholic hepatitis patients treated
with prednisolone
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Background: Corticosteroids have been shown to significantly

decrease short-term mortality in severe alcoholic hepatitis with

Maddrey’s discriminant function (mDF) score C32. However, inde-

pendent factors associated with unfavorable short- and long-term

outcome are not well-known. The aim of this study was to investigate

independent predictive factors associated with death or liver trans-

plantation in patients with severe alcoholic hepatitis treated with

prednisolone

Methods: A total of 101 consecutive patients treated with pred-

nisolone for severe alcoholic hepatitis (mDF score C32) between May

2004 and May 2014 were evaluated retrospectively.

We investigated the survival at 28 treatment day and assessed

the risk factors of death or transplantation by logistic regression

analysis.

The long-term prognosis was analyzed by using the Kaplan–Meier

with log-rank test and the Cox proportional hazards regression.

Result: The median age of the patients was 48 years (range, 24–73),

and 75 (74.3%) patients were male. During initial 28 days, 10 patients

(8.2%) died, 8 (7.5%) received a liver transplant.

Low platelets, increased prothrombin time, elevated r-GT, model

for end-stage liver disease (MELD) score, mDF at 7 days, and the

absence of early change bilirubin levels (ECBL) at 7 days were

predictive factors by univatiate analysis. In logistic regression,

absence of ECBL (HR, 5.548; 95% CI, 1.508–20.407, p = 0.010),

mDF of C72 (HR, 3.238; 95% CI, 1.169–8.972, p \ 0.001) were

associated independently with significantly high risk of death or

transplantation.

In the survived 83 patients without transplantation after 28 days,

the median follow-up, 18.0 months was assessed by Kaplan–Meier

method and 50%-cumulative loss of organ was estimated 17.2

months.

The absence of ECBL and mDF of C72, also showed the strong

predictive power for long-term prognosis.

There are no significant differences of final outcome according to

the length of steroid therapy (\4 weeks; 4–8 weeks; [8 weeks),

although K–M curves initially showed a prominent distance between

4 and 8 week therapy and over-8 week therapy, especially from 24
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months to 48 months. (Fig. 2) The history of liver cirrhosis, and varix

did not showed the significant association with prognosis. Then these

results might imply that abstention from drink should be the most

important treatment for favorable outcome.

Conclusion: The absence of ECBL and mDF[72 were independent

strong predictive factors of short- and long-term prognosis in patients

with severe alcoholic hepatitis treated with prednisolone. The suffi-

cient assessment of liver transplantation might be warranted in those

patients.

The abstention from drink could be the most important treatment

for favorable long-term outcome of severe alcoholic hepatitis.

PP0030

The study of Kupffer cell polarization in patients
with autoimmune hepatitis

LIping Guo1, Lu Zhou1, Bangmao Wang1

1Tianjin Medical University General Hospital, Tianjin

Background: Liver is the main site of human innate and radaptive

immunity. Kupffer cells play an important role in the liver innate

immune response. Activated Kupffer cells were visible in the portal

area and interface hepatitis section of AIH patients. It is considered

that different environmental signals can stimulate macrophage

transform to M1 type and/or immune regulatory M2 type. The

functional phenotype of macrophage in AIH is still not clear.In this

study,we first explored and revealed the main function type of mac-

rophages in AIH patients.

Methods: 5 of AIH patients, 6 controls with other liver diseases and 5

hepatic cyst patients were selected in Gastroenterology Department of

Tianjin Medical University General Hospital between January 2015

and January 2016. Ultrasound guided liver biopsy were processed to

get a 1.5 cm long liver tissue. The activation and polarization of

macrophages in all subjects’liver tissues were detected by immuno-

histochemistry and immunofluorescence staining. Further RT-PCR

method was used to detect and verify the related surface markers and

cytokines in the liver tissues. This study was approved by the hospital

ethics committee (IRB2015-YX-002), all patients were informed

consent.

Result: (1) The number of macrophages in AIH patients increased:the

absolute counts of CD68 positive cells in AIH patients increased

significantly (P = 0.034,0.034). (2) M2 type macrophages relatively

low-grade expressed in AIH patients:CD206 expression of fatty liver

patients were signicifantly higher than AIH patients and hepatitis B

virus patients,with significant statistical differences (all P\0.05); IL-

10 expression of AIH patients was significantly higher than that of

patients with hepatitis B virus, the difference was statistically sig-

nificant (P \ 0.05). (3) M1 type macrophages relatively over-

expressed in AIH patients: there were CD68 and iNOS co-expressed

M1 type macrophages in AIH patients and hepatitis B virus patient-

s,and there were rare CD68 and iNOS co-expressed M1 type

macrophages in fatty liver patients and liver cyst patients;TNF-a
expression of AIH patients and hepatitis B virus patients were sig-

nificantly higher than patients with fatty liver patients,the differences

were statistically significant (all P\ 0.05); iNOS expression of AIH

patients and hepatitis B virus patients were significantly higher than

that of patients with fatty liver,the differences were statistically sig-

nificant (all P\0.05); IL-1bexpression of AIH patients and hepatitis

B virus patients were significantly higher than that of patients with

fatty liver (1.76 ± 1.42), the differences were statistically significant

(all P \ 0.05), IL-1bexpression of hepatitis B virus patients was

higher than that of AIH patients (P\ 0.05).

Conclusion: M1 macrophages over-expressed and played a major

role in the inflammatory reaction and liver damage of AIH patients.

PP0031

Whole-exome sequencing study in pedigrees of primary biliary
cirrhosis

Shuai Zhang1, Jun Tie1, Ying Han1

1Division of Hepatology, Xijing Hospital of Digestive Diseases, The

Fourth Military Medical University, Xi’an, 710032, Shaanxi Province
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Background: Accumulating evidence reveals that abundant genetic

factors have been involved in the pathogenesis of primary biliary

cirrhosis (PBC). The genetic predisposition of PBC is illustrated by

the higher familial incidence among siblings, which is also demon-

strated by high concordance rate among monozygotic twins. The

advent of Genome-wide association studies (GWASs) has brought

multiple complex diseases to a new perspective of profound under-

standing. Although six large scale studies performed around the world

have identified more than 20 risk loci besides human leukocyte

antigen (HLA) in correlation with PBC, the limitation in regard to

sample availability and statistical power has put us into a puzzled

state of incomplete understanding of the sophisticated genetic

underpinning of the pathogenesis of PBC. Considering all the defi-

ciencies in comprehension of genetic milieu and particular familiar

aggregation of PBC, we choose four pedigrees of PBC patients

struggling to identify some risk loci pertaining to the susceptibility of

the pathogenesis of the disease or the regulation of specific PBC-

related phenotype.

Methods: We performed whole-exome sequencing (WES) in four

families of more than two patients diagnosed with PBC. In addition,

we respectively performed Sanger sequencing in 172 unrelated

patients to validate the availability of the loci found in the familial

studies.

Result: The cornerstone of the project we designed is to identify

some genes shared by at least two families. In line with our expec-

tation, 12 risk loci in different genes have been discovered in WES.

Subsequently, to assess the frequency of OR4C3 polymorphisms

rs75493089 and rs74589050, ANO2 polymorphisms rs17788563,

OBP2A InDel rs112851559 in patients, we performed Sanger

sequencing in 172 unrelated PBC patients. Disappointed, OR4C3

polymorphisms rs75493089 and rs74589050, ANO2 polymorphisms

rs17788563, OBP2A InDel rs112851559 occur with the similar fre-

quency in PBC patients compared with statistics from 1000

GENOMS. To our surprise, OBP2A InDel rs112851559 may be

correlated with specific PBC-related autoantibodies under preliminary

analysis.

Conclusion: OR4C3 polymorphisms, ANO2 polymorphisms, OBP2A

InDel occur with similar frequency in PBC patients compared with

statistics from 1000 GENOMS, but OBP2A InDel may be involved in

the regulation of specific PBC-related phenotypes which need further

verification.

PP0032

Increased activation and hepatic accumulation of mucosal-
associated invariant T cells in patients with primary biliary
cholangitis

Xiang Jiang1, Min Lian1, Xiong Ma1

1Division of Gastroenterology and Hepatology, Renji Hospital,

School of Medicine, Shanghai Jiao Tong University, Shanghai

Institute of Digestive Disease, Shanghai

Background: Mucosal-associated invariant T (MAIT) cells are novel

innate-like T cells, which have antibacterial capacities and are enri-

ched at mucosal sites especially in the liver. MAIT cells have been

implicated to serve as significant players in many autoimmune dis-

eases. Primary Biliary Cholangitis (PBC) is a chronic autoimmune

cholangitis in which T cells are most frequently present around

damaged bile ducts in the liver. Whether MAIT cells contribute to the

pathogenesis of PBC remains unknown.

Methods: The phenotype and cytokine production of circulating

MAIT cells were evaluated in 50 UDCA-treatment naive PBC

patients and 53 normal controls. The localization of MAIT cell in the

liver was examined using specific MR1-6-HM tetramer staining. The

alteration on the characteristics of MAIT cell was assessed before and

after UDCA treatment in 15 PBC patients.

Result: In this study, we revealed for the first time that PBC patients

had perturbed MAIT cells in PBC. First, circulating MAIT cells were

more activated in PBC patients than healthy controls (HC), associated

with a decreased frequency and number. Second, liver-homing abil-

ities of MAIT cells were enhanced in PBC and they were located

around the bile duct. Third, these cells displayed a cytokine profile

bias to Th17 cells and an increased cytotoxic potential in PBC

patients. Lastly, 6 months of UDCA treatment in PBC patients not

only improved the clinic variables but also attenuated circulating

MAIT cells abnormality in PBC.

Conclusion: We demonstrated that MAIT cells are robustly activated

and have enhanced ability of migration to the liver in PBC patients.

Our data supported their involvement in PBC and highlighted their

potential to be manipulated for therapy in the future.

PP0033

The risk predictive values of UK -PBC and GLOBE scoring
system in primary biliary cholangitis: the additional effect
of Anti-gp210

Yang Fan1, Yang Yue1, Tang Ruqi1, Ma Xiong1

1Division Of Gastroenterology And Hepatology, Renji Hospital,

School Of Medicine, Shanghai Jiao Tong University, Shanghai

Institute Of Digestive Disease, Shanghai

Background: Adequate risk stratification is critical for the manage-

ment of the patients with primary biliary cholangitis (PBC). The UK-

PBC and GLOBE scoring systems for prognosis of PBC have been
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proposed recently, but have not been validated in Asian population. We

conducted this study to validate the UK-PBC and GLOBE scoring

systems in Chinese patients for prognosis of PBC, to clarify the role of

anti-gp210 as a biomarker, and to investigate whether anti-gp210 could

affect the prognostic values of UK-PBC and GLOBE scoring systems.

Methods: We retrospectively analyzed 276 patients with PBC eval-

uated between September 2004 and May 2016, including 133 anti-

gp210 + and 143 anti-gp210- patients

Result: The 5-year adverse outcome-free survivals of anti-gp210 +

versus anti-gp210- patients were 70% and 85%, respectively (p =

0.005). Cirrhosis (p = 0.001), albumin level B40 g/L (p = 0.011) and

platelet count B153 9 109 (p\ 0.001) had a superimposition effect

on anti-gp210 antibody as a risk factor. Furthermore, long-term

prognoses were evaluated using the UK-PBC and GLOBE scores. For

UK-PBC scoring system, the area under receiver operating charac-

teristic curve (AUROC) was 0.924 for all patients with PBC (n =

223), 0.940 for anti-gp210 + patients (n = 110) and 0.888 for anti-

gp210- patients (n = 113). For GLOBE scoring system, the area under

receiver operating characteristic curve was 0.901 for all patients with

PBC (n = 223), 0.924 for anti-gp210 + patients (n = 110) and 0.848

for anti-gp210- patients (n = 113). UK-PBC score [ 0.0578 (p \
0.001, HR: 32.736, 95%CI: 11.368–94.267) and GLOBE score

\0.850 (p \ 0.001, HR: 18.763, 95%CI: 7.968–44.180) were asso-

ciated with poorer outcomes in the whole cohort.

Conclusion: The UK-PBC and GLOBE scoring systems were good

five-year prognostic predictors in Chinese patients with PBC, espe-

cially in anti-gp210 + patients. As a biomarker, anti-gp210 antibody

was associated with a more severe cholestatic manifestation and a

worse long-term prognosis. The anti-gp210 antibody could be added

to further optimize the UK-PBC and GLOBE scoring systems.

PP0034

Severe vitamin D deficiency identifies a subsequent incomplete
response to UDCA and a poor prognosis in patients with primary
biliary cirrhosis

Guanya Guo1, Lu Wang1, Changcun Guo1, Yu Chen1, Yongquan
Shi1, Xinmin Zhou1, Ying Han1

1Xijing Hospital Of Digestive Diseases, The Fourth Military Medical

University, Xian Shi

Background: Increasing evidence suggests a close association

between vitamin D and various chronic liver diseases. Especially in

patients with chronic hepatitis C, vitamin D deficiency seems to

predict the unsuccessful achievement of sustained viral response

(SVR) after antiviral treatment. Our previous study showed that

serum vitamin D levels of primary biliary cirrhosis (PBC) patients are

associated with disease severity and response to UDCA. We con-

ducted this research to further investigate whether baseline vitamin D

level could be used as a predictor to assess UDCA responsiveness and

long-term prognosis in PBC.

Methods: 98 consecutive PBC patients who have been regularly

followed up more than one year were retrospectively reviewed.

25-hydroxyvitamin D [25(OH)D] levels were determined in frozen

serum samples collected before initiation of UDCA treatment with a

full-automatic Electro-chemiluminescence binding assay. Response

to UDCA was evaluated by Paris-I criteria. A receiver operating

characteristics (ROC) curve was used to evaluate the relationship

between vitamin D and UDCA responsiveness. Long-term prognosis

was defined as transplantation-free survival and analysed by Kaplan–

Meier curve.

Result: After one year of conventional UDCA treatment, 31 patients

failed to achieve complete response. The baseline 25(OH)D level was

significantly lower in non-responders (14.8 ± 6.4 vs. 19.3 ± 7.6 ng/

mL, p = 0.005). The area under the curve for the ROC of single

vitamin D level in predicting UDCA responsiveness was 0.68 ± 0.06

(p = 0.006), while it was 0.76 ± 0.10 (p = 0.003) with the histo-

logical stage adjusted. According to ROC analysis, the predicting

value of conventional vitamin D level cut off points was 85% sen-

sitivity/57% specificity at 20 ng/mL and 67% sensitivity/79%

specificity at 10 ng/mL. The patients were followed up for a mean

period of 65.2 ± 18.8 months. Seven patients died due to liver related

incidents or liver transplantation during follow up. The serum

25(OH)D levels in patients who suffered death or transplant were

significantly lower compared to others (12.1 ± 4.6 to 18.4 ± 7.6 ng/

mL, p = 0.023). The Kaplan–Meier curve showed a trend towards

decreased transplantation-free survival among patients with vitamin D

deficiency (\20 ng/ml), especially for those with serious deficiency

(\10 ng/ml, p = 0.016). Besides, the patients who failed achieve

complete response to UDCA had poorer survival than responders (p =

0.031). Furthermore, the patients who had low vitamin D level at

baseline and failed to achieve complete response after one year of

UDCA treatment got poorest transplantation-free survival (p = 0.01).

Conclusion: We conclude that vitamin D status have important

clinical relevance in PBC. Low level of Vitamin D may be used as a

prognostic indicator for an incomplete response to UDCA and a poor

long-term outcome.
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PP0035

Hepatic NK cells play an important role in the development
of AIH by contributing to hepatic inflammation

Peng Wang1, WeiMing Yan1, Di Guo1, YuLi Liu1, Qin Ning1

1Department and Institute of Infectious Diseases, Tongji

Hospital,Tongji Medical College, Huazhong University of Science

and Technology, Wuhan

Background: Adenovirus-human cytochrome P4502D6 (CYP2D6)

induced mouse model is a recently established animal model for

mimicing human type 2 autoimmune hepatitis (AIH). As an important

innate immune cell inliver inflammation, the role of natural killer

(NK) cell in CYP2D6 mouse model has not been investigated so far,

and this is the focus of our study.

Methods: Adenovirus vector containing CYP2D6 (Ad-2D6) or green

fluorescence protein (Ad-GFP) were directly delivered into the liver

of C57BL/6 mice intravenously and intraperitoneally to establish

experimental model and control model respectively. Anti-ASGM1-

mediated NK cell depletion was operated on Ad-2D6 mice 24 h

postvirus injection. Serum alanine aminotransferase (ALT) and

aspartate aminotransferase (AST) were assessed by The VITROS 350

Chemistry System. Pathological changes of liver were evaluated by

hematoxylin-eosin (HE) staining. Anti-CYP2D6 antibody was tested

by indirect immunofluorescence. Dynamic proportion of NK cellsin

the liver, peripheral blood, and spleen were determined by flow

cytometry.

Result: Compared with Ad-GFP mice, a development of persistent

AIH was evident in Ad-2D6 mice from 2-4 weeks post infection,

which was characterized by hepatic inflammatory cells infiltration

similar to interface hepatitis in human AIH. A gradually increased

serum ALT/AST levels and titers of specific autoantibody anti-

CYP2D6 were also evidenced. No significant difference was observed

in the proportion of NK cells in peripheral blood or spleen between

Ad-GFP mice and Ad-2D6 mice. In contrast, Ad-2D6 mice showed a

markedly higher proportion of hepatic NK cells than Ad-GFP mice

with the exacerbation of hepatic disease. The depletion of NK cells

significantly decreased serum AST levels and hepatic inflammatory

cells infiltration in Ad-2D6 mice.

Conclusion: With the successfully established CYP2D6 mouse

model, we found that hepatic NK cells contributed to the development

of AIH disease via hepatic inflammation.

PP0036

MicroRNA expression profiling of peripheral blood B cells
from patients with distinct pathological stages of primary biliary
cirrhosis

Xiaomei Wang1, Jingjing Zhou1, Xiaoyu Wen1, Rao Wang1,
Qinglong Jin1

1The First Hospital of Jilin Universitiy, Changchun

Background: MicroRNAs (miRNAs) can control immune functions

and regulation of B cells. The pathology of primary biliary cirrhosis

(PBC) involves autoimmune mechanisms, however, little is known

about the miRNA expression profile of peripheral B cells in PBC.

Methods: The present study explores peripheral B cell miRNA reg-

ulation in PBC. Array analysis was performed on peripheral B cells

obtained from 32 PBC patients diagnosed by biopsies and four

healthy controls. We identified potential biological processes and

significant signaling pathways affected by these miRNAs.

Result: The miRNA array revealed 558 miRNAs differentially

expressed between B cells from PBC patients and controls. Three of

these miRNAs (hsa-miR-223, hsa-miR-21, and hsa-miR-3196) were

differently expressed in PBC stages I, II, and III (stage IV was not

different from stage III), and their expression was significantly

downregulated compared to controls. Bioinformatics showed that

potential target genes of these miRNAs are involved in B-cell

migration, cell differentiation, apoptosis, and signal transduction

pathways such as the transforming growth factor-b (TGF-b) signaling

pathway. We identified three miRNAs that were significantly down-

regulated in B cells from mild to severe stages in PBC patients.

Conclusion: Hsa-miR-223, hsa-miR-21, and hsa-miR-3196 are

involved in multiple biological processes and signaling pathways that

may be involved in PBC pathogenesis.

PP0037

Fenofibrate patially prevent PBC patients refractory to UDCA
monotherapy from poor outcomes in Chinese pure PBC patients

Yue Yang1, Fan Yang1, Ruqi Tang1, Xiong Ma1

1RenJi Hospital, School of Medicine, Shanghai Jiao Tong University,

Shanghai Institute of Digestive Disease, 145 Middle Shandong Road,

Shanghai

Background: Partially primary biliary cholangitis (PBC) patients can

benefit in either biochemistry or survival after 12 months of

Ursodeoxycholic acid (UDCA) therapy,still there are considerable

patients who develop response refractory to UDCA monotherapy.

Fenofibrate tends to be an effective candidate treatment on amelio-

rating biochemial values and improving survival. However,it’s not

accurately recorded how fenofibrate influence on suvival without

adverse outcomes in Chinese pure PBC patients.

Methods: 289 PBC patients were retrospectively analyzed in our

center. Assessing by a proposed criteria lately (2AKP ULN and 1TB

ULN),we divided them into two groups:UDCA responders and

UDCA nonresponders. Focusing on the UDCA nonresponders,we

studied improvement of biochemical values after fenofibrate admin-

istration. Moreover,we investigated relationships between survival

and fenofibrate use by Kaplan–Meier Method.To eliminate diver-

gence brought by baseline values,we introduced UK-PBC score

system and Globe score system.

Result: For 289 PBC patients in our center,responders survived better

than nonresponders assessing by a new criteria (p \ 0.001). Among

140 UDCA nonresponders,50 patients recieved UDCA + fenofibrate

combined therapy,while the other 90 patients accepted UDCA

monotherapy continuously,statistical difference was not detected in

5-year survival (p = 0.148). Biochemical values improved signifi-

cantly after fenofibrate administration especially in first 6 month. 24

of 50 (48%) patients met the criteria above after reassessment at 6th

month. 24 responders after reassessment turned out to achieve better

prognosis than 90 patients who accepted UDCA monotherapy con-

tinuously (p = 0.025),even though the two groups hadn’t showed

significant statistical difference during the evaluation of UK-PBC

score system and Globe score system. Similarly, 24 responders after

reassessment showed better survival in contrast with 26 nonrespon-

ders to UDCA + fenofibrate combined therapy (p = 0.024).

Conclusion: UDCA + fenofibrate combined therapy is associated

with biochemical amelioration and patially better 5-year survival

without adverse outcomes in Chinese pure PBC patients. Patients

should be revaluated and redistributed to responders or nonresponders

after 6-month combined therapy. Close attention should be payed to

those patients refractory to UDCA + fenofibrate combined therapy by

clinicians.
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Conversion of human umblical cord-derived mesenchymal stem
cells into hepatocyte-like cells by microRNAs

Xia Zhou1, Lina Cui2, Yongquan Shi3, Ying Han3

1State Key Laboratory of Cancer Biology, Xijing Hospital of

Digestive Diseases, The Fourth Military Medical University, Xian;
2Xijing Hospital of Digestive Diseases, The Fourth Military Medical

University, Xian; 3Xijing Hospital of Digestive Diseases, The Fourth

Military Medical University, Xian

Background: Artificial liver support systems, especially bioartificial

liver support systems (BALSS) show great potential in the treatment

of liver failure. Mesenchymal stem cells derived from human

umbilical cord (hMSCs) have attracted much attention due to their

proliferation ability, easy accessibility, avoidance of ethics and low

immunogenicity. Generating functional hepatocyte-like cells (HLCs)

from MSCs is of great urgency for BALSS. Previously, we obtained

HLCs from human umbilical cord-derived MSCs by overexpressing

seven microRNAs (HLCs-7) and characterized their liver functions

in vitro and in vivo. Here, we aimed to screen out the optimal miRNA

candidates for hepatic differentiation.

Methods: To screen out the optimal miRNA combination, we

sequentially removed individual miRNAs from the seven-miRNA

pool and examined the effect of transfection with remainder using

RT-PCR, periodic acid—Schiff (PAS) staining and low-density

lipoprotein (LDL) uptake assays. We also used different concentra-

tions of CCl4 to induce acute liver injury and liver failure mouse

model, and assessed the function of HLC in vivo by observing serum

parameters and histology.

Result: We found that HLCs trans-differentiated from five micro-

RNAs (HLCs-5) expressed high level of hepatic markers and

functioned similarly to hepatocytes. Intravenous transplantation of

HLCs-5 into nude mice with CCl4-induced fulminant liver failure and

acute liver injury not only improved serum parameters and their liver

histology, but also improved survival rate of mice in severe hepatic

failure. These data indicated that HLCs-5 functioned similarly to

HLCs-7 in vitro and in vivo, which have been shown to resemble

hepatocytes.

Conclusion: Instead of using seven-miRNA combination, a simpli-

fied five-miRNA combination can be used to obtain functional HLCs

in only 7 days. Our study demonstrated an optimized and efficient

method for generating functional MSC-derived HLCs that may serve

as an attractive cell alternative for BALSS.

PP0039

Multicellular 3D organotypic culture model of hepatocellular
carcinoma and testing for sorafenib and radiation treatment

Su Cheol Park1, Jae-hoon Jeong2

1Korea Institute of Radiological and Medical Sciences, Korea Cancer

Center Hostipal, Seoul, Korea; 2Korea Institute of Radiological and

Medical Sciences, Seoul, Korea

Background: The molecular research has been carried out in two-

dimensional (2D) cell culture systems that lack the cellular hetero-

genity and appropriate cell–cell contact environment. Three-

dimensional (3D) cell culture method is a tool to study the biological

features of cancer cells in vivo.

Methods: To establish multicellular organotypic model of hepato-

cellular carcinoma (HCC), HCC cells were co-cultured with various

types of stromal cells. We used four HCC cell lines, Hep-3B, PLC/

PRF/5, Hep-G2, and Huh7, alone or in combinations with stromal

cells including human umbilical vein endothelial cell (HUVEC),

CCD-18Lu human lung fibroblast cell line, and LX-2 human hepatic

stellate cell line. HCC cells were mixed with the indicated stromal

cells and collagen, and incubated in 96-well low binding plate for 3

days to establish organo-like spheroids. To investigate the response to

chemo-radiotherapy, the image of organoids were captured with

InCell Analyzer 2200 (GE, USA) and the area of each organoid were

measured after exposure to radiation and treatment of sorafenib.

Result: HCC cells showed different characteristics in spheroid for-

mation, maintenance, growth, and compactness. Culture media and

types of stromal cells were very critical to spheroid formation and

growth. Hep-3B and PLC/PRF/5 were able to form multicellular

spheroids and Hep-G2 required fibroblast for stable spheroid forma-

tion. However, 3D culture of Huh7 was unsuccessful and required

further optimization. Although spheroids continued to grow for 3 days

after exposure to radiation, the size of spheroid began to decrease

after that. Sorafenib inhibited the growth of Hep3B spheroid in a dose

dependent manner. However, combination of sorafenib with radiation

did not show any synergistic inhibition.

Conclusion: We established multicellular organotypic model of HCC

using various types of HCC cells and stromal cells in sphenoid shape

mimiking the in vivo tumor microenvironment. This model can be

used for the testing of drugs and evaluation of resistance mechanism.

PP0040

The down-regulation of SUZ12 activating ERK1/2 pathway
accelerates the invasion and metastasis of liver cancer cells

Cailin Xue 1,2, Chenxin Gu 1, Xiaofeng Jiang 2, Feng Li 3, Shiming
Liu4, Shikun Qian 2, Yuqiang Nie 5, Hui Yang1

1Department of Gastroenterology, Second Affiliated Hospital,

Guangzhou Medical University, Guangzhou; 2Department of
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Institute of Cardiovascular Disease, Guangzhou; 5Department of

Gastroenterology, First Municipal’s People Hospital of Guangzhou,

Guangzhou Medical University, Guangzhou
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Background: Polycomb protein SUZ12 encoded by the zinc finger

SUZ12 gene was uncovered as the breakpoints of a recurrent chro-

mosomal translocation in endometrial stromal sarcoma. Recent

studies demonstrated that the reduced protein level of SUZ12 plays an

important role in hepatitis B virus (HBV) X protein-mediated hepa-

tocyte transformation. However, the specific function of SUZ12 has

not yet been determined in the pathogenesis of invasion and metas-

tasis of hepatocellular carcinoma (HCC).

Methods: Short-interfering RNA (siRNA) against SUZ12 gene was

used to inhibit SUZ12 expression and plasmid LV-105 carrying full-

length SUZ12 complementary DNA was used to overexpress SUZ12

expression in HCC cells (Hep3B and SMMC-7721). The effects of

SUZ12 on cell proliferation, colony formation, migration and inva-

sion were determined in vitro respectively by MTT, EDU staining,

colony formation and Transwell assay. Western Blotting was used to

verify the expression of the related protein. Immunohistochemical

analysis (IHC) was used to examine protein expression of SUZ12 in

HCC tissues and tumor-adjacent tissues by tissue microarray.

Result: MTT, colony formation and EdU staining experiments

showed that SUZ12 silencing and overexpression did not affect HCC

proliferation and apoptosis. However, SUZ12 silencing increased

HCC cells migration and invasion. SUZ12 overexpression impaired

HCC cells migration and invasion. Knockdown SUZ12 activated

ERK1/2 and increased MMP9 (matrix metallopeptidase 9) and MMP2

(matrix metallopeptidase 2), whereas SUZ12 overexpression had

opposite effects. ERK1/2 inhibitor significantly decreased HCC cells

migration and invasion caused by SU12 siRNA. Moreover, SUZ12

protein level was significantly lower in cancer tissues compared with

adjacent benign tissues in HCC patients. The 5-year survival rate was

worse in patents with low level of SUZ12. SUZ12 down-regulation

was associated with HCC progression.

Conclusion: The liver cancer-down-regulated SUZ12 accelerated the

invasion and metastasis of HCC cells. These effects might be asso-

ciated with SUZ12 deactivating ERK1/2 and activating MMP2 and

MMP9 in HCC cells
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Natural Science Foundation of China (No. 81372634), Guangdong
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Profiling and bioinformatics analyses reveal differential circular
RNA expression in nonalcoholic fatty liver disease

Xing Ya Guo1

1The Xinhua Hospital Affiliated To Medicine School of Shanghai

Jiaotong University, Shanghai

Background: Hepatic steatosis has been considered as the most

common histopathology characteristic of chronic liver diseases and

steatotic liver is vulnerable to develop into inflammation, fibrosis and

impaired liver regeneration. There are increasing evidences that cir-

cular RNAs (circRNAs) acting as microRNA sponges are involved in

various biological processes. Here we aimed to determine the cir-

cRNA expression profile and investigate relevant mechanisms in

hepatic steatosis.

Methods: Total RNA was isolated from normal HepG2 cell line and

free fatty acid (FFA) induced steatotic HepG2 cell line, and hybri-

dized to Arraystar Human circRNA Array. Microarray data were

validated by quantitative real-time reverse transcription polymerase

chain reaction. Bioinformatic tools including gene ontology (GO)

analysis, KEGG pathway analysis and network analysis were done for

further assessment.

Result: A total of 357 circRNAs (154 up- and 203 down-regulated;

fold change [2 and p \ 0.05) were identified as differentially

expressed in steatotic HepG2 cells compared with normal HepG2 cell.

We further verified the expression of 6 circRNAs (3 up-regulated and

3 down-regulated) out of these candidate circRNAs by real-time PCR,

which proving generally consistent results with microarray analysis.

Numerous target genes, containing most microRNAs were proved to

participate in several biological processes by GO analysis.

Conclusion: This study showed a comprehensive expression and

functional profile of deferentially expressed circRNAs in steatotic

HepG2 cells, indicating an important role in hepatic steatosis for-

mation by interfering with steatosis relevant miRNAs functioning as

miRNA sponge

PP0042

A circular RNA protects the liver from steatosis and oxidative
stress by targeting PPARa expression in nonalcoholic fatty liver
disease

Xing Ya Guo1

1The Xinhua Hospital Affiliated To Medicine School of Shanghai

Jiaotong University, Shanghai

Background: Recent studies have demonstrated that circRNAs par-

ticipate in the initiation and progression of various diseases as

miRNA ‘sponges’. However, there remains to be largely unknown

about the regulatory roles and molecular mechanisms of circRNAs in

NAFLD. Herein, we aim to explore the presence and underlying

mechanisms of circRNA-0046367 in ameliorating steatosis in liver.

Methods: Steatosis model in HepG2 was established and evaluated

by Oil Red O staining and triglyceride determination. The level of

MDA and SOD were measured as markers of lipid peroxidation and

oxidative stress. Bioinformatics was employed to predict the potential

interactions of circRNA-miRNA and miRNA-mRNA which verified

further by luciferase activity assays. qPCR was used to quantify the

specific expression of circRNA-0046367 and miR-34a in vitro.

Transfection of circRNA-0046367 overexpression plasmid and miR-

34a mimics were performed for gain-of-function experiments. Wes-

tern blot analysis was conducted to validate potential miR-34a targets.

Result: We found that circRNA-0046367 is down-regulated in FFA-

treated hepatocytes while miR-34a positively correlated with the

severity of steatosis. CircRNA-0046367 overexpression decreased the

lipid accumulation significantly, but could be reversed by overex-

pression of miR-34a. Moreover, we identified that PPARa could be

implicated in the circRNA-0046367-mediate pathological improve-

ment of steatosis in vitro.

Conclusion: CircRNA-0046367 could regulate the expression of

PPARa and -related target genes through competing for miR-34 with

PPARa in vitro. CircRNA-0046367 functions as a positive regulatory

molecule in protecting hepatocytes from steatosis. Therefore, we

propose that circRNA-0046367 could be a potential biomarker and

therapeutic target in NAFLD.
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Interaction of NS5ATP9 and 14-3-3 s protein involved
in the autophagy process in HepG2 cell line

Kelbinur Tursun1,2, Zhang Yuexin2, Cheng Jun3, Lu Hongping3,
Zhang Yu3

1Kbne1005@126.com; 2Department of Infectious Diseases, First

Affiliated Hospital of Xinjiang Medical University, Urumqi; 3Beijing

Ditan Hospital Institute of Infectious Disease, Beijing

Background: Autophagy is a kind of evolutionary conservative

lysosome dependent on its degradation pathway, is cell in the stim-

ulation such as stress, will be extra protein or damage organelles

cytoplasm substances such as bag around to autophagy in the body

and lysosome in combination with the process of its degradation,

complete the metabolism of the cell itself needs to be updated, and

some organelles, achieve energy recycle. Autophagy is a very com-

plex process, in which many proteins and genes involve. We found

that NS5ATP9 and 14-3-3 s protein had higher expression when the

cell was induced to get autophagy process, but the exact mechanism is

not clear.

Methods: In order to verify the 14-3-3 tau and NS5ATP9 interaction,

through our laser confocal fluorescence imaging and immune co-

precipitation technique to observe a combination of both.

In order to verify the 14-3-3 tau participation NS5ATP9 inducing

autophagy, The cell model of transiently expressing NS5ATP9 pro-

tein was established by using 14-3-3s protein deletion. Western blot

and laser confocal fluorescence imaging were used to detect the

expression of autophagy-related protein and autophagic bubble for-

mation; Establish NS5ATP9 protein expression is missing, the

instantaneous expression 14-3-3 tau protein cell model of, also using

Western blot, laser confocal fluorescence imaging to detect autophagy

related protein expression and autophagy bubble formation

In order to study the mechanism of 14-3-3s in the induction of

autophagy induced by NS5ATP9, a Beclin-1 double luciferase

reporter gene vector for autophagy was constructed to detect the

transient expression of NS5ATP9 in 14-3-3s protein-deleted cells

Beclin 1 promoter activity.

In order to verify the 14-3-3 tau protein participation NS5ATP9

entrainment of cell autophagy is Beclin-1 dependencies, using siRNA

interference Beclin-1 protein expression, using Western blot, laser

confocal fluorescence imaging to detect autophagy related protein

expression and autophagy bubble formation

Result: Over-expression of 14-3-3s protein in HepG2 cells up-regu-

lates the expression of Beclin 1 and autophagy-associated proteins

Loss of expression of 14-3-3s protein in HepG2 cells down-regulates

expression of Beclin-1 and NS5ATP9

Conclusion: 1433s protein regulates Beclin-1 and required for

autophagy; NS5ATP9 not only combine with the 14-3-3 s specificity,

and have a regulating effect on the 14-3-3 s transcription and trans-

lation level

PP0044

mRNA profiling of human bone marrow mesenchymal stem cell-
derived hepatocytes

Jun Li1, Jiaojiao Xin1, Wenchao Ding1, Longyan Jiang1, Qian
Zhou1, Suwan Sun1, Tianzhou Wu1, Jiang Li1, Dongyan Shi1,
Lanjuan Li1

1State Key Laboratory for Diagnosis and Treatment of Infectious

Diseases, Collaborative Innovation Center for Diagnosis and

Treatment of Infectious Diseases, The First Affiliated Hospital,

Zhejiang University School of Medicine, Hangzhou

Background: Hepatogenic differentiation ability of human bone

marrow mesenchymal stem cell (hBMSC) makes it an excellent

candidate for the treatment of end-stage liver disease and fulminant

hepatic failure. However, the mechanism of hBMSC transdifferenti-

ation into hepatocytes is still unclear. The aim of this study was to

profile and evaluate the hepatogenic differentiation of hBMSC to

further improve hBMSC-derived hepatocytes (hBMSC-Heps) for

future clinical applications.

Methods: hBMSCs were isolated by bone marrow aspiration from

four healthy volunteers. Cells between passages 3–6 were differen-

tiated into hepatocytes, and collected on day 0, 10, and 20. Freshly

isolated primary human hepatocytes (PHH) were used as positive

control. The extracted mRNAs were screened using high-throughput

sequencing. All data were compared using STAR, version 2.4.0, and

analyzed with cummerbund, version 2.12.0.

Result: The results showed that about 25,000 genes per sample were

detected by high-throughput sequencing of mRNAs, and more than 9000

genes were differentially expressed between hBMSCs and PHH. After

20 days of differentiation, the number of differentially expressed genes

between hBMSC-Heps and PHH reduced to about 8000. Among them

there were 630 genes up-regulated during the whole differentiation

process and 1082 continuously down-regulated genes. The expression of

hepatocyte-specific genes such as SAA1, MT1G, HP, MT1JP and TDO2

were significantly increased, while KRT81, GREM1, KRTAP1-5,

AMIGO2 and ACAN were significantly decreased.

Conclusion: The mRNA expression profile is changing towards that of

PHH during the hBMSC transdifferentiation. The gene expression of

stem cell phenotype decreased while the expression of hepatocyte

phenotype increased. Nevertheless, there is still a significant difference

between hBMSC-Heps and PHH. The analysis of differentially

expressed genes and their biological pathways may be useful for

detection of key factors during hepatocyte differentiation, and improve

the differentiation efficiency and maturation of hBMSC-Heps, and

benefit for stem cell research and clinical application in the future.

PP0045

Imaging the liver regeneration process in Lifeact-GFP mice

Ziwei Song1,2, Junjun Fan2,3, Jeremy Teo4, Yang Yu1,2,3, Jie
Yan3,5, Yukun Ma5,6, Yu Fang2, Shupei Mo2, Lisa Tucker-
Kellogg3,7, Peter So3,8,9, Hanry Yu1,2,3

1Yong Loo Lin School of Medicine, National University of Singapore,

Singapore, Singapore; 2Institute of Bioengineering and

Nanotechnology, Singapore, Singapore; 3SMART: Singapore-MIT

Alliance for Research and Technology, Singapore, Singapore; 4Khalifa

University of Science, Technology and Research (KUSTAR); 5Institute

of Bioengineering and Nanotechnology, Agency for Science,

Technology and Research (A*STAR), Singapore, Singapore;
6Mechanobiology Institute, Singapore, Singapore; 7Duke-NUS

Singapore Medical School, Singapore, Singapore; 8Department of

Mechanical Engineering, Massachusetts Institute of Technology,

Cambridge, USA; 9Division of Biological Engineering, Massachusetts

Institute of Technology, Cambridge, USA

Background: Liver is highly regenerative, with the ability to restore

even after 70% hepatectomy. Most of the previous research were using

hepatectomy as models for global injury study. There is limited

understanding of small-scale liver injury, which can be caused by either

low dose drug consumption or hepatocyte routine metabolism. We aim

to study the small-scale in situ liver injury in transgenic mice labeling

actin (Lifeact-GFP) and to trace the complete process of regeneration.
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Methods: A controlled and repeatable liver injury model was

established by femtosecond-laser ablation, to mimic the real-life

small in situ liver injury, which is the first case of its kind for in vivo

liver study. We also developed an intravital imaging system that

allows real-time in vivo imaging in transgenic mice for consecutive 5

days, allowing cellular tracing and quantification.

Result: We have been able to trace the in vivo cellular change in dif-

ferent time-scales, from hours to days, during the whole regeneration

process. We found that small-scale hepatocellular injury that leads to

thrombosis will have wound enlargement in 1 h, but eventually be

repaired in 5 days. In another case, small-scale hepatocellular injury on

the liver surface will not have thrombosis or wound enlargement. And it

is repaired in 2 days. Both cases of liver regeneration are achieved by the

coordination of cellular hypertrophy and migration. Hypertrophy is

only temporary for the initial stage. The following cellular migration is

the main driving force to complete regeneration process. The actin

cable, formed at apical surface of wound proximal hepatocytes, pro-

vides mechanical tension for hepatocyte migration.

Conclusion: From the tissue level, the integrity of sinusoid structure

is critical to support the viability of wound proximal hepatocytes,

both mechanically and biologically, and thus affecting the liver

regeneration of small-scale injury. From the cellular level, hypertro-

phy and migration of hepatocytes play key roles at different stages

respectively during liver regeneration. This study provides important

information on how hepatocytes and sinusoids remodel during liver

regeneration. We conclude that regeneration process differs depend-

ing on the scale of liver injury.

PP0046

Involvement of kinectin in drug induced liver injury

Pornteera Pawijit1, Yan Zhou1, Hanry Yu1

1National University of Singapore, Singapore, Singapore

Background: Kinectin (KTN) is an integral endoplasmic-reticulum

(ER) membrane protein. It is found expressed in almost every cell

type in the body in various amounts. We have previously shown

kinectin to be involved in cell chemotaxis by controlling ER

dynamics. We wanted to study the physiological role of kinectin in

the liver, using a knockout mice model. Under normal conditions liver

architecture and function of kinetin knockout mice (KTN-/-) liver

and normal mice (KTN+/+) liver were comparable. Here we stressed

the liver by using thioacetamide to look at the liver response to injury.

The presence of macrophages in the initial stages of liver injury is

thought to exacerbate injury. Previous works have shown that deletion

of liver macrophages reduce injury. On the other hand, some groups

have also shown that deletion of liver macrophages leads to increase

in injury. In our model we see reduce F4/80 but higher injury in the

KTN-/- liver, which leads us to believe that macrophages may play a

protective role in the initial stages of liver injury.

We hypothesise that macrophages may have a protective role in the

initial stages of liver injury by clearing cell debris via phagocytosis.

Methods: Age-matched C57BL/6 KTN+/+ and KTN-/- mice were

intra-peritoneally injected twice with 150 mg/kg thioacetamide 24 h

apart. 24 h after the second injection, blood and liver samples were

collected for further downstream analysis.

Result: Livers of KTN-/- mice showed significant higher injury in

comparison to KTN+/+ mice after thioacetamide treatment, both his-

tologically and liver injury markers in the blood. Staining liver slices

with F4/80, we saw that KTN+/+ had higher numbers of F4/80 positive

cells despite less injury compared to KTN-/- mice.

F4/80 is a marker for macrophages, found both on resident liver

macrophages, Kupffer cells, as well as infiltrated macrophages from

the blood. When looking at Kupffer cell function, we found that

KTN-/- Kupffer cells had reduced in vitro and in vivo phagocytic

ability in comparison to KTN+/+ Kupffer cells.

We have shown before that kinectin knockdown MDA-MB-231

cells have impaired chemotaxis. Here we show that KTN-/- macro-

phages also have impaired migration towards chemoattractant.

Conclusion: Here we have shown that kinectin is involved in chemo-

taxis and migration of macrophages, and in KTN-/- macrophages,

these processes are impaired. We hypothesise that macrophages may

have a protective role in the initial stages of liver injury by clearing cell

debris via phagocytosis. In KTN-/- mice, we see less F4/80 positive

cells in the liver despite higher injury, which is due to reduced migration

of macrophages from the blood. In addition to that, KTN-/- show less

phagocytic ability. Together, this contributes to the higher liver injury

seen in KTN-/- mice compared to KTN+/+ mice.

PP0047

Identification of ascitic fluid bacterial pathogens in spontaneous
bacterial peritonitis in Nile Delta and its impact on clinical
outcome of these patients
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Rehab Badawi1

1Department of Tropical Medicine and Infectious Diseases, Tanta

University, Tanta, Egypt; 2Microbiology Department, Tanta
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Background: Spontaneous bacterial peritonitis (SBP) is a common

and potentially fatal bacterial infection in patients with decompen-

sated cirrhosis and ascites. Several studies have pointed out marked

changes in the causative bacteria of SBP and extreme changes in

antibiotic resistance profiles. The aim of the study was to identify

ascetic fluid bacterial pathogens in Spontaneous Bacterial Peritonitis

in Nile delta and its impact on clinical outcome of these patients.

Methods: 247 patients with liver cirrhosis and ascites who met

clinical criteria for suspicion of SBP including: fever, encephalopa-

thy, refractory ascites and abdominal pain were enrolled in the study.

Patients were subjected to thorough history and clinical examination.

Ascetic fluid sampling was done for every patient and ascetic fluid

analysis was done including cell counts and differential counts. Also,

ascetic fluid culture and microbiological testing were done.

Result: The study enrolled 247 patients with liver cirrhosis, ascites

and clinical suspicion of SBP. 91 patients had ascetic fluid neutrophils

below 250 cells/mm3. Four patients were cases of secondary peri-

tonitis with polymicrobial culture. 43 patients were found to started

empirical antibiotics within 5 days of admission. 109 patients had

SBP. 28 only were culture positive. Among culture positive SBP, 16

(57.1%) were gram positive and 12 (42.9%) were gram negative. The

most common organism isolated was gram positive enterococci fol-

lowed by E. coli and Staph. aureus.

Conclusion: While Gram negative bacteria were the main infectious

agents causing SBP a few decades ago, and are still reported to be so

in the most recent recommendations and reviews. Gram positive cocci

are now predominant and there is rising prevalence of bacteria with

reduced susceptibility to cephalosporins and fluoroquinolones. Cur-

rent international guidelines recommend the use of a third-generation

cephalosporin for empirical treatment of SBP which raise the ques-

tions about these guidelines and if they are still valid.

PP0048

Dextran, a plasma extender, offers new hope for patients
with decompensated liver cirrhosis and acute kidney injury

Anon Peerakul1, Sasivimol Rattanasiri2, Abhasnee
Sobhonslidsuk1

1Department of Medicine, Faculty of Medicine, Ramathibodi

Hospital, Mahidol University, Salaya, Thailand; 2Section for Clinical

Epidemiology and Biostatistics, Faculty of Medicine, Ramathibodi

Hospital, Mahidol University, Salaya, Thailand

Background: Infusion with human albumin is recommended for

volume expansion in patients with decompensated cirrhosis present-

ing with acute kidney injury (AKI). The patterns of response to

albumin infusion help to differentiate the causes of AKI. However,

the cost of albumin limits its routine usage. Dextran (Dextran-40�) is

a low-molecular weight colloidal plasma expander that has been

given as a volume replacement. We evaluated the benefit and adverse

effect of Dextran infusion in AKI patients with decompensated

cirrhosis.

Methods: We performed a pilot, interventional study with patients

who had decompensated cirrhosis and AKI. Patients were recruited at

Ramathibodi Hospital, Bangkok, Thailand between July 2015 and

June 2016. AKI was defined based on the Acute Kidney Injury Net-

work (AKIN) criteria. Dextran-40� was administered using the same

dosage as human albumin (i.e., 1 mg/kg/day) for two consecutive

days. Data after Dextran infusion were collected. AKI reversal was

obtained when the serum creatinine was \1.5 mg/dL. The Kaplan–

Meier test was used to estimate the probability of AKI reversal or

death and median time to AKI reversal or death. Univariate analysis

of Cox’s model was also performed.

Result: Ten patients were enrolled. Mean age was 60.6 ± 16.4 years.

Six patients (60%) were male. The causes of cirrhosis were alcohol

(50%), hepatitis B (20%), and non-alcoholic steatohepatitis (20%).

Child–Pugh classes B and C were seen in 6 and 4 patients, respec-

tively. Infection and upper gastrointestinal hemorrhage were the two

most common causes precipitating AKI in 30 and 20% of the patients,

respectively. The mean serum creatinine level at baseline was 2.1 ±

0.5 mg/dL. After two days of dextran infusion, 7 (70%) patients had

AKI reversal. The median time to AKI reversal was 3 days. The mean

serum creatinine levels at day 3 of patients with AKI reversal and

AKI non-reversal were 1.30 ± 0.2 and 2.13 ± 0.6 mg/dL, respec-

tively. Pre-renal azotemia and acute tubular necrosis were diagnosed

in 7 (70%) and 3 (30%) patients, respectively. The in-hospital mor-

tality was 30%. The mortality rate was 2.2 patients per 100 patients

per month. From the univariate analysis, factors associated with AKI

reversal were body mass index (P = 0.005), hemoglobin (Hb) level (P

= 0.005), and urine neutrophil gelatinase-associated lipocalin

(NGAL) (P = 0.037); factors associated with mortality were Hb level

(P = 0.049), urine NGAL (P = 0.012), AKIN staging (P = 0.034),

and AKI reversal (P = 0.041). No adverse effects were observed.

Conclusion: Acute kidney injury in patients with decompensated

cirrhosis is reversed by Dextran in 70% of patients, which is com-

parable to the responses of patients that received an infusion of

albumin. Due to its low cost and safety profile, Dextran may be an

alternative approach for treating patients with decompensated cir-

rhosis and AKI.
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Correlation of ascitic fluid and venous blood electrolytes
in cirrhotic patients

Dr Abdur Rahim1

1Assistant Professor of Hepatology, Dhaka, Bangladesh

Background: in advanced cirrhosis ot liver specially when paients

are critically ill venous access is not possible, ascitic fluid electrolytes

measurement is an alternative of serum electrolytes for treatment of

electrolytes impairement.

Methods: study type: observational, cross sectional. Study place:

department of hepatology, Banga Bandhu Sheikh Mujib Medical

University, Dhska Bangladesh. Study Dueation:July 2011 to June

2013. Sample size: 50.

Result: Serum Na and Ascitic fluid Na correlate 0.656 with p value

\0.0001. Serum K and Ascitic fluid K correlate 0.677 with p value

\0.0001. Serum Cl and Ascitc fluid Cl correlate 0.626 with p value

\0.0001.

Conclusion: 50 patients with cirrotic ascites were evaluated by his-

tory, clinical examinationand relevent investigations. Then ascitic

fluid and serum electrolytes level estimated and cllected data analysed

by spss 20.0 found significantly correlated between ascitic fluid and

serum electrolytes in cirrotic patients.

PP0050

Decompensated cirrhosis and hepatocellular carcinoma (HCC):
Could we better define the patient prognosis? Proposal
and validation of new model

Xavier Adhoute1, Guillaume Penaranda2, Paul Castellani1, Jean
Luc Raoul3, Aurelie Riso1, Olivier Monnet4, Marc Bourliere1

1Clinic of Gastroenterology and Hepatology, Hôpital Saint-Joseph,

Paris, France; 2AlphaBio Laboratory; 3Department of Hepato-

Gastroenterology and Digestive Oncology, Institut Paoli Calmette,

Marseille, France; 4Department of Radiology Hôpital Saint-Joseph,

Paris, France

Background: HCC management is complicated by the underlying

cirrhosis and portal hypertension (PH). Cirrhotic patients with

decompensation are frequently exposed to infection, increasing

mortality. C-reactive protein (CRP) is a biomarker of HCC and

decompensated cirrhosis prognosis.

Aim of the study: to better assess the individual prognosis of a

patient with decompensated cirrhosis especially in the presence of

HCC (not suitable for transplantation), using a score.

Methods: Were selected patients with decompensated cirrhosis dur-

ing the period 2008-2013, whatever the underlying liver disease, the

pattern of decompensation. Multivariate analysis was used to identify

independent predictors of survival and to define a score. Comparative

study with the MELD score (according to homogeneity, discrimina-

tory ability, AIC, C-Index).

Result: The cohort included 344 patients with cirrhosis, related to

alcohol (57%), viral disease (27%); predominantly men, median age

62 [61-64] years, Child–Pugh B (60%), C (40%). 32% of patients had

type II diabetes; 25% had an advanced HCC (not BCLC A). The

pattern of decompensation was ascites (56%), for more than three

months (50%), a jaundice (18%), a gastrointestinal bleeding (9%).

Grade 2/3 OV were present in 59% of case; the portocaval gradient

was 17 [16–18] mmHg, the MELD score was 17 (16–18) at baseline.

The median OS for the entire cohort was 18 (15–24) months [29.4

(19.5–40.5) and 10.1 (7.7–13.3) months for Child–Pugh B and C

patients, respectively], concurring with the length of median follow-

up: 19.4 (16–25.3) months. 58% of patients died. 52% of patients in

the cohort had a bacterial systemic infection. The evolution was

characterized by an increase in the MELD score, the ocurrence of a

type 1 (16%) or 2 (10%) hepatorenal syndrome (HRS), more com-

monly observed in Child–Pugh C patients. 28% of patients had a

persistent elevation of CRP level C29 mg/l.

Fivindependent prognostic factors associated with survival: a type

1 or 2 HRS, the presence of a systemic infecte variables were ion, a

higher CRP level C 29 mg/l, a Child–Pugh grade C vs. B, the pres-

ence of an advanced HCC. These variables were included in a score

(SICCC) from 0 to 7 points [HCC: 2.5 points vs. 1.5 (HRS1) vs. 1 vs.

0.5 (HRS2)] correlated with survival [0: 35 (27–39) months vs. 2.5:

14 (6–14) months vs. 3.5: 9 (4–11) months vs. 5: 4 (3–25) months; p

\0.0001], validated on an independent internal cohort (n = 80), with

different prognostic subgroups (p\ 0.0001) and a higher prognostic

value than MELD score in the validation cohort.

Conclusion: These results underline once again the importance of

C-reactive protein, systemic infection in decompensated cirrhosis. We

defined a simple score which can determine individual prognosis of

patients with decompensated cirrhosis, especially in the presence of

HCC (not suitable for transplantation). These results should be con-

firmed in an external cohort.

PP0051

Comparison of intermittent drainage of ascites and diuretic
therapy for cirrhosis patients with tense ascites

Jun-feng Chen1, Shao-quan Zhang1, Weng Weizhen1, Jing
Xiong1, Miao Huang2, Dong-ying Xie1, Zhi-liang Gao1, Bing-liang
Lin1

1Department of Infectious Diseases, Third Affiliated Hospital of Sun

Yat-sen University, Guangzhou; 2Department of Nursing, Guangzhou
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University, Jinan

Background: Approximately 18.5% of patients who received albu-

min infusion after repeated large-volume paracentesis (LVPs) still

suffer from post-paracentesis circulatory dysfunction (PPCD). It was

previously reported that administering paracentesis by central venous

catheter and intermittently draining small volume ascites (PCVC

therapy) is safe and effective for refractory ascites patients. However,

the influence of this therapy on circulatory and renal functions has

rarely been reported.

Methods: A total of 2169 HBV-related, decompensated liver cir-

rhosis inpatients were screened from January 2009 to January 2014.

Of them, 112 cases were eligible, among whom 55 patients (treated

group) were administered paracentesis with central venous catheter

and drained of 1–2 L ascites every 1 or 2 days (PCVC therapy). The

remaining 57 patients served as controls (control group). The levels of

mean arterial pressure (MAP), hemoglobin, creatinine, sodium, esti-

mated glomerular filtration rate (eGFR), incidence of complications,

weight loss, improvement rate, urine output and dosage of albumin

were compared between the two groups.

Result: Compared with the baseline, the level of MAP in the control

group markedly declined (82.27 ± 8.36 vs 91.25 ± 10.82, P = 0.000),

and the levels of MAP (79.14 ± 10.30 vs 90.53 ± 10.97, P = 0.000)

and hemoglobin (99.29 ± 16.78 vs v107.55 ± 21.80, P = 0.028) in

the treated group dropped significantly. There were no significant

differences in the levels of creatinine, sodium, eGFR, incidence of

complications (e.g., abdominal infection, hepatorenal syndrome,

hepatic encephalopathy, gastrointestinal bleeding and electrolyte
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disturbance), weight loss, improvement rate, urine output and dosage

of albumin between the two groups. The hospitalization time of the

treated group was longer (21.49 ± 13.34 vs 16.56 ± 9.07, P = 0.025),

and the amount of furosemide used in the treated group was greater

than that used in the control group (47.72 ± 18.53 vs 27.99 ± 13.32, P

= 0.000).

Conclusion: Cirrhosis patients with tense ascites who received PCVC

therapy showed decreased levels of Hb and MAP, but did not induce

renal dysfunction. Its efficacy is not superior to diuretic treatment.

PP0052

Statins reduce cirrhosis and its decompensation in chronic
hepatitis B independent of severity of liver disease
and comorbidities
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Background: Statins protect chronic hepatitis B (CHB) patients from

cirrhosis and its decompensation. We investigate the effects of statins

in various comorbidities and severity of liver disease.

Methods: We conducted a population-based cohort study in CHB by

using Taiwanese National Health Insurance Research Database from

1997 to 2009. We identified 18,993 CHB patients with statins [defined

as C28/year cumulative defined daily doses (cDDD)] and 1:1 ratio

propensity score and inception point-matched non-statins (\28

cDDD) were followed up from the inception point until the devel-

opment of cirrhosis and its decompensation or until withdrawal from

insurance or December 2009.

Result: After adjustment for age, gender, comorbidity index, hyper-

tension, diabetes, hyperlipidemia, obesity, hepatocellular carcinoma,

non-alcoholic fatty liver disease, aspirin use, diabetes medication,

CHB treatment, non-statins lipid-lowering drugs, and triglyceride-

lowering drugs, hepatic coma, and ascites using the Cox proportional

hazard model, statins were still an independent protector against

cirrhosis (adjusted hazard ratio (AHR) = 0.133; 95% confidence

interval [CI] = 0.091-0.194; p\ 0.01) and decompensated cirrhosis

(AHR = 0.143; 95% CI = 0.100-0.206; p\ 0.01).

Conclusion: Statins reduce cirrhosis and its decompensation in CHB

patients independent of baseline comorbidity index and severity of

liver disease.

PP0053

Assessment of score systems for early-term outcome of patients
with virus-related decompensated cirrhosis

Jiyuan Wu1, Dongqin Zhang1, Feifei Liu1, Fangzhou Jiao1, Luwen
Wang1, Zuojiong Gong1

1Department of Infectious Diseases, Renmin Hospital of Wuhan

University, Wuhan

Background: To assess the prediction of MELD, Child–Turcotte–

Pugh and MELDNa on the mortality in 3 months after discharging

from hospital.

Methods: 120 patients with decompensated cirrhosis were involved

in this study in Infection Depart of Remin Hospital of Wuhan

University from 1st January 2014 to 1st October 2015. The mortality

in 3 months was obtained,and scores of MELD, Child–Turcotte–Pugh

and MELDNa were calculated, respectively. Some statistical methods

(Chi square test, t test, rank-sum test) were applied to the assessment

of predictive ability of these scoring systems on the early-term out-

come in patients with decompensated cirrhosis.

Result: MELD, MELDNa and Child–Turcotte–Pugh score systems

were significantly different between the non-survival and survival

group. High score or grade had a positive correlation with the poorer

outcome in 3 months. MELDNa was the most excellent predictor of 3

months mortality [AUROC = 0.882, P = 0.000].

Conclusion: MELD, MELDNa and Child–Turcotte–Pugh score were

reliable predictors of short-term outcome in patients with virus-re-

lated decompensated cirrhosis. Compared withMELD and CTP

classification, MELDNa could improve predictive ability of early-

term mortality. However, data still needs to be confirmed by large

scale trials.
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Nutritional therapy: an often-neglected yet vital manoeuvre
in the management of ascites in liver cirrhosis

Raymond Liang1, Robert Lo2

1Department of Gastroenterology And Hepatology, Tan Tock Seng

Hospital, Singapore, Singapore; 2Department of Gastroenterology and

Hepatology, Tan Tock Seng Hospital, Singapore, Singapore

Background: Malnutrition is common among patients with liver

cirrhosis. Refractory ascites is a devastating complication of liver

cirrhosis with significant morbidity and mortality. Nutrition is often

not optimised, albeit unintentionally, by clinicians.

Methods: We report here a case of refractory ascites in a cirrhotic

patient that resolved completely upon optimisation of nutritional

status alone.

Result: Our patient is a 79-year-old female with Child’s C crypto-

genic liver cirrhosis. She was diuretic-intolerant, and required

therapeutic paracentesis every 2 weeks for refractory ascites. Previous

attempts with low-dose diuretics were complicated by acute kidney

injury, hypotension and encephalopathy. Malnutrition was noted

during her follow-up, with a body mass index (BMI) of 18 kg/m2.

Dietitian was consulted and she was initiated on high-calorie nutri-

tional drink. Her oral intake deteriorated further after a non-

haemorrhagic stroke. Despite this she repeatedly declined artificial

feeding for 3 months, causing her BMI to plummet to 13 kg/m2.

Eventually, however, she consented for placement of a nasogastric

tube for long-term enteral feeding. Within 3 months, not only did her

nutritional status improve significantly, her ascites also resolved

completely. She did not require further paracentesis for the following

24 months.

Conclusion: In managing patients with decompensated liver cirrho-

sis, clinicians should always optimise their nutritional status in

conjunction with other conventional medical therapies. There should

also be a low threshold to initiate supplemental/artificial feeding,

especially if there is suggestion of protein-energy malnutrition.

PP0055

The clinical research between two kinds of therapy, which are
the Adefovir Dipivoxil (ADV) and Lamivudine (LAM) combined
utilization and the Entecavir (ETV) single utilization, treating
the HBV-related decompensated liver cirrhosis

Yufang Li1

1Department of Infectious Diseases, General Hospital of Ningxia

Medical University, Yinchuan

Background: To Compare the effect and safety between two kinds of

therapy, which are the Adefovir Dipivoxil (ADV) and Lamivudine

(LAM) combined utilization and the Entecavir (ETV) single utiliza-

tion, treating the HBV-related decompensated liver cirrhosis

Methods: Selecting 91 patients with HBV-related decompensated

liver cirrhosis and divide them into two groups. Treating patients in

single drug (ETV) group with Entecavir Dispersible Tablets 0.5 mg/d,

p.o, and treating patients in combined drug (ADV + LAM) group with

Lamivudine 100 mg/d and Adefovir Dipivoxil Capsule 10 mg/d, p.o.

Following the negative conversion rate of HBV-DNA and HBeAg,

index of Serum biochemistry (ALT, TBil and Albumin), Alpha-fe-

toglobulin, Cr and CK, Type-B Ultrasonic result on the 3 check-

points (12 weeks, 24 weeks and 48 weeks after getting treatment).

Result: The intra-comparisons of the negative conversion rate of

HBV-DNA between ETV group and LAM + ADV group on the three

check-points showed statistical differences (P \ 0.05), the compar-

isons between two groups showed no statistical meaning (P[ 0.05).

However, the comparison of the negative conversion rate of HBV-

DNA between ETV group and LAM + ADV group showed statistical

difference on 48 weeks. The comparisons of the rate of viral break-

through showed no statistical meaning. The intra-comparisons on the

index of Serum biochemistry (ALT, TBil and Albumin), Alpha-fe-

toglobulin and CTP score showed statistical meaning on three check-

points, but comparisons between two groups all showed no

differences.

Conclusion: According to the data, these two kinds of therapy are

both good at restraining replication of HBV and improving function

of liver. There is no irreversible damage on kidney function and

poisoning of Lactic Acid upon the 91 patients. These two therapies

are both effective and safe on treating HBV-related decompensated

liver cirrhosis.

PP0056

Treatment of hepatitis B with telbivudine in a patient
with decompensated liver disease and diabetic nephropathy: case
report

Mohammad Golam Azam1, Fahmida Shams2

1BIRDEM General Hospital, Dhaka, Bangladesh; 2Dhaka Medical

College, Dhaka, Bangladesh

Background/aim: There is a correlation between chronic hepatitis B

(CHB) virus infection and chronic renal disease. It is more pro-

nounced if the patient is already in a decompensated state of liver

disease. We treated a patient with hepatitis B virus-related decom-

pensated liver disease and diabetic nephropathy with telbivudine

(LdT) 600 mg daily for 96 weeks.

Methods: Clinical presentation: A 57-year-old female patient with a

history of diabetes for 18 years presented in June 2014 with gener-

alized weakness and body swelling. On examination, she was

anaemic, mildly icteric, and ascites was noted. Laboratory
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investigations were conducted for liver function, renal function, and

other relevant tests. She was found to be HBsAg (+) with high viral

load. LdT was started with the standard dose.

Results: In our patient, HBV DNA was 12.04 log IU/ml at baseline,

0.0568 log IU/ml at Week 24 and 2.297 log IU/ml at Week 96. The

patient’s laboratory findings are summarized in the Table 1.

Conclusions: We treated a patient who has been a known case of

hepatitis B virus-related decompensated cirrhosis of the liver and

diabetic nephropathy. During treatment with LdT over a 2-year per-

iod, her haematological parameters, like Hb remained stable, but

platelet count decreased. Liver function tests were stable. A dramatic

improvement was noted in her serum creatinine level during the

treatment period which was similar to reports from other clinical

studies.

Long-term telbivudine therapy was associated with a sustained

improvement of renal function-particularly among this diabetic

patient with increased risk of renal impairment. However, drug

resistance should be taken into account with this treatment.

PP0057

Long-term effect of antiviral therapy on diastolic dysfunction
in patients with HBV-related decompensated cirrhosis

Mehmet Demir1, Mustafa Kurt2

1Deparment of gastroenterology, Mustafa Kemal University, Hatay,

Turkey; 2Mustafa Kemal University, Deparment of Cardiology,

Hatay, Turkey

Background: A recent study showed that diastolic dysfunction in

cirrhotic patients is independently associated with both death and

liver transplantation. The effect of antiviral therapy on diastolic

dysfunction has not previously been investigated in patients with

HBV-related cirrhosis. The aim of this study was to determine long-

term effect of antiviral therapy on diastolic dysfunction in patients

with HBV-related decompensated cirrhosis.

Methods: This retrospective study enrolled adult patients with

chronic hepatitis B–related decompensated cirrhosis treated with

antiviral therapy (entecavir or tenofovir) beginning from 2010. Con-

ventional echocardiography and tissue doppler echocardiography

were performed before antiviral therapy, 6 months and 3.2 ± 0.7

years after the treatment in all patients. Patients with ischemic or

organic valvular heart disease, TIPS, hepatoma were excluded.

Result: The study included 131 patients with HBV-related decom-

pensated cirrhosis (age: 59 ± 3 years; %51 male; Child A/B/C: 4/8/

119; HbeAg negative:131). The cumulative 6 monhs, first-, second-,

third-, fourth-, and fifth-year rates of virologic respond (levels of

HBV DNA\ 20 IU/mL) during extended antiviral therapy were 69,

85, 95, 97, and 99%, respectively. At the last visit, Child–Turcotte–

Pugh scores and MELD scores improved 38, 65%, respectively. Early

after antiviral therapy (6 months), we observed no changes in the

diastolic dysfunction (IVRT, 97 ± 38 versus 96 ± 26 ms, p[ 0.05;

DT, 224 ± 71 versus 217 ± 91 ms, p[0.05; E/EA, 083 ± 0.38 versus

0.85 ± 0.82, p[0.05; Em, 8.4 ± 3.1 cm/s, p[0.05; E/Em ratio, 11

± 06 versus 11 ± 12, p[0.05). At the late control (3.2 ± 0.7 years),

antiviral therapy improved diastolic dysfunction (IVRT,97 ± 38

versus 75 ± 36 ms, p\0.01; DT, 224 ± 71 vrsus 180 ± 81 ms, p\
0.01; E/A, 0,83 ± 0.38 versus 1.34 ± 0.75, p\0.01; Em, 8.3 ± 3.6

versus 11.2 ± 3.7 cm/s, p\0.01; E/Em ratio, 11 ± 06 versus 8 ± 35,

p\ 0.01).

Conclusion: Long-term antiviral therapy improves the diastolic

dysfunction in decompensated HBV-related cirrhosis rather than

short-term (\6 months) antiviral therapy.

PP0058

The risk factors of cirrhotic portal vein thrombosis and the effect
on the progression of liver cirrhosis

Qing li Lang1, Qi Zheng2, Jing Chen2, Da-wu Zeng2, Rui yu Liu2

1The Infectious Disease Hospital of Fuzhou, Fuzhou; 2Liver Disease

Center, The First Affiliated Hospital of Fujian Medical University,

Fuzhou

Background: To evaluate the risk factors of portal vein thrombosis

(PVT) in patients with cirrhosis, establish prediction models, and

investigate the prognostic effect of PVT in patients with cirrhosis.

Methods: We included 93 cirrhosis patients with PVT and 93 cir-

rhosis patients without PVT in this retrospective study. The diagnosis

was made in the first affiliated hospital of FuJian Medical University

from Jun. 2008 to Dec. 2015.We used propensity matching to exclude

confounding factors. A total of 158 cases were included in the study,

in which 79 patients with PVT were in thrombus group and 79

patients without PVT were in control group. SPSS20.0 software was

used for statistical analysis. Univariate analysis and binary logistic

analysis was used to identify independent risk factors of PVT and

build predictive models. Kaplan–Meier method was used to make a

statistic analysis of the prognosis difference between the two groups,

calculate and plot the survival curve.

Result: By comparing the analysis of single factor and logistic

analysis, the results indicated that hemoglobin (Hb), D-dimer (D-D),

splenectomy, spontaneous bacterial peritonitis (SBP), gastroe-

sophageal varices (GOV) were independent risk factors for cirrhosis

PVT. Building Model = -0.731–0.018 9 Hb(g/L) + 0.440 9 D-

D(mg/L) + 1.362 9 splenectomy(Yes = 1,No = 0) + 1.789 9

SBP(Yes = 1, No = 0) + 1.368 9 GOV(Yes = 1, No = 0). And the

cut-off value of Logit P was 0.497, and the area under the receiver

operating characteristic (ROC) curve of predictive model was 0.850,

for which the sensitivity and specificity was 79.70 and 82.30%

respectively. And its positive predictive value and negative predictive

value was 81.83 and 80.21%, respectively. Diagnostic curves of Hb,

D-D on the PVT were built by ROC and the corresponding areas

under the ROC curve were 0.722 and 0.764 respectively. Sensitivity

and specificity were 70.90, 72.20 and 63.30%, 70.90%, respectively.

The incidence of GOV, refractory ascites happened during the follow-

up were higher in PVT group compared with the control group, but

there was no statistical significance.

Conclusion: The low hemoglobin, high D-dimer, splenec-

tomy,spontaneous bacterial peritonitis, gastroesophageal varices were

independent risk factors for PVT in cirrhosis. And PVT predictive
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model through these independent variables, which is quite valuable

for diagnosis. Single factor of serum Hb or D-D were defined as a

certain predictive value for the diagnosis of PVT in patients with

cirrhosis. PVT had no significant effects on esophagogastric variceal

bleeding, refractory ascites of liver cirrhosis.

PP0059

A simple prognostic score model of mortality risk for acute
decompensation of chronic hepatitis B cirrhosis

Xiaoshu Li1, Rui Wang1, Le Sun1, Fangyuan Gao1, Yao Liu1,
Xieqiong Ye1, Mingfan Geng1, Yuxin Li1, Gang Wan2, Hui Zeng3,
Xianbo Wang1

1Center of Integrative Medicine, Beijing Ditan Hospital, Capital

Medical University, Beijing; 2Statistics Room, Beijing Ditan

Hospital, Capital Medical University, Beijing; 3Institute of Infectious

Diseases, Beijing Ditan Hospital, Capital Medical University, Beijing

Background: There is not model reported to predict mortality risk of

acute decompensation of cirrhosis in chronic hepatitis B patients cur-

rently. Our objective was to establish a prognostic score model of

mortality risk for acute decompensation of chronic hepatitis B cirrhosis.

Methods: In this retrospective study, a total of 509 patients and 620

patients with acute decompensation of chronic hepatitis B Cirrhosis

from Beijing Ditan Hospital, Capital Medical University, China and

Renji Hospital, School of Medicine, Shanghai Jiao Tong University,

China were recruited and assigned to risk-model derivation and vali-

dation, respectively. Univariate risk factors associated with the outcome

were entered into a multivariate logistic regression model for screening

independent risk factors. Each variable was assigned an integer value

based on the regression coefficients, and the final score was the sum of

these values in the derivation set. Model discrimination was assessed

using area under the receiver operating characteristic curve.

Result: Independent risk prognostic factors included age[65 years,

spontaneous bacterial peritonitis, hepatic encephalopathy grade III-

IV, total bilirubin [171 lmol/L, serum sodium \135 mmol/L. The

sum risk score ranged from 0 to 8; Patients were categorized into low

(0–1 score), intermediate (2–3 score), and high (4–8 score) risk

groups by score model based on five factors. Log-rank test revealed

significant difference of 28-day mortality rate among three risk

groups in derivation (0.9% vs 16.3% vs 63.5%, log-rank P\0.0001)

and in validation (13.0% vs 50.5% vs 75.9%, log-rank P\ 0.0001).

The model had good discrimination in derivation and validation (ar-

eas under the ROC curve = 0.918, 95% CI: 0.882-0.953; areas under

the ROC curve = 0.792, 95% CI: 0.754-0.831, respectively)

Conclusion: The convenient score model based on the five clinical

and laboratory characteristics could be helpful in predicting the

prognosis of acute decompensation of chronic hepatitis B cirrhosis

patients.

PP0060

A model predicting short-term mortality in patients
with advanced liver cirrhosis and concomitant infection

Ying Li1, Roongruedee Chaiteerakij2, Jung Hyun Kwon3,4, Jeong
Won Jang4,5,6, Hae Lim Lee4,5, Stephen Cha7, Xi Wei Ding7,
Charat Thongprayoon7, Fu Shuang Ha1, Cai Yun Nie1, Qian
Zhang1, Zhen Yang8, Nasra H. Giama7, Lewis R. Roberts7, Tao
Han1
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3Incheon St. Mary’s Hospital, Incheon, Korea; 4The Catholic

University of Korea, Seoul, Korea; 5Seoul St. Mary’s Hospital, Seoul,

Korea; 6College of Medicine, Seoul, Korea; 7Mayo Clinic College of
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Background: Infection is a common cause of death in patients with

advanced cirrhosis. We aimed to develop a predictive model in

Child–Turcotte–Pugh (CTP) class C cirrhotics hospitalized with

infection for optimizing treatment and improving outcomes.

Methods: Clinical information was retrospectively abstracted from

244 patients at Tianjin Third Central Hospital, China (cohort 1).

Factors associated with mortality were determined using logistic

regression. The model for predicting 90-day mortality was then

constructed by decision tree analysis. The model was further validated

in 91 patients at Mayo Clinic, Rochester, MN, US (cohort 2) and 82

patients at Seoul St. Mary’s Hospital, Korea (cohort 3). The predictive

performance of the model was compared to that of the CTP, MELD,

MELD-Na, chronic liver failure–sequential organ failure assessment

and NACSELD models.

Result: The 3-month mortality was 58, 58 and 54% in cohort 1, 2, and

3, respectively. In cohort 1, respiratory failure, renal failure, inter-

national normalized ratio, total bilirubin, and neutrophil percentage

were determinants of 3-month mortality, with odds ratios of 16.6, 3.3,

2.0, 1.1 and 1.03, respectively (P \ 0.05). These parameters were

incorporated in the decision tree model, yielding area under receiver

operating characteristic (AUROC) of 0.804. The model had excellent

reproducibility in the US. (AUROC 0.808) and Korea cohort

(AUROC 0.809). The proposed model has the highest AUROC and

best Youden index of 0.488 and greatest overall correctness of 75%,

compared to other models evaluated.

Conclusion: The proposed model reliably predicts survival of

advanced cirrhotics with infection in both Asian and US populations.

PP0061

Sustained virological response influences on the prognosis
after portosystemic shunt occlusion in patients
with decompensated cirrhosis

Hideyuki Tamai1, Hiroki Minamiguchi2, Yoshiyuki Ida1, Naoki
Shingaki1, Takao Koyama2, Hirotatsu Sato2, Ryo Shimizu1,
Takao Maekita1, Mikitaka Iguchi1, Jun Kato1, Tetsuo
Sonomura2, Masayuki Kitano1

1Second Department of Internal Medicine, Wakayama Medical

University, Wakayama, Japan; 2Department of Radiology, Wakayama

Medical University, Wakayama, Japan

Background: Although interventional radiology (IVR) such as bal-

loon-occluded retrograde transvenous obliteration (BRTO) or

percutaneous transhepatic obliteration (PTO) for portosystemic shunt

can improve the liver function of patients with decompensated cir-

rhosis, the factors related to the prognosis after portosystemic shunt

occlusion is not well understood. The aim of the present study aimed

to clarify whether the sustained virological response (SVR) influences

on the prognosis after IVR in patients with decompensated cirrhosis.

Methods: Of a total 88 cirrhotic patients who received portosystemic

shunt occlusion from January 2007 to September 2015, 51 decom-

pensated cirrhotic patients, except for 26 patients with compensated

cirrhosis, 8 patients with IVR failure, 2 patients lost to follow-up, and

1 patients with hospital death, were retrospectively analyzed.
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Result: There are 39 patients with viral hepatitis (hepatitis B in 5

patients and hepatitis C in 34 patients), 47 patients with Child B, and

4 patients with Child C. BRTO in 48 patients and PTO in 3 patients

were performed. The recovery rates of liver function to Child A

within 6 months after IVR of viral hepatitis, non-viral hepatitis, and

overall were 74% (29/39), 75% (9/12), and 75% (38/51), respectively.

The recovery rates according to Child–Pugh score were as follows;

score 7, 86% (12/14); score 8, 86% (19/22); score 9, 64% (7/11); and

score 10 and over, 0% (0/4). In 38 patients with recovery to Child A,

the 2 years re-progression rates to decompensated cirrhosis of non-

viral, non-SVR, and SVR groups were 33 70, and 0% respectively (p

\ 0.01). The 3 years liver related-death rates of those were 73, 37,

and 0%, respectively (p \ 0.01). Multivariate analysis revealed that

SVR and ammonia level were independent factors contributing to

liver-related death.

Conclusion: Portosystemic shunt occlusion using IVR could provide

a temporal recovery of liver function in patients with decompensated

cirrhosis. However, to maintain the liver functional recovery for long-

term and to improve the prognosis, SVR is needed.

PP0062

Beneficial effect of a probiotic in the reversal of minimal hepatic
encephalopathy and the role of endotoxin. A prospective,
randomized, placebo-controlled, double-blind study

Jiannis Vlachogiannakos1, Panayota Vasianopoulou2, Nikos
Viazis2, Matilda Chroni3, Theodoros Voulgaris1, Spiros D.
Ladas1, Dimitrios G. Karamanolis2

1Academic Department of Gastroenterology, National and

Kapodistrian University of Athens, Medical School, Laiko General

Hospital, Athens, Greece; 2Department of Gastroenterology,

Evangelismos General Hospital, Athens, Greece; 3Otolaryngology

Department, Evangelismos General Hospital, Athens, Greece

Background: Minimal hepatic encephalopathy (MHE) is the mildest

form of hepatic encephalopathy (HE) and describes patients with

cirrhosis without clinical symptoms but who perform worse on psy-

chometric tests compared with healthy subjects. It is an important

disorder as it may seriously impair daily functioning and quality of

life in patients with cirrhosis. In this study, we investigated the effi-

cacy of a probiotic in the treatment of MHE, in cirrhotic patients and

the potential role of endotoxin levels in the pathogenesis.

Methods: We screened 142 consecutive patients without overt HE for

MHE using both, psychometric (number connection test, NCT) and

neurophysiological (brainstem auditory evoked potentials, BAEP)

modalities during a period of 18 months. MHE was defined by

abnormality on at least one test. Seventy-eight (55%) patients were

diagnosed with MHE and 72 of them were equally randomized into

Lactobacillus plantarum 299v (n = 37) or identical placebo (n = 35),

for a period of 12 weeks.

Result: The whole group of patients consisted of 62 men/10 women,

mean (SD) age: 59 (10), 58% alcoholic cirrhosis, mean (SD) Child–

Pugh score: 6.4 (1.6) and mean (SD) MELD score: 11.9 (3.6). At

baseline, there were no significant differences between the groups in

demographics, liver function tests, serum fasting NH3 levels or per-

formance of psychometric and neurophysiological tests. The

adherence of patients who completed the study was excellent ([80%).

After 12 weeks, MHE was reversed in 21 patients (57%) of the

probiotic group but in only three patients (8.6%) who received pla-

cebo and the difference was statistically significant (p \ 0.001). No

difference was found in the reversal of MHE between alcoholic vs.

non-alcoholic etiology of cirrhosis (p = 0.335). The performance of

the NCT test significantly improved in the treatment group (p = 0.02)

as well as the performance of the BAEP (p = 0.03). Two patients in

the Lp299v group and one patient in the placebo group stopped study

because of side-effects. Six patients in the placebo group versus none

in the Lp299v group developed overt HE during the 12-week trial.

Serum fasting NH3 levels significantly decreased in the treatment

group (p = 0.015) while no changes were found in the placebo group.

Serum endotoxin levels decreased but not significantly in the treat-

ment group (p = 0.071) while no changes were found in the placebo

group (p = 0.795). However, endotoxin levels decreased significantly

in the subgroup of alcoholic cirrhotics (p = 0013) while no significant

changes were found in the subgroup of non-alcoholic etiology (p =

0.372).

Conclusion: We found a beneficial effect of a probiotic (Lp299v) in

the reversal of MHE compared to placebo in cirrhotic patients and we

believe it might be considered as a valuable alternative for the

treatment of MHE. The potential pathogenetic role of endotoxin needs

further investigation.

PP0063

A hemodynamic response based on hepatic venous pressure
gradient measurement is a clinically relevant target for reduction
of variceal bleeding in the treatment of portal hypertension

Tze Tong Tey1, Chow Wei Too2, Apoorva Gogna2, Farah Irani2,
Pik Eu Chang1

1Department of Gastroenterology and Hepatology, Singapore General

Hospital, Singapore, Singapore; 2Department of Diagnostic

Radiology, Singapore General Hospital, Singapore, Singapore

Background: Hepatic venous pressure gradient (HVPG) measure-

ment is recommended as standard of care for the management of

portal hypertension in centres with adequate expertise. Measurement

of HVPG response to non-selective beta-blocker (NSBB) therapy is a

clinically relevant end-point for primary prophylaxis of variceal

bleeding in cirrhosis. We explored the effect of hemodynamic

response measured by HVPG on the rate of variceal bleeding in a

cohort of cirrhotics.

Methods: We conducted a retrospective study of patients who

underwent HVPG measurement for management of portal hyperten-

sion in our centre between 2005-2015. HVPG was either performed at

baseline prior to initiation of NSBB or after optimisation of NSBB

(dose optimised to resting heart rate 55-60 beats/min or systolic BP

90-100 mmHg). Hemodynamic responders were defined as those with

a final HVPG\12 mmHg or a reduction in HVPG by C20% in those

with repeat measurements. Patients were followed-up until death or

liver transplantation. Primary outcome of the study was variceal

bleeding, representing failure of primary prophylaxis.

Result: A total of 153 cirrhotic patients were included. Mean age was

57.4 ± 10.4 years with 58% males. Cirrhosis etiology included

chronic hepatitis B (20.3%), chronic hepatitis C (7.8%), non-alcoholic

steatohepatitis (23.5%), alcohol (17.6%) and cryptogenic (16.3%).

Distribution of Child–Pugh Class was A (69.3%), B (26.1%), C

(4.6%). Mean HVPG was 14.8 ± 6.5 mmHg. Hemodynamic response

was achieved in 54 patients (35.3%). Mean HVPG was significantly

lower in hemodynamic responders (9.28 ± 5.0 vs. 17.8 ± 5.0, p \
0.001). Variceal bleeding occurred in 21 patients (13.7%) over a mean

follow-up of 28.5 months. Rate of variceal bleeding was significantly

lower in hemodynamic responders compared to non-responders (5.6%

vs. 18.2%, p = 0.047) but there was no significant difference in

mortality.

Conclusion: A HVPG-guided hemodynamic response is a clinically

relevant target for reduction of variceal bleeding in the management

of portal hypertension.
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Silybin-phospholipid complex protects against drug induced fatty
liver by amiodarone through preserved mitochondrial function
and regulating of fatty acid metabolism in hepatocytes
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Chen1, Yanshen Peng3, Qi Miao3, Zhaolian Bian3, Xiaojin Wang1,
Qingchun Fu1
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Shanghai Institute Of Digestive Disease, Shanghai

Background: Amiodarone (AMD), an antiarrhythmic agent, is a

known human steatosis-inducing compounds. Silybin-phospholipid

complex may be a potential candidate to treat fatty liver mainly due to

its anti-oxidant and anti-inflammatory properties. This study investi-

gated the effect and mechanism of silybin-phospholipid complex on

drug induced fatty liver by amiodarone.

Methods: Eight-week-old C57BL/6 male mice on the regular chow

diet were used as the control group (WT, n = 5);Model group were

given amiodarone with 150 mg/kg/d by oral gavage (AM, n = 5);The

intervention group were given amiodarone with 150 mg/kg/d and

silibinin-phospholipid complex with 50 mg/kg/d(AM + SILIPHOS, n

= 5)by oral gavage. All mice were fed their assigned diet for 1 weeks,

twice a day. To detect changes in lipid metabolism by serum alanine

aminotransferase (ALT), aspartate aminotransferase (AST), H&E, oil

red staining, electron microscopic analysis and RT-PCR test for lipid

metabolism gene expression.

Result: The serum levels of ALT, AST, CHOL, HDL and TG were

no changes in the model group and the intervention group. The degree

of fatty liver in the intervention group is obviously reduced compared

with model group by H&E and oil red staining. Transmission electron

microscopy showed the liver cell nucleus pyknosis,mitochondrial

swelling, structure damage, and autophagy lysosome in model group,

but the intervention group showed liver cell nuclei slightly damaged,

no pyknosis; The damage of mitochondria structure was slighter

compared with model group (Fig. 1). RT-PCR results showed that the

model group exhibited an increase in the PPARa and hepatic mRNA

levels for the PPARa target genes CPTI, CPTII, Acot1, Acot2,

ACOX, Cyp4a10, Cyp4a14; The intervention group significantly

attenuated the mRNA expression of CPTI, Cyp4a14, Acot1 and

PPARa (Fig. 2).

Conclusion: Silybin—phospholipid complex can effectively reduce

the amiodarone induced steatosis through alleviating mitochondrial

damage and modifying fatty acid motabolism. This may seem to

imply that Silybin–phospholipid complex would be a potential ther-

apy for drug induced fat liver by amiodarone.

PP0065

3D printed model of portal venous system in children
with extrahepatic portal hypertension clinical and srugical
significance

Rustam Kamilovich Uzbekov1, Rustam Zafardjanovich
Yuldashev2, Makhmudjan Muslimovich Aliev1, Gulnora
Srajitdinovna Adylova2

1Tashkent Pediatric Medical Institute, Tashkent, Uzbekistan;
2Republican Specialized Scientific Practical Medical Center of

Pediatrics, Tashkent, Uzbekistan

Background:
Aims. To improve the visualization of portal venous system before

and after surgical treatment of children with extrahepatic portal

hypertension

Methods: From January to May 2016, ten patients with extrahepatic

portal hypertension accepted contrast enhanced MSCT angiography

scans for procedural planning and postoperative evaluation. Patient-

specific, portal-venous phase models was attempted using data from a

patient’s MSCT angiographic scan. Axial images were segmented and

a digital 3D surface model was created. The surface model was then

exported to stereolithography (STL) file format and imported into free

open-source 3D modeling software

Result: The extrahepatic portal venous system was visualized in all

patients by MSCT angiography. All patients showed extrahepatic

portal vein obstruction. Using the 3D printing scale plastic models

were successfully produced. Physical models of four patients were

used for preoperative surgical planning. All models showed good

correspondence to patient portal vascular anatomy

Conclusion: For the surgeon it is important to represent the patho-

logic process in portal venous system in three dimensions, to

understand before the surgery, which side should go to it, and how to
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act. 3d printed models feasible for specialized surgical planning, and

can help to make preoperative planning for improving the safety of

complicated procedures

PP0066

Analysis of Liver cirrhosis with invasive pulmonary aspergillus
(IPA)

Yankai Yang1, Jun Li2, Tinghong Li1, Fengmei Wang1, Tao Han1

1Departments of Gastroenterology and Hepatology, Tianjin Third

Central Hospital, Tianjin Medical University, Tianjin; 2Tianjin Third

Central Hospital, Tianjin

Background: Invasive pulmonary aspergillosis (IPA) is a clinical

problem mostly reported in immunocompromised patients due to high

morbidity and mortality. We will analyze the characteristicss of IPA

in liver cirrhosis.

Methods: 11 IPA patients were erolled who admitted to Tianjin Third

Central Hospital from Jan 1,2014. Laboratory data and imaging

information were collected and analyzed. IPA was diagnosed based

on symptoms and signs,b lood routine,bGM/G test, fungal culture, as

well as radiology imaging.

Result: 11 patients were diagnosed liver cirrhosis with Child–Pugh A

in 2 cases, Child–Pugh B in 5 cases, Child–Pugh C in 4 cases. Patients

present with haematemesis and melena in 4 cases, edema in 3 cases,

fever and cough in 2 cases, abdominal distension or ascites in 2 cases.

As for basic diseases or complications, DM was diagnosed in 2 cases,

chronic renal insufficiency in 1 case, chronic obstructive pulmonary

disease in 1 case, cardiac insufficiency in 2 cases, malignant carci-

noma in 3 cases. Possible risk factors for IPA included neutropenia in

6 cases, DM type 2 in 3 cases, repeatedly hospitalized in 4 cases,

broad antibiotic usage in 4 cases and long-term steroid exposure in 3

cases. Some patients suffered from 2 or more risk factors. laboratory

test showed GM test positive in 7 cases while G test positive in 4

cases. According to morphological and molecular characterization in

sputum culture, Aspergillus fumigatus was confirmed in 5 cases,

Black fungus in 1 case,blue mould in 2 cases. But chest CT is comply

with the performance of typical imaging features only in 7 cases. Five

patients are cured with voriconazole, 2 are getting better, 3 cases died,

1 is in stable.

Conclusion: The mortality of liver cirrhosis with IPA is high. Like

immunodeficiency patients, decompensated liver cirrhosis should also

be considered a risk factor of IPA. Once IPA is considerd, antifungal

agents should be used as soon as possible.

Key words: Aspergillus infection, decompensated liver cirrhosis
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Circulating IL-10/IL-17 balance may regulate HBV DNA
replication in patients with chronic HBV infection

Bei Cai1, Zhenzhen Su1, Xiaojuan Wu1, Yunfei An1, Junlong
Zhang1, Lanlan Wang1

1West China Hospital, Sichuan University, Chengdu

Background: Host immune plays a critical role in anti-virus

responses and liver injury in patients with HBV

infection. Regulatory T cells (Treg) and Th17 cells imbalance has

been demonstrated to participated in chronic HBV infection (CHB)

progression. IL-10 and IL-17 are the characteristic and effector

cytokines of Treg and Th17 cells,respectively. Studies on circulating

cytokines or chemokines profiles in anti-virus effects or liver

inflammatory responses in CHB were rare. Here we aimed to explore

the specific effects the inflammatory, anti-inflammatory cytokines as

well as chemokines exerted in HBV DNA replication, e antigen

seroconversion and the impairment of liver function.

Methods: 159 patients with CHB [including 71 with HBeAg (+) and

88 with HBeAg (-)] and 29 healthy controls (HC) were recruited

from outpatients and inpatients in West China Hospital of Sichuan

University. Circulating lIL-1b, IL-6, IL-17,IL-10, IL-8 and IP-10

were measured by Bio-Plex system and Bio-Plex Pro. human cytokine

reagent kits (Bio-Rad, USA). The clinical information including HBV

DNA load, HBV serology biomarkers and liver function were

recorded.

Result: � Circulating IL-1b, IL-6, IL-17, IL-10, IL-8 and IP-10 all

increased in CHB compared with HC. (P \ 0.05) (Fig. 1A) ` In

HBeAg positive CHB circulating IL-1b, IL-6, IL-10 and IP-10 were

strikingly higher than those in HBeAg negative CHB. (P\0.05) And

IL-17 significantly decreased, resulting in IL-10/IL-17 ratio rising in
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HBeAg positive CHB (Fig. 1B) ´ Compared with HBV DNA[1000

IU/ml group, cytokines and chemokines except for IL-17 were all

elevated in HBV DNA B 1000 IU/ml group (P\0.05 for IL-1b, IL-6,

IL-10, IL-17 and IP-10), as well as IL-10/IL-17 ratio increased (Fig.

1C) ˆThe similar differences of circulating cytokines and chemoki-

nes levels were observed in ALT group, which showed circulating IL-

1b, IL-6, IL-10, IP-10 and IL-10/IL-17 ratio rose distinctly and IL-17

declined in ALT C 40 group (Fig. 1D) ˜ Correlation analysis indi-

cated IL-1b, IL-6, IL-10 and IP-10 were positively related to serum

ALT levels (rs = 0.360,0.381, 0.352 and 0.459, respectively; all P\
0.05), and IL-17 had a negative correlation with ALT level (rs = -

0.192,P\ 0.05).

Conclusion: In chronic HBV infection circulating rising IL-1b, IL-6

and IP-10 took part in liver injury and higher IL-17 with lower IL-10

may have a anti-virus role, which was characterized by inhibiting

HBV DNA replication and prompting seroconversion to anti-HBe

antibodies.

PP0068

Better define hepatocellular carcinoma prognosis, is it possible?
Assessment and performance of BCLC and HKLC classifications,
of CLIP and NIACE scores, of BCLC nomogram, alone
and combined, in a large multicenter French cohorts
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7Department of Hepatobiliary Surgery, Hôpital Saint-Joseph, Paris,

France; 8Department of Radiology, Hôpital Saint-Joseph, Paris,
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Background: The BCLC system is the reference classification in the

West. The HKLC (Hong Kong Liver Cancer) system is a recent

classification which offers another stratification and surgery to more

advanced HCC stages. The CLIP score is considered to be a good

prognostic score. The NIACE score has also a prognostic value

greater than others scoring systems. A nomogram of the BCLC sys-

tem has recently been proposed to better specify HCC prognosis

patient. Which one to use?

Methods: Were included BCLC A, B, C and D (without Child–Pugh

C) HCC patients from five French centers over the period 2007–2014.

Analysis of survival, according to the BCLC system. Comparative

study with HKLC system, NIACE and CLIP scores, BCLC nomo-

gram according to their homogeneity, their discriminatory Ability, the

AIC, the concordance-index C. Multivariate analyses of the scores

over survival.

Result: The cohort included 1102 patients, mostly men, median age

68 [60–74] years, with cirrhosis (81%), alcohol-related (41%), HCV

infection-related (27%), CPA (73%), B (27%). 59% of HCC were

multinodular, 43% were infiltrative tumors. Portal thrombosis was

present in 41% of cases. ECOG PS grade (i.e. cancer-related symp-

toms) was: PS0 (50%), PS1-2 (46%), PS3-4 (4%). Distribution

according to BCLC system was: BCLC A 17% B 14% C 63% and D

6%. 22% of patients received curative treatment, 66% palliative and

12% best supportive care. The median OS was : 10.8 [4.9–28.0]

months, concurring with the length of median follow-up: 10

[4.4–22.7] months; 908 of the patients died. Each system (BCLC,

HKLC, CLIP, NIACE, BCLC nomogram) distinguished different

prognosis subgroups (p \ 0.0001). The nomogram had the highest

discriminative ability, the highest C-index, relatively close to the

NIACE score. NIACE score had the highest homogeneity, the lowest

AIC. The nomogram distinguished a total of sixteen different prog-

nosis groups, but a simplified stratification into five subgroups might

be possible (p\0.0001). By moving large and unique HCC[50 mm

into BCLC A group, the nomogram was less efficient than the NIACE

score. The overall prognostic value of each system was further

improved with the combination of classifications (BCLC or HKLC)

and NIACE score. The best model was a model whose NIACE was a

component. The combination of BCLC and HKLC, or NIACE and

CLIP systems were underperforming.

Conclusion: In this French cohort the combination of classification

(HKLC or BCLC) and NIACE score provides the best prognostic

value, and NIACE scoring system can also be used to aid in thera-

peutic decision. It is therefore possible to combine these two

prognostic and therapeutic tools to improve the management of

patients with HCC.

PP0069

Hepatocellular carcinoma diagnosed at advanced stages
in patients with chronic hepatitis B who underwent regular
surveillance: Predictors of detection failure
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Kyu Hwang2, Kyu Sung Rim2, Kwang-Hyub Han1, Do Young
Kim1

1Yonsei University College of Medicine, Seoul, Korea; 2CHA

Bundnag Medical Center, CHA University, Seongnam, Korea;
3Yonsei University College of Medicine, Seoul, Korea

Background: Some chronic hepatitis B (CHB) patients are diagnosed

with advanced hepatocellular carcinoma (HCC) in spite of going

through regular surveillance. The aim of our study was to determine

the predictors for detection failure of HCC in CHB patients who

underwent regular surveillance.

Methods: CHB patients with well-preserved liver function, who

underwent regular surveillance with ultrasound and AFP every 6

months, were enrolled. Cox regression analysis was used to identify
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predictors for detection failure, defined as HCC diagnosed beyond

Barcelona Clinic Liver Cancer (BCLC) stage B.

Result: A total of 4,590 CHB patients were enrolled (mean age, 52.1

years; men, 61.6%), and had been followed for 73.4 (45.3–80.2)

months. Of 169 HCC patients, 35 (20.7%) patients were diagnosed

with HCC beyond BCLC stage B. Cumulative incidence of detection

failure of HCC was 0.18% at Year 1, and 1.29% at Year 5. On

multivariate analysis, liver cirrhosis [hazard ratio (HR), 3.34; 95%

confidence interval (CI), 1.34–8.30], AFP C 9 ng/mL (HR, 5.25; 95%

CI, 2.31–11.96), and diabetes mellitus (HR, 3.08; 95% CI, 1.39–6.82)

were identified as independent predictors of detection failure. On the

other model with liver stiffness (LS) value, predictors of detection

failure included LS value C 12 kPa (HR, 11.05; 95% CI, 2.07–59.04)

and AFP C 9 ng/mL (HR, 4.80; 95% CI, 1.61–14.30).

Conclusion: Detection failure of HCC was not common among

patients who underwent regular surveillance. However, in high risk

patients for detection failure having advanced liver fibrosis, high AFP,

or diabetes mellitus, other surveillance strategies such as CT or MRI

with liver-specific contrast might be beneficial.

PP0070

Comparison of acoustic radiation force impulse elastography
and transient elastography for the prediction of hepatocellular
carcinoma recurrence after radiofrequency ablation
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Background: To compare the clinical value of acoustic radiation

force impulse (ARFI) elastography and transient elastography (TE)

for the prediction of recurrence after radiofrequency ablation (RFA)

of hepatocellular carcinoma (HCC) and to investigate other predictors

for recurrence of HCC.

Methods: A total of 130 patients with HCC who underwent ARFI

elastography and TE within 6 months before curative RFA were

enrolled prospectively, from 2011 to 2016. Independent predictors for

recurrence of HCC were analyzed separately by using ARFI elas-

tography and TE. The accuracy of ARFI elastography and TE to

predict HCC recurrence was determined and compared by receiver

operating characteristic (ROC) curve analysis.

Result: The mean age of HCC patients (98 men and 32 women) was

63.7 (range, 43–84) years. During the follow-up period (median 21.4

months), 61 (46.9%) patients had experienced recurrence of HCC.

Patients with recurrence had significantly more frequent liver cir-

rhosis, lower serum albumin, higher prothrombin time, lower platelet

counts, larger spleen size, higher alpha-fetoprotein, higher ARFI

velocity, and higher TE value compared to patients without recur-

rence. In multivariate analysis using ARFI velocity, serum albumin

and ARFI velocity [HR 2.639; 95% confidence interval (CI)

1.719–4.052, P \ 0.001] were selected as independent predictors of

recurrence and in multivariate analysis using TE value, serum albu-

min, total bilirubin, and TE value (HR 1.023; 95% CI 1.008–1.038, P

= 0.002) were selected as independent predictors of recurrence. The

area under the ROC curve (AUROC) of ARFI elastography (0.816,

95% CI 0.745–0.888) was not statistically different to that of TE

(0.800, 95% CI 0.726–0.875) for predicting recurrence of HCC (P =

0.627). The optimal cutoff value of ARFI velocity and TE value was

1.6 m/s (sensitivity 85.3%, specificity 65.2%) and 13 kPa (sensitivity

72.1%, specificity 68.1%), respectively.

Conclusion: ARFI elastography and TE provide comparable assess-

ment in predicting the recurrence after RFA of HCC.
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Screening for asymptomatic individuals at risk for HCC can
greatly enhance survival compared with symptomatic diagnosis
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Joon Hyeok Lee2, Kwang Cheol Koh2, Seung Woon Paik2
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University School of Medicine, Seoul, Korea

Background: Hepatocellular carcinoma (HCC) surveillance has been

recommended to increase the chance of treatment at an early stage.

However, there is still debate about the effectiveness of screening for

asymptomatic individuals at risk for HCC. We conducted the present

study to determine whether patients with screen-detected HCC show

definite improved outcome compared with those who were symp-

tomatically diagnosed.

Methods: Between January 2010 and December 2014, a total of 2886

treatment-naı̈ve, newly diagnosed HCC patients [age: 59.3 ± 10.3,

male: 2323 (80.5%), hepatitis B virus: 2217 (76.8%)] in a single

center were analyzed and divided into two groups: screen-detected

(79.6%) and symptom-detected (20.4%).

Result: Patients in the symptom-detected group demonstrated sig-

nificantly worse survival compared with those in the screen-detected

group (5-years survival rate, 40.5% vs. 75.5%, P \ 0.001). In cases

where patients belonged to any of mUICC stage-II-IV and BCLC

stage-B, C, the ones who were diagnosed by screening presented a

significantly more favorable prognosis than by symptoms. (5-years

survival rate, mUICC: stage II = 85.2% vs. 55.7%, stage III = 60.6%

vs. 41.1%, stage IV = 44.5% vs. 21.1%; BCLC: stage A = 83.0% vs.

58.1%, stage B = 59.6% vs. 43.7%, stage C = 47.1 vs. 17.0%; all

P values \ 0.001, respectively). When we performed subgroup

analysis according year of diagnosis (2010–2011 vs. 2012 and later),

HCC Patients who were diagnosed by screening in 2012 or later, had

significantly more favorable survival compared with those diagnosed

by screening earlier (3-year survival rate, 84.4% vs. 73.1%, P \
0.001).

Conclusion: Even after adjusting for HCC stage, our results con-

firmed that the largest share of the survival advantages persisted. We

point out that the effect of screening on survival may have been

increasing in more recent years through improved detection methods

for HCC allowing a shift toward less tumor burden and earlier stage.
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Use of prealbumin could improve the classification accuracy
of Child–Pugh System in predicting the post-surgery survival
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Background: Hepatocellular carcinoma (HCC) is a kind of common

disease in China and it has both high recurrent rate and high mortality.

The survival rate of HCC patients is not only decided by the malig-

nancy but also the residual liver functions. In order to improve the

patients’ post-surgery management effective prognosis factor and new

prediction system were explored.

Methods: Basic information of 725 HCC patients was collected. All

the patients had been followed with median follow-up time the

prognosis value of pre-surgery liver synthesis biomarkers and Child–

Pugh classification were analyzed. Independent-sample t test and one-

way ANOVA were used to test the level of three biomarkers by

divided the patients according to the characteristics, male would have

higher prealbumin compare to female, the prognosis cutoff values of

post-surgery HCC patients were found, for male and female is 148

mg/L and 102 mg/L respectively.

Result: According to the cutoff values, COX regression analysis

showed that pre-surgery prealbumin is an independent factor for

prognosis prediction the hazard ratio (HR) is 0.629 (P\ 0.001).

Over-all survival curves were done to test whether pre-surgery pre-

albumin’s predict value is same in patients with different sex,

cirrhosis or not and patients with hepatitis virus infection or not. Both

of the P-value is less than 0.001, and pre-surgery prealbumin can be

used in post-surgery Chinese HCC patients.

Child–Pugh system is a traditional measure of liver function and

predict factor of liver disease. Based on pre-surgery prealbumin,

Child–Pugh A patients could be divide into two groups and the mean

survival time is 19.29 and 31.90 months respectively. A new classi-

fication system together using PA and Child–Pugh score were set up.

The patients were divided into 3 groups (A,B,C), the 1-year survival

rates were 78.67, 58.86, 42.86% respectively, and 3-year survival

rates were 52.63, 29.86, 18.62% respectively, and 5-year survival

rates were 39.96, 19.73, 14.22% respectively. The data here indicated

that this new system has improved predicting value of over-all sur-

vival among HCC patients.

Conclusion: According to BCLC system relatively better liver

function HCC patients would accept curative surgery. Child–Pugh

system’ s prediction value of survival is limit because most of the

under surgery patients are group A and B. Pre-surgery prealbumin is a

reliable marker to predict prognosis of HCC patients, even Child–

Pugh A patients, the new system can be more accurate in predicting

HCC patients’ post-surgery survival.

PP0073

Combined detection of EpCAM extracellular domain (EpEX)
and intracellular domain (EpICD) in HCC tissue can predict
the recurrence and metastasis of HCC

Zhang min Na1, Chen wei Wei1, Nie wei Min1, Xu Wen1

1Treatment and Research Center for Infectious Diseases, Beijing 302

Hospital, Beijing

Background: Epithelial cell adhesion molecule (EpCAM) is con-

sidered as an early biomarker of HCC. The aim of this research is to

investigate the expression level and pattern of EpCAM in HCC,ana-

lyze the correlation between EpCAM and the recurrence,metastasis

and prognosis of HCC,and explore the mechanism of EpCAM on

biological behavior of HCC.

Methods: Clinical follow-up data were obtained by a review of

medical records of 153 patients diagnosed with HBV-related HCC

from April 2006 to July 2009. Detected the expression of EpCAM

extracellular domain (EpEX) and intracellular domain (EpICD) in

HCC tissue sections by immunohistochemistry and immunofluores-

cence, retrospectively analyzed its correlation with HCC

recurrence,metastasis and prognosis. Transfected EpEX and EpICD

specific shRNA plasmid into Huh7 cell line, studied the proliferation

changes of Huh7 cells by CCK8 test,cell cycle distribution and

apoptosis rate by flow cytometry, migration ability by would-healing

test,and invasion ability by transwell chamber test.

Result: In 153 HCC cases,the EpEX cytomembrane expression rate

was 16.99%, the EpICD nuclear and the cytoplasmic expression rate

were 59.48 and 100%, respectively. The expression rate of

cytomembrane EpEX and nuclear EpICD in HCC tissues were higher

than those in cancer adjacent tissues. The expression rate of

cytomembrane EpEX and nuclear EpICD were independent of HCC

staging (p = 0.282, p = 0.097). Both the expression rate of

cytomembrane EpEX and nuclear EpICD correlated with the AFP

level positively. The median tumor free survival time and overall
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survival time of the EpEX+EpICD+,EpEX-EpICD-,EpEX+EpICD-

and EpEX-EpICD+ HCC groups were different significantly (p =

0.008, p = 0.041). HCC was prone to relapse earlier, and the rate of

tumor free survival and overall survival were lower in EpEX+EpICD-

group than in EpEX-EpICD- group (3 m vs 6 m, p = 0.007; 28 m vs

42 m, p\0.001) and EpEX+EpICD+ group (3 m vs 19 m, p\0.001;

28 m vs 46 m, p = 0.004). The EpEX-EpICD+ group was more likely

to occure vascular invasion and extrahepatic relapse (50%) than the

EpEX+EpICD+ (37.5%),EpEX-EpICD-(24%), and EpEX+-

EpICD-(0%) group. The expression of EpCAM protein in Huh7 cell

line was inhibited by EpEX and EpICD specific shRNA,which

resulted in a weakened ability of cell proliferation,migration, invasion

in vitro and an increased cell apoptosis rate. Cell cycle analysis

revealed a decrease in S phage and an accumulation in G2 phage.

Conclusion: EpEX+EpICD- in HCC tissues correlated with earlier

recurrence and reduced overall survival rate in HCC patients. HCC

with EpEX-EpICD+ was more likely to occur vascular invasion and

extrahepatic recurrence. The inhibition of EpCAM protein expression

in Huh7 cell line resulted in a change in cell cycle,apoptosis rate, and

weakened ability of cell proliferation,migration and invasion

in vitro,which provide a theoretical basis for EpCAM antibody ther-

apy in HCC.
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Background: Hepatocellular carcinoma (HCC) is a leading cause of

cancer death worldwide. Nonalcoholic fatty liver disease (NAFLD) is

becoming an increasingly important HCC risk factor. A large pro-

portion of cryptogenic HCC arising in the absence of viral hepatitis,

alcohol or other known liver diseases are likely secondary to NAFLD.

We define the clinical features and outcomes of cryptogenic HCC

compared to viral and alcoholic HCC in a large international cohort.

Methods: This is a retrospective cohort study of 4315 consecutive

adult patients with HCC diagnosed from 2004 to 2014 at three centers:

2124 from two US centers and 2191 from a Taiwan center. Cryptogenic

HCC was defined as the absence of a history of viral hepatitis, sig-

nificant alcohol intake, or other diagnosed liver diseases. HCC cases

with multiple contributing etiologies were excluded. Survival data was

obtained from patient records and national death registries.

Result: Compared to the other etiologies, cryptogenic HCC patients

were significantly older (67.2 vs. 58.3 HBV; 63.0 HCV; 63.2 Alcohol,

p\ 0.001 for all) and much less likely to have cirrhosis (45.8% vs.

68.1% HBV; 75.5% HCV; 64.1% Alcohol, p \ 0.001 for all).

Cryptogenic HCC was also much more likely to present with symp-

toms than viral HCC (58.0% vs. 39.1% HBV; 42.8% HCV, p\0.001

for both) and had more unfavorable characteristics such as larger

tumor size (6 cm vs. 3.9 cm HBV; 3.2 cm HCV; 4 cm Alcohol, p\

0.001 for all) and metastases (16.2% vs. 11.2% HBV; 6.7% HCV;

11.4% Alcohol, p = 0.002,\0.001, 0.029, respectively). Cryptogenic

HCC patients were much less likely to meet Milan criteria for liver

transplantation (29.7% vs. 48.2% HBV; 56.6% HCV; 38.0% Alcohol,

p\0.001,\0.001, 0.005, respectively) and were more likely to have

advanced BCLC stage C or D disease (58.1% vs. 42.6% HBV; 32.2%

HCV; 48.3% Alcohol, p \ 0.001, \ 0.001, 0.012, respectively).

Despite this, cryptogenic HCC patients were more likely to receive

curative treatments (31.5% vs 23.0% HBV; 26.0% HCV; 24.7%

Alcohol, p B 0.001, 0.011, 0.028, respectively), and this was driven

by a greater proportion of cryptogenic HCC patients receiving

resection (26.6% vs. 16.5% HBV; 11.2% HCV; 12.1% Alcohol, p\
0.001 for all). However, 10-year survival was significantly poorer for

cryptogenic HCC compared to both HBV and HCV HCC patients (p

\0.001 for both) and was similar to alcohol-related HCC patients (p

= 0.705). HCC etiology was not independently associated with poorer

survival in multivariate analysis with adjustments for sex, age, tumor

characteristics, liver function, and treatment types.

Conclusion: Almost half of cryptogenic HCC presented in patients

without cirrhosis. Cryptogenic HCC patients also presented at more

advanced tumor stages and had significantly poorer survival. More

work is needed to enhance early detection of HCC in those with

cryptogenic liver disease.

PP0075

HBx promotes hepatocellular carcinoma survival under glucose
starvation through regulation of fatty acid oxidation

Ming-da Wang1, Han Wu1, Gongbo Fu1, Hexin Yan1, Hongyang
Wang1

1Eastern Hepatobiliary Surgery Hospital, Second Military Medical

University, Shanghai

Background: Due to a high rate of nutrient consumption and inad-

equate vascularization, hepatocellular carcinoma (HCC) cells

constantly undergo stressful conditions, especially glucose starvation,

during tumor development. Hepatitis B virus (HBV) X protein (HBx)

has been implicated in the pathogenesis of HBV-induced HCC. De-

spite the established relationship between HBx and lipid metabolism

in HCC pathogenesis, the precise roles of HBx in HCC cells expe-

riencing metabolic stress remain unknown.

Methods: HCC cell lines expressing HBx were analyzed for their

responses to nutrient deprivation. Alternations in intracellular redox

and energy homeostasis as well as fatty acid utilization were mea-

sured during glucose starvation. Flow cytometry and Western blotting
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analyses were performed to evaluate the activation of calcium/

CaMKK and AMP-activated protein kinase (AMPK) sngaling path-

ways in HBx-transformed cells. Mouse xenografts and clinical HCC

specimens were analyzed to examine the in vivo effects of HBx on

AMPK signaling pathway and fatty acid oxidation (FAO) process.

Result: Up-regulation of HBx increased the intracellular ATP and

NADPH generation, and induced the resistance to glucose depriva-

tion, whereas depletion of HBx via siRNA abolished these effects and

conferred HCC cells sensitive to glucose restriction. Though HBx did

not affect the glycolysis and oxidative phosphorylation capacity of

HCC cells under normal culture conditions, it facilitated FAO process

in the absence of glucose, which maintained NADPH and ATP levels.

Further investigation showed that HBx expression, under glucose

deprivation, stimulated phosphorylation of AMPK and its down-

stearm effector via a calcium/CaMKK-dependent pathway, which

was required for the activation of FAO. Conversely, inhibition of

FAO by etomoxir (ETO) restored the sensitivity of HBx-expressing

cells to glucose deficiency in vitro and retarded xenograft tumor

formation in vivo. Finally, HBx-induced activation of the AMPK and

FAO pathways were also observed in xenograft tumors and HBV-

associated HCC specimens.

Conclusion: Our data suggest that HBx plays a key role in the

maintenance of redox and energy homeostasis by activating FAO,

which is critical for HCC cell survival under conditions of glucose

starvation. Our findings provide new insights into the HBx-mediated

metabolic transformation during hepatocarcinogenesis and suggest

that targeting FAO may benefit the treatment of HBV-related HCC.

PP0077

DPP4 promotes high fat diet induced cancer angiogenesis
via CCL2 activation

Chenjie Qin1,2, Zhao Linghao1, Hexin Yan1

1Eastern Hepatobiliary Surgery Hospital, Second Military Medical

University, Shanghai; 2Huadong Hospital, Fudan University,

Shanghai

Background: Recent studies have shown that obesity was usually

accompanied by an elevated level of serum dipeptidyl peptidase 4

(DPP4), a novel adipokine potentially linking obesity to the metabolic

syndrome. The aim of this study was to determine the role of serum

DPP4 in the progression of hepatocellular carcinoma (HCC) under

high fat diet (HFD) and its clinical significances.

Methods: Firstly, both genetic ablation and pharmacological inhibi-

tion of DPP4 were applied in a diethylnitrosamine model of rat

hepatocarcinogenesis under HFD treatment.

Next, to further confirm the hypothesis that elevated DPP4 activity has a

role in HFD-triggered cancer progress, we adopted two well-studied

mouse models of metastasis and one tumor proliferation model (metas-

tasis: B16F10 cells and LLC cells, proliferation: SMMU-7721 cells).

Based on the findings, we hypothesized that the crucial substance

which promoted tumor progression was located in serum and it should

be one of the substrate of DPP4. We then sought to screen the factors

that mediate DPP4 effects. Mouse Chemokine Antibody Array was

adopted to analyze the alterations by vildagliptin in the serum.

At last, we utilized tube formation assay to study the mechanisms.

Clinically, 210 human HCC patients’ sera were collected to study

the significance between serum DPP4 activity and their clinical

outcomes.

Result: High level of serum DPP4 activity in obese animals could

promote cancer progression via enhancing tumor-associated angio-

genesis. Genetic ablation of DPP4 prevented HFD-induced cancer

vascularization and metastasis during HCC development and

prolonged animal survival. Administration of DPP4 inhibitor (Vil-

dagliptin) has shown similar effects. In two well-studied mouse

models of metastasis, loss of DPP4 also dramatically lowered the

angiogenesis and metastatic potential caused by HFD. Further anal-

yses revealed that DPP4 inhibition prevented tumor angiogenesis by

reducing the serum level of CCL2 (a substrate of DPP4). The con-

comitant change of serum DPP4 and CCL2 was noted in liver cancer

patients and high serum DPP4 activity was closely associated with

poor clinical prognosis.

Conclusion: The data highlights the importance of serum DPP4

activity in the pathogenesis of HCC especially in obese patients.

Inhibition of DPP4 may represent a new avenue for therapeutic

intervention to treat or prevent HCC development.
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Expression of TIPE2 mRNA and Foxp3 mRNA in PBMCs
and HCC tissue in HBV-related hepatocellular carcinoma
patients

Li Kong1, Yuzhuo Zhang2, Qingshan Zhang1, Suxian Zhao1,
Yuemin Nan1

1Department of Traditional and Western Medical Hepatology, Third

Hospital of Hebei Medical University, Shijiazhuang 050051;
2Department of Internal Medicine, Hebei Province Traditional

Chinese Medicine Research Institute, Shijiazhuang 053100

Background: Hepatocellular carcenoma (HCC) is one of the most

common malignant tumors and the third leading cause of cancer-

related deaths in the world. The prognosis of HCC is very poor

because of late diagnosis, limited therapeutic options and metastasis.

Therefore, developing of molecular therapeutic targets to suppress

tumorigenesis, growth and metastasis of HCC may improve the

prognosis and be of great benefit for HCC patients. Tumor necrosis

factor-a-induced protein-8 like-2(TIPE2) is a novel negative regulator

of innate and adaptive immunity that maintains immune homeostasis

and is involved in the development, invasion and metastasis of human

tumors. Previous studies have shown that TIPE2 plays a suppressive

role in the development of several types of human cancers. But, its

role in HCC is still not clear. In this study we examined the TIPE2

and Foxp3 mRNA expression in PBMCs and HCC tissues from HBV-

related HCC patients,and the relationship with T lymphocyte subsets

and ALT, AST, AST/ALT Ratio and AFP levels.

Methods: The mRNA levels of TIPE2 and Foxp3 in PBMCs and

HCC tissue were examined by quantitative real-time reverse tran-

scription polymerase chain reaction (RT-PCR). T lymphocyte subsets

were analyzed by flow cytometry.

Result: TIPE2 mRNA expressions were significantly down-regulated

and Foxp3 mRNA were up-regulated in PBMCs from HCC patients.

Impotently, down-regulated TIPE2 mRNA level was negatively cor-

related with Foxp3 mRNA levels. Moreover, TIPE2 mRNA level was

negatively correlated with elevated amount of CD8+ T cells and

positively correlated with both decreased number of CD4+ T cells and

CD4+/CD8+ T cell ratio. Furthermore higher Foxp3 mRNA expres-

sion was also positively correlated with CD8+ T cells and negatively

correlated with CD4+ T cell numbers and CD4+/CD8+ ratio. The

correlations of TIPE2 with liver injury or tumor growth were ana-

lyzed and results showed there were negative correlations between

TIPE2 mRNA expression and ALT, AST, AST/ALT Ratio and AFP

levels in HCC patients. In addition, Foxp3 mRNA expression was

increased following liver injury and tumor growth, displayed positive

correlations with ALT, AST, AST/ALT ratio and AFP level in these

HCC patients, whereas no correlation was observed between Foxp3

mRNA expression and liver injury marker in healthy controls. In

additionTIPE2 mRNA expression in HCC tissue were lower than that

in adjacent tissue, but no statistic difference were found, Whereas

Foxp3 expression level was significantly increased in HCC tissue than

that in adjacent tissue. TIPE2 mRNA level was negatively correlated

with Foxp3 mRNA levels in both HCC tissue and adjacent tissue.

Conclusion: These results indicated that TIPE2 gene may be involved

in the tumorigenesis by regulating function of Foxp3+ Tregs and T

cell response to decrease inflammation and regulate immune function

in HBV-related HCC patients.

PP0079

A novel mouse model of nonalcoholic steatohepatitis-related
hepatocellular carcinoma without cirrhosis

Yan Luo1, Zhenjie Zhuang1, Yu Song1, Guoyan Tian1, Shufei
Zang1, Jin Yang1, Junping Shi1

1The Affiliated Hospital of Hangzhou Normal University, Hangzhou

Background: With the prevalence of nonalcoholic fatty liver diseases

and the conquest of hepatitis B virus (HBV), the occurrence of

metabolic associated HCC is rising. Different from HBV associated

HCC, some of these patients developed HCC without experiencing

cirrhosis. We previously established an apolipoproteinE (ApoE) and

low density lipoprotein receptor (LDLR) double knockout (ApoE-/-/

LDLR-/-) mouse model of NASH-HCC. In present work, we

established another mouse model of NASH-HCC with experimental

procedures optimized and pathology was further characterized to

confirm no cirrhosis occured during the course.

Methods: Neonatal male ApoE-/- mice were injected with low-dose

streptozotocin (STZ) at 4 days after birth and fed on a HFHC diet at

age of 6 weeks as model group (n = 15), mice with standard chow

diet were set as control group (n = 15). Mice were sacrificed at the

age of 22 weeks. Liver and blood were collected, biochemical profile

and pathology were analyzed. HE and oil red O staining and Masson

staining were carried out. The presence of liver cancer marker

Glypican3 protein was demonstrated by immunohistochemical

staining.

Result: Fasting blood glucose (FBS), total cholesterol (TC) and

triglyceride (TG) increased significantly comparing to control (P \
0.001). Serum levels of alanine aminotransferase (ALT), aspartate

aminotransferase (AST) is significantly higher in model group than

control group (P\0.05). Model group showed abundance positive oil

red staining. Glypican3, a marker for HCC, was immunostained to

further confirm the presence of the tumors. Multiple tumors present

and the biggest size reach 2 cm in diameter. After modifing the dose

of STZ and the timing of high fat diet feeding, all mice survived the

experimental course and the rate of tumor genesis is 100%. Masson

staining showed mild perisinusoidal fibrosis, and no cirrhosis was

observed.

Conclusion: We successfully established a HCC model induced by

metabolic factors on the ApoE-/- background. This mouse model is

reproducible and with 100% successful rate within relatively short

time. It provides an efficient tool for research and development of

pharmaceutical drug against metabolism associated HCC. The char-

acter of no cirrhosis resembled the clinic features of some of NASH

associated HCC cases. Therefore, this model also provides a good

tool for studying the mechanism of this particular kind of HCC.
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HBV viral proteins stimulate macrophage IL23 production
to promote the development of hepatocellular carcinoma
via angiogenesis

Mengya Zang1

1Nanfang Hospital, Southern Medical University, Guangzhou

Background: Liver inflammation after chronic infection with hep-

atitis B virus (HBV) is an essential factor of hepatocellular carcinoma

(HCC) development. We investigated IL23 production after chronic

HBV infection and its impact on HCC development.

Methods: Among 50 HCC cases and 150 matched-controls derived

from an HBsAg-carrier cohort that have been followed for more than

10 years, we quantified several representative cytokines at their dif-

ferent time points before HCC diagnosed. Monocyte-derived

macrophages from patients with chronic hepatitis B (CHB) were

stimulated with HBV viral proteins. Expressions of IL23R were

determined in clinical HCC samples. Murine liver cancer was induced

by intraperitoneal injection of diethylnitrosamine (DEN) in HBV-

transgenic mice and treated with anti-IL23R neutralizing antibodies

after the DEN administration.

Result: During the disease progression, the chronic HBV infected

individuals with HCC outcome showed elevation of serum IL23,

IL1b, IL6 and IL17, which were all related to Th17-immunity. HBV

viral proteins, especially the HBcAg, released by virus-infected

hepatocytes after death, stimulated potently macrophage IL23 pro-

duction in CHB patients. IL23 significantly enhanced the IL23R

expressions on these inflammatory macrophages through paracrine

and autocrine loop and promoted angiogenesis to support liver cancer

development. When IL23R activity was blocked in diethylni-

trosamine-induced HBV-transgenic mice the liver cancer

development was dramatically inhibited (P \ 0.01) with decreased

VEGF production and reduced blood vessel formation in the liver.

Conclusion: HBV viral proteins could stimulate macrophage IL23

production which in turn promotes angiogenesis to support HCC

development. Macrophage IL23R is a potential target for preventing

HCC development after chronic HBV infection.

PP0081

Chloroquine potentiates cisplatin-induced apoptosis
in hepatocellular carcinoma via autophagy inhibition

Nirajan Shrestha1, Lokendra Chand1, Yeon jun Jeong1

1Laboratory of Liver regeneration, Research Institute of Clinical

Medicine, Department of surgery, Chonbuk National University

Hospital and Medical School, Jeonbuk, Korea

Background: Hepatocellular carcinoma (HCC) is one of the com-

monest cancers worldwide. Chloroquine (CQ), an autophagy

inhibitor, is most widely used anti-malarial drug. Recently, it has

being studied as combinational therapy in concomitant with

chemotherapeutic agents to overcome chemoresistance of various

cancers. The purpose of the study is to evaluate the efficacy of

combinational therapy of CQ and cisplatin in HCC and mechanism

involved.

Methods: Cell proliferation and apoptosis were evaluated by MTT

assay and flow cytometry in HepG2 cells in vitro. Colony formation

assay was performed to measure long-term cell viability after the co-

treatment of CQ and cisplatin. JC-1 dye was used to monitor mito-

chondrial health. The protein expression of autophagy and apoptosis-

related genes were evaluated by western blotting.

Result: Autophagy was upregulated in HepG2 cells following the

treatment of cisplatin. Cisplatin suppressed cell proliferation and

enhanced cell death in HCC. Concomitant treatment of CQ and cis-

platin was more potent in suppressing cell proliferation and enhancing

apoptosis. In addition, combinational therapy upregulated the apop-

totic genes such as cleaved caspase-3 and cleaved-PARP.

Furthermore, BAX, a key component of mitochondrial stress-induced

apoptosis, was upregulated following concomitant therapy. Similarly,

combined treatment of CQ and cisplatin caused more damage to

mitochondria in comparison to monotherapy. Interestingly, the

upregulated autophagy due to cisplatin treatment was decreased fol-

lowing combinational therapy with autophagy inhibitor.

Conclusion: In conclusion, anti-malarial drug chloroquine potentiates

cell death induced by cisplatin and overcome chemoresistance in

HCC in vitro, possibly through autophagy inhibition.

PP0082

HBx protein activating NLRP3 inflammasome signaling pathway
plays A role on hepatoma cell’s migration and invasion

Yanqing He1, Panpan Yi1, Xuegong Fan1, YAN HUANG1

1Department of Infectious Diseases and Hunan Key Laboratory of

Viral Hepatitis, Xiangya Hospital, Central South University,

Changsha

Background: Recent studies suggest that inflammation is a major

contributing factor in the development of many types of cancer,

including hepatocellular carcinoma. The NALP3/NLRP3 inflamma-

some is thought to be an important mediator of inflammation in cells.

This study is aimed to investigate whether there is a correlation

between HBx and NLRP3 inflammasome in hepatoma cells, to

investigate whether HBx protein promotes migration and invasion of

hepatoma cells through NLRP3 inflammasome signaling pathway.

Methods: 1. The expressions of NLRP3, ASC, caspase-1, IL-1b, IL-

18 in HepG2-HBX (a HepG2 cell line stably overexpressing HBx

protein) and its corresponding control HepG2-pc cells were detected

by RT-PCR method; Then the protein expression of NLRP3, caspase-

1 and its p20 subunit were detected by Western Blot.
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2. Transwell was applied to compare the difference of migration and

invasion functions between HepG2-HBX and HepG2-pc cells.

3. The changes of HepG2-HBX on migration and invasion func-

tion after NLRP3 knockdown were detected by using siRNA

transfection technology.

Result: 1. The mRNA expressions of NLRP3, ASC, caspase-1, IL-1b,

IL-18 were upregulated in HepG2-HBX cells, compared to its cor-

responding control.

2. In the HepG2-HBX cells, the protein expressions of NLRP3,

caspase-1 and caspase-1 p20 subunit were increased than that in

HepG2-pc cells.

3. HBx protein promotes the invasion and migration of hepato-

cellular carcinoma cells.

4. After interfering NLRP3 expression,the acceleration of invasion

and migration inducing by HBx were abrogated in the HepG2-HBX

cells.

Conclusion: 1. In hepatocellular carcinoma cells, HBx activates

NLRP3 signaling pathway to induce caspase-1 activation and sub-

sequent inflammatory mediators IL-1b, IL-18 release.

2. HBx may promotes the migration and invasion of hepatoma cells

through NLRP3 inflammasome signaling pathway; NLRP3 may be an

action site of HBx interacts with NLRP3 inflammasome signaling

pathway.

PP0083

Epigenetic regulation by G9a in Myc-driven liver cancer

Tan Boon Toh1, Nurrul Lissa Binti Abdullah1, Edward Kai-Hua
Chow1

1Cancer Science Institute, National University of Singapore,

Singapore, Singapore

Background: Liver cancer is the third most common cause of cancer-

related death in the world with the highest incidence in Asia. Current

treatments have limited efficacy in patients with advanced HCC. The

only clinically-approved neoplastic agent for the treatment of

advanced HCC is Sorafenib, a multi-tyrosine kinase inhibitor. Despite

modest survival benefits shown by Sorafenib in large randomized

clinical trial studies, some patients develop resistance to the therapy.

Therefore, there is a need to develop better therapeutic options for the

treatment of HCC. Utilizing our oncogene-specific mouse models of

cancer, we have previously demonstrated that oncogenes, such as

Myc, determine specific cancer properties. Myc mediates a number of

biological functions through epigenetic regulation, yet the mecha-

nisms of this regulation as well as therapeutic implications in cancer

are unclear. We decided to use our Myc tumor model to investigate

the epigenetic regulation of HCC.

Methods: We generated a mouse hepatic tumor model driven by Myc

oncogene using hydrodynamic transfection. In addition, we also

analyzed the primary HCC patient-derived xenograft (PDX) samples

and HCC tissue microarray (TMA) for c-Myc and G9a expressions

using conventional immunohistochemistry and advance multispectral

analysis. qRT-PCR and immunoblotting were employed to determine

H3K9me2 and c-Myc levels after G9a inhibition assays. Cyclohex-

amide chase assay were used to assess c-Myc protein stability. All

statistical tests were two-sided.

Result: We showed that Myc-driven tumors have a unique H3K9

methylation pattern with corresponding upregulation of G9a. This

phenomenon of increased H3K9 methylation and G9a was further

observed in our Myc-positive HCC patient-derived xenografts

(PDXs), demonstrating the clinical relevance of our tumor model.

Moreover, we showed that using a potent and specific inhibitor of

G9a, UNC0646, we were able to reduce the global H3K9me2 and

c-Myc levels significantly, with concomitant increased in tumor

suppressor genes important for metastasis. More importantly, we

showed that HCC patients with co-expression of high Myc and G9a

expression levels portend a poorer survival.

Conclusion: Our work suggests that targeting G9a could prove to be a

potential therapeutic avenue for Myc-driven liver cancer. This will

increase our understanding of the underlying epigenetic mechanisms

of aggressive tumor initiation as well as lead to improved therapeutic

and diagnostic options for Myc-driven hepatic tumors.

PP0084

Safety and preliminary efficacy of nivolumab in patients
with advanced hepatocellular carcinoma: interim analysis
of the phase 1/2 CheckMate 040 study

Ignacio Melero1,2, Bruno Sangro1,3, Thomas Yau4, Chiun Hsu5,
Masatoshi Kudo6, Todd S Crocenzi7, Tae-You Kim8, Su-Pin
Choo9, Jorg Trojan10, Tim Meyer11, Theodore H Welling III12,
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Faculty of Medicine, Osaka Japan; 7Providence Cancer Center,
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Background: Median overall survival (OS) for first-line treatment of

advanced hepatocellular carcinoma (HCC) with sorafenib is up to 11

mo and is 7–8 mo with best supportive care after sorafenib failure.

Nivolumab, a fully human IgG4 monoclonal antibody inhibitor of the

programmed death-1 (PD-1) receptor, was evaluated in a phase 1/2

study in patients with advanced HCC. After multiple ascending doses

were evaluated in the dose-escalation phase, a dose-expansion phase

followed. Interim results are presented.

Methods: CheckMate 040 (NCT01658878) enrolled patients with

histologically confirmed advanced HCC and Child–Pugh scores B7

(dose escalation) or B6 (dose expansion). The dose-escalation phase

included patients who progressed on sorafenib or who refused, or

were intolerant of sorafenib; patients received nivolumab 0.1–10

mg/kg Q2 W across three cohorts: uninfected, HCV-infected, and

HBV-infected. In the dose-expansion phase, patients received

nivolumab 3 mg/kg Q2 W across four cohorts: uninfected sorafenib

naive/intolerant, uninfected sorafenib progressors, HCV-infected,

and HBV-infected. Primary endpoints were safety and tolerability

(dose escalation) and objective response rate (ORR) by RECIST

v1.1 (dose expansion). Other endpoints included OS, duration of

response, and assessment of programmed death-ligand 1 (PD-L1)

expression.

Result: Between November 26, 2012, and March 15, 2016, 48

patients in the dose-escalation phase and 214 patients in the dose-

expansion phase were treated with nivolumab. At baseline, 85 and

70% had Child–Pugh scores of 5, 77 and 75% had extrahepatic

metastases, and 73 and 66% had prior sorafenib treatment in the dose-
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escalation and dose-expansion phases, respectively. The safety profile

in the dose-expansion phase was similar to that of the dose-escalation

phase. In the dose-expansion phase, treatment-related adverse events

(TRAEs) occurred in 65% of patients; 18% had grade 3/4 TRAEs.

The most common TRAEs were fatigue (21%), pruritus (15%), rash

(12%), and diarrhea (9%); the most common grade 3/4 TRAEs were

increases in aspartate aminotransferase (4%), alanine aminotrans-

ferase (3%), lipase (3%), and amylase (2%). Efficacy data are

presented in the Table. Responses occurred regardless of underlying

HCC etiology or PD-L1 expression on tumor cells.

Conclusion: Nivolumab was well tolerated in patients with advanced

HCC. The ORR and OS rate for the dose-escalation phase are

favorable to historic best supportive care data. Tolerability and effi-

cacy profiles are consistent between the dose-escalation and dose-

expansion phases of this ongoing study.

PP0085

Clinical outcome of hepatic resection for hepatocellular
carcinoma larger than 10 cm

Yosuke Mukai1, Hiroshi Wada1, Hidetoshi Eguchi1, Yoshifumi
Iwagami1, Daisaku Yamada1, Tadafumi Asaoka1, Takehiro
Noda1, Koichi Kawamoto1, Kunihito Gotoh1, Koji Umeshita2,
Yuichiro Doki1, Masaki Mori1
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Background: The development of the diagnostic imaging and

establishment of surgical resection and ablation therapy improved the

prognosis of small hepatocellular carcinoma (HCC). However, clin-

ical outcome of large and advanced HCC remain poor. Hepatic

resection (HR) is generally considered as one of treatment options for

huge HCC, however its efficacy remains controversial.

Aim: To investigate the efficacy of HR for patients with huge HCC

larger than 10 cm in diameter.

Methods: We retrospectively analyzed 737 HCC patients who

underwent initial resection at our hospital until December 2014.

Clinicopathological parameters and long-term outcome were evalu-

ated among the three groups according to tumor size; less than 5 cm

group (\5 cm; n = 516, 70.0%), 5–10 cm group (n = 176, 23.9%),

and larger than 10 cm group (C10 cm; n = 45, 6.1%).

Result: Patients in C10 cm group were more likely to be positive for

HCV antibody, high AFP level, and have multiple tumors, vascular

invasion and poorer differentiated tumor comparing to\5 cm HCC.

Frequency of vascular invasion in C10 cm group was significantly

higher than that in 5–10 cm group (p\ 0.05). Disease free survival

(DFS) rates in\5 cm, 5–10 cm, and C10 cm group were 32.2, 26.7 and

12.0% respectively at five years, and overall survival (OS) rates in\5

cm, 5–10 cm, andC10 cm group were 63.0, 51.8 and 37.3% respectively

at five years. Univariate analysis identified that tumor size is one of

prognostic factors of OS (5–10 cm; p \ 0.01, C10 cm; p \ 0.001).

Multivariate cox proportion hazard model revealed four independent

predictors of poor OS except for tumor size; high AFP level (p\0.01),

vascular invasion (p \ 0.01), multiple tumors (p = 0.03), and liver

cirrhosis (p = 0.05). In subgroup analysis, the OS rates were not sig-

nificantly different among three groups in patients with solitary tumor

or without vascular invasion.

Conclusion: HR for huge HCC larger than 10 cm will provide long-

term survival, especially for patients with solitary tumor or without

vascular invasion.

PP0086

Outcomes of transarterial chemoembolization
with or without additional radiofrequency ablation
in hepatocellular carcinoma of 2–5 cm in diameter

Mi-Young Kim1, Chung-Hwan Jun1, Sung-kyu Choi1, Sung-bum
Cho1

1Chonnam National University Medical School, Gwangju, Korea

Background: Hepatocellular carcinoma (HCC) is worldwide one of

the most common and lethal malignant tumors despite attempts at

treatment using various therapeutic modalities. Combination of

transarterial chemoembolization (TACE) and radiofrequency ablation

(RFA) can have expanded indication as curative therapy in patients with

larger size HCC (2–5 cm) that is unsuitable for RFA alone, but there are

few studies showing long-term survival and larger sample size.

Methods: The goal of this study was to evaluate the long-term effi-

cacy and safety of combined TACE with RFA, and TACE alone in

hepatocellular carcinoma of 2–5 cm. This was a retrospective study

including 207 consecutive patients who were enrolled using com-

puterized hepatocellular carcinoma database consisting of 105

patients who underwent combined TACE with RFA, and 102 patients

who underwent TACE alone with long-term follow-up.

Result: The complete remission rate was meaningfully higher in the

combination group (97.1%, 102/105) than in the TACE group (54.9%,

56/102) (P\0.001). The mean follow-up periods of the combination

group and the TACE group were 49.316.9 months and 46.326.7

months, respectively. The TACE group (90.2%, 92/102) showed

significantly higher tumoral recurrence or persistence than the com-

bination group (59.0%, 62/105) during follow-up periods (P\0.001).

The cumulative survival rates at 1, 2, 3, 4, and 5 years were 88.6,

82.9, 79.0, 75.2, and 74.3%, respectively in the combination group

and 93.1, 73.5, 59.8, 50.0, and 45.1%, respectively in the TACE

group. Independent factors associated with improved overall survival

were the combination group, Child–Pugh class A, complete remission

at 1 month, negative intrahepatic new tumors, and no adverse event.

Conclusion: Complete local tumor control by combination of TACE

with RFA could improve overall survival in comparison with TACE

alone for long-term follow-up. The combination of TACE with RFA

should be considered for achieving complete local tumor control

before progression to advanced stage in HCC of 2–5 cm.
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Efficacy and safety of combination therapy of chemoembolization
and radiofrequency ablation with different time intervals
for hepatocellular carcinoma patients

Yuemin Feng1, Xing Wang1, Le Wang1, Xiaowen Ma1, Hao Wu1,
Haoran Bu1, Xiaoyu Xie1, Jianni Qi1, Wanhua Ren1, Qiang Zhu1

1Shandong Provincial Hospital Affiliated to Shandong University,

Jinan

Background: Combination of transcatheter arterial chemoemboliza-

tion (TACE) and radiofrequency ablation (RFA) as an effective

alternative therapy for hepatocellular carcinoma (HCC) has been

recommended in National Comprehensive Cancer Network (NCCN)

guidelines. In clinical practice, the choice of time interval between

TACE and RFA is a key question because it could influence the

overall curative and prognosis of HCC patient, but the optimal time

interval between TACE and RFA is uncertain in the guidelines. In this

study, We aim to explore the optimal time interval for HCC patients

of Child–Pugh classification A or B.

Methods: Two hundred and thirty-three HCC patients of Child A or B

who had undergone TACE and RFA were enrolled and divided into

seven groups according to different time intervals (1–7 weeks). Tumor

damage, liver function, complications and survival time of these

patients after treatment were collected and analyzed.

Result: Complete remission rate and total effective rate decreased in

groups with the prolonged time interval (p\0.05). Average Child–Pugh

score of patients in first three groups significantly increased one month

after combination treatment (p\0.01) (Fig. 1). While that not happened

in other groups. Complications occurred in 16.7% patients, similarly

occurred in groups (p[0.1). Median survival time in groups four and

five were 42 months, longer than other groups (p\0.01) (fig. 2).

Conclusion: A period of 3–5 weeks is the optimal time interval

between TACE and RFA for HCC patients of Child–Pugh classifi-

cation A or B.
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PP0088

A prospective cohort study for analysis of safety and surgical
outcomes of single-port versus standard laparoscopic hepatic left
lateral lobectomy

Yuan Cheng1, Ming-Xin Pan1, Yi Gao1, Ze-Sheng Jiang1, Xiao-
Ping Xu1, Guo-Lin He1, Cheng-Jie Zhou1, Jia-Sheng Qin1, Hai-
Yan Liu1, Yan Wang2,3

1Department of Hepatobiliary Surgery, Zhujiang Hospital, Southern

Medical University, Guangzhou; 2State Key Laboratory of Organ

Failure Research, Guangdong Provincial Key Laboratory of Viral

Hepatitis Research, Department of Infectious Diseases and

Hepatology Unit, Nanfang Hospital, Southern Medical University,

Guangzhou; 3Biomedical Research Center, Southern Medical

University, Guangzhou

Background: To compare the safety and surgical outcomes of single-

port laparoscopic hepatic left lateral lobectomy with standard

laparoscopic surgery.

Methods: Data were collected from patients who successively

underwent single-port laparoscopic hepatic left lateral lobectomy or

standard laparoscopic surgery in a hepatobiliary surgery medical

center in a tertiary general hospital from July 2012 through July 2015.

Result: Up to 40 and 25 patients received single-port or standard

laparoscopic surgery, respectively. In the single-port laparoscopic

surgery group, 39 cases were successfully completed (95%). While in

the standard laparoscopic surgery group, all cases were successfully

completed. The operation time, blood loss and the length of hospital

stay did not significantly differ between the two groups (P[0.05 for

all). Moreover, there was no significant difference in the numbers of

surgical complications including contusion and hematoma at incision

(8 vs 3, P = 0.403). One patient experienced postoperative bleeding in

the single-port surgery group, and one patient developed biliary

leakage in the standard surgery group. Both patients were cured with

conservative treatments. The results of visual analogue scale (VAS) at

24 h after surgery were significantly better in the single-port surgery

group than those of the standard surgery group (P\0.05), whereas it

showed no significant difference at day 7 after surgery (P [ 0.05).

Cosmetic satisfaction scores were higher in the single-port surgery

group than in the standard surgery group at both 2 months and 6

months after surgery (P\ 0.05).

Conclusion: Our data demonstrate that single-port laparoscopic

hepatic left lateral lobectomy can be as safe and feasible as the

standard laparoscopic surgery, but may be more satisfied by the

patients.

PP0089

Multiple antennas placement in microwave ablation assisted
by the three-dimensional fusion image navigation system
for hepatocellular carcinoma

Dezhi Zhang1, Wenzhao Liang2, Ping Liang3, Xiaoling Yu3, Jie
Yu3

1The First Hospital of Jilin Universitiy, Changchun; 2China-Japan

Union Hospital of Jilin University, Changchun; 3Chinese PLA

General Hospital, Beijing

Background: Percutaneous microwave ablation (PMWA) for hepa-

tocellular carcinoma (HCC) is mainly guided by two-dimensional

(2D) image, such as ultrasound (US) or computed tomography (CT).

However, three-dimensional (3D) may has more advantages for

guiding PMWA.

Methods: Our center developed a real-time 3D fusion image navi-

gation system (FINS), which can fuse reconstructed 3D CT image

with real time US image. We compare this new 3D FINS with US in

terms of guiding PMWA for HCC. 43 patients were non-random

distributed into 3D group (19) and US group (24). In 3D group,

PMWA was guided by 3D FINS. PMWA was guided by US in US

group.

Result: The 3D FINS has been successful used in all 19 patients.

Major complication were identified as 5.3 and 4.2% in the 3D group

and US group, respectively (p = 0.865). Average duration of image

fusion was 404.53 ± 161.84 s (198–900 s). There were more antenna

insertions in 3D group (3.68 ± 1.57) than that in US group (2.71 ±

1.12) (p = 0.02). The complete ablation rate of the first session was

higher in the 3D group (94.7%) than that in the US group (62.5%) (p

= 0.034). There were no significant differences in technique efficacy

rates and local tumor progression (LTP) rates between two groups.

The intrahepatic recurrence rate at 1 years were 16.1% in the 3D

group and 24.4% in the US group (p = 0.603).

Conclusion: The 3D FINS is a safe, feasible and effective technique

for guiding PMWA of HCC, which could help operator improve the

complete ablation rate of the first session.
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PP0090

Quantitative iodine concentrations measurements with dynamic
spectral CT imaging to detect viability of hepatocellular
carcinoma after transcatheter arterial chemoembolization

Dong Dong1, Weiling Xu1, Lei Zhang1, Jingyu Wang1

1The First Hospital of Jilin Universitiy, Changchun

Background: To investigate the value of iodine concentrations

measurements in detecting viability of HCC after TACE with

dynamic spectral CT scan.

Methods: 20 patients who had 36 iodized-oil areas in HCCs treated

with TACE were included. All patients underwent CT examination

with spectral imaging during arterial phase (AP), venous phase (VP),

and parenchymal phase (PP) of enhancement. Normalize iodine

concentrations (NIC), the lesion-normal parenchyma iodine concen-

tration ratio (LNR) were calculated in 28 iodized-oil defect areas in

triple phases respectively. The two-sample t-test was performed for

comparisons. Two radiologists reviewed both conventional dynamic

CT images and spectral CT images with iodine concentrations to

evaluate viability, then diagnosis confidence rate was explored (5-

point scale). The paired t-test was performed.

Result: There were 19 viable tumors and 9 non-viable tumors in our

study. NICs and LNRs of viable tumors differed significantly from

those in patients of the non-viable tumors. Mean NICs: 0.18 ± 0.08

mg/ml compared with 0.07 ± 0.07 mg/ml in AP, respectively, and

0.49 ± 0.13 mg/ml compared with 0.23 ± 0.16 mg/ml in VP, and 0.52

± 0.36 mg/ml compared with 0.30 ± 0.19 mg/ml in PP. Mean LNRs:

4.98 ± 1.18 compared with 1.29 ± 1.05 in AP, respectively, and 0.93

± 0.25 compared with 0.49 ± 0.36 in VP, and 0.88 ± 0.23 compared

with 0.53 ± 0.36 in PP. The differences were significant (p\ 0.05).

The rate of diagnosis confidence rate was significantly improved in

spectral CT group with iodine concentrations compared with con-

ventional CT (4.86 ± 0.36 and 4.04 ± 0.69, p\ 0.05).

Conclusion: Dynamic spectral CT imaging with quantitative analysis

of iodine concentration was able to detect viable tumors of HCC after

TACE, and may help to increase diagnosis confidence.

PP0091

Primary administration of pentazocine and midazolam
for sedation to hepatocellular carcinoma patients reduce the pain
safely during perctaneous radiofrequency ablation (RFA)
treatment

Masanori Nakano1, Yuji Kinoshita1, Yoshihiro Akita1, Daisuke
Endo1, Ryo Shoji1, Yuichi Torisu1

1Fuji City General Hospital, Fuji, Japan

Background: Percutaneous radiofrequency ablation (RFA) is usually

performed with the patient of hepatocellular carcinoma (HCC) and

metastatic liver tumors. There are various problems when we treat

patients such as bed rest, pain, respiratory status during or after RFA

treatment and rejection of RFA re-treatment for pain. Recentry, some

studiese were reported using analgesic and sedatives for treatment by

RFA. We examined safety and reduction of pain during the RFA

treatment using pentazocine and midazolam for sedation.

Methods: Between March 2015 and September 2016, 45 patients (35

males and 10 females;median age: 73; range: 47–87) with 65 HCCs

underwent percutaneous RFA at our institute. For the induction of

primary sedation, pentazocine 30 mg + midazolam 1–2 mg were

performed intravenous drip injection rapidly. If insufficient sedation,

midazolam 0.5 mg was intravenously administered additionaly until

the patient was drowsy and tranquil. After the response disappear-

ance, local skin anesthetic and RFA treatment was started. In case of

the appearance body motion and pain, midazolam 0.5 mg was

administered optionally. We evaluated the degree of pain experienced

and sedation by undergoing RFA using the numerical rating scale

(NRS) and Richimond agitation–sedation scale (RASS). We exam-

ined time for RFA treatment, time until awakening, dose of

midazolam (pre/total, per body/per kilogram of body weight), change

of blood pressure and the pulse rate and respiratory status during RFA

trearment.

Result: Patients characteristics are as follows; HBV/HCV/Alcohol/

NASH/normal:0/30/8/6/1, Child–Pugh A/B/C/nonLC:33/9/0/3, tumor

localization S1/2/3/4/5/6/7/8:3/1/7/9/11/9/15/10. The median tumor

size was 16 mm (range: 5.8–51). The median time for RFA treatment

from the first intravenous drip infusion to finish the treatment was 55

min (range: 20–168), time until awakening was 155 min (range:

5–655). The dose of midazolam (pre/total) was 2.3 ± 1.3/4.7 ± 3.8

mg. The mean of NRS � RASS was 0.13 (range: 0-2) � -4 (range:

-5±2). Approximately 96% patients was achieved complete sedation

who had no memory of RFA treatment. There was no significant

changes blood pressure and pulse rate during treatment. Oxygen

administration was performed about 78% patients, but the median of

the flow rate was 2L/minute. In 11 cases, temporary hypoxia (oxygen

saturation \ 90%) was observed and seven cases were used oral

airway. ALL patients was performed RFA treatment to the end by

administration of supplemental oxygen.

Conclusion: Administration of pentazocine and midazolam provided

effect of pain reduction and safety analgesia, sedation and amnesia in

HCC patients undergoing percutaneous RFA. It is possible to obtain

patient’s consent for RFA re-treatment by sufficiently sedation. The

measurement of vital signs continuously is very important to prepare

for acute respiratory depression without blood pressure depression.

PP0092

Radiofrequency ablation for patients with early stage (BCLC A)
hepatocellular carcinoma who failed to achieve complete response
to TACE

So Young Kwon1, Won Hyeok Choe1, Jeong Han Kim1, Sang Woo
Park1, Young Jun Kim1, Hee Sun Park1, Byung Chul Yoo1

1Konkuk University School of Medicine, Seoul, Korea

Background: Surgical resection or ablation is recommended for

treatment of early HCC. However, transcatheter arterial chemoem-

bolization (TACE) is frequently used for this group due to various

reasons. We evaluated the clinical effect and safety of radiofrequency

ablation (RFA) shortly after TACE in patients who failed to achieve

complete response to TACE. or-latin; mso-fareast-theme-font:minor-

latin;mso-hansi-theme-font:minor-latin;mso-bidi-font-family: ‘‘Arial

Unicode MS’’[Radiofrequency ablation for patients with early stage

(BCLC A) hepatocellular carcinoma who failed to achieve complete

response to TACE

Methods: A total of 67 cases of BCLC stage A HCC patients who

failed to achieve complete response to TACE as a first treatment and

followed by RFA are included from 2005 to 2013 at the Konkuk

University Hospital. The evaluation indices included treatment

response, overall survival rate, recurrence-free survival and the pro-

cedure-related complications.

Result: Median follow up was 36.6 months. The Child–Pugh clas-

sification was A in 54 (80.6%), and B in 13 (19.4%) patients. The

modified UICC stage was I in 10 (14.9%) patients, II in 46 (68.7%)

patients, and III in 11 (16.4%) patients. The cumulative recurrence-
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free survival rates were 86.8, 55.9 and 29.7% at 1, 3 and 5 years,

respectively. The overall survival rates were 100, 93.4 and 83.5% at 1,

3 and 5 years, respectively. Complications were observed in one

patients, right inguinal hematoma. There was no treatment-related

mortality.

Conclusion: RFA is an efficient and safe treatment for patients with

early stage HCC patients who failed to achieve complete response to

TACE. Combined TACE plus RFA could be considered as a curative

option for patients ineligible for surgery or immediate RFA.

PP0093

The effect of transarterial chemoembolization according
to the post-operative recurrence patterns of combined
hepatocellular-cholangiocarcinoma

Seong Kyun Na1, Young Seok Doh1, Jihyun An1, Dan Bi Lee1, Ju
Hyun Shim1, Kang Mo Kim1, Young-Suk Lim1, Han Chu Lee1

1Department of Gastroenterology, Asan Liver Center, Asan Medical

Center, University of Ulsan College of Medicine, Seoul, Korea

Background: Combined HCC-CC (cHCC-CC) is presented as

hypervascular tumor or peripheral enhancing tumor in dynamic

image. We evaluated the effect of transarterial chemoembolization

(TACE) and prognosis according to the post-operative recurrence

imaging patterns of cHCC-CC.

Methods: We retrospectively analyzed 48 patients who was treated

with TACE for 1st post-operative recurrence after curative surgical

resection or liver transplantation between January 2000 and May 2016

at Asan Medical Center in Korea. Tumor with arterial enhancement

more than 50% of tumor volume in CT or MR was classified as

hypervascular tumor, in contrast, tumor with peripheral enhancement

were classified as peripheral enhancement tumor. Tumor responses

were evaluated according to RECIST 1.1 criteria.

Result: The median follow up duration was 24.0 months (interquar-

tile range: 16.4–50.9 months). Primary hypervascular and peripheral

enhancement tumor were in 18 patients and 30 patients. Hypervas-

cular recurred tumor and peripheral enhancement tumor were in 29

patients and 19 patients. Agreement of imaging patterns between

primary tumor and recurred tumor was 77.8% in hypervascular tumor

and 50.0% in peripheral enhancement tumor. After TACE, patients

with progressive disease were 24.1% in hypervascular recurred tumor

and 57.9% of patients in peripheral enhancement recurred tumor (P-

value = 0.018). The median survival time after recurrence for

hypervascular recurred tumor was 52.8 months (95% CI 15.2–90.3

months) and 13.0 months (95% CI 10.5–15.5 months) for peripheral

enhancement recurred tumor (P-value = 0.001). In multivariable Cox

regression, hepatitis B (HR 12.825, 95% CI 1.188–138.392, P-value

= 0.036), peripheral enhancement recurred tumor (HR 2.770, 95% CI

1.256–6.110, P-value = 0.012), and best tumor response of progres-

sive disease (HR 6.751, 95% CI 2.763–16.495, P-value\0.001) were

significant prognostic factors.

Conclusion: Recurred cHCC-CC with peripheral enhancement

showed poor tumor response and prognosis after TACE than hyper-

vascular recurred tumor.

PP0094

Microwave versus radiofrequency ablation for hepatocellular
carcinoma: a randomized controlled trial

Charing Chong1, Anthony Fong1, Sunny Cheung1, John Wong1,
Kit-fai Lee1, Paul Lai1

1The Chinese University of Hong Kong, Hong Kong

Background: Hepatocellular carcinoma (HCC) is one of the com-

monest malignant tumors worldwide. Although liver resection is the

mainstay of cure, only around 10–20% of patients with resectable.

Local ablation therapy is now regarded as another curative treatment

especially for small HCC. Radiofrequency ablation (RFA) and

microwave ablation (MWA) are the most commonly used local

ablation therapies for HCC. Studies comparing the both techniques

are scarce. The aim of this study is to compare the efficacy of MWA

versus RFA as a treatment for HCC.

Methods: Patients diagnosed with HCC who were suitable for local

ablation were randomized into MWA or RFA group. All patients will

be followed up regularly by the investigators in outpatient clinic. A

3-phase contrast enhanced CT scan will be performed at 1, 3, 6, 12

months after ablation to determine the completeness of ablation, as

well as local–regional recurrence if any. Patients will be blinded to

the type of ablation received and the radiologists who interpret the

post- procedure CT scans will also be blinded to the type of ablation

done. Treatment related morbidity, mortality, overall and disease-free

survival were analyzed.

Result: A total of 81 patients, 40 and 41 patients in MWA and RFA

group respectively, was recruited between April 2011 to April 2016.

The mean tumour size was 3 cm (2.5–4) and 2.5 cm (2–3.1) in MWA

and RFA group respectively (p = 0.007). Overall recurrence rate was

55 and 51.2% for MWA and RFA group respectively (p = 0.733).

Three-year disease free survival in MWA group and RFA group was

29.4 and 24.8% respectively (p = 0.766). Three-year overall survival

in MWA group and RFA group was 62.8 and 46.7% respectively (p =

0.424). In subgroup analysis with tumour[3.5 cm, MWA group has a

trend towards better overall survival (p = 0.054).

Conclusion: As a local ablative therapy for HCC, MWA is at least as

safe and as effective as RFA. In a subgroup of patients with tumour size

more than 3.5 cm, MWA may provide better overall survival than in

RFA.
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Safe radiofrequency ablation for low platelet count patients
with novel platelet count raising drug (Lusutrombopag)

Hideo Yoshida1, Hiroyoshi Taniguchi1, Ryo Nakata1

1Japanese Red Cross Medical Center, Shibuya, Japan

Background: Blood transfusion of platelet was the only way to

increase the number of platelet count before invasive hepatic proce-

dure such as radiofrequency ablation (RFA) for liver cancer.

Recently, novel drug which raising platelet count by acting on

thrombopoietin receptor has become available.

Methods: Lusutrombopag was orally administered 3 mg daily for 7

days for the patients underwent RFA for liver tumor with low platelet

count (mainly less than 50,000/lL). Medication was started 7–19 days

before procedure. Collect demographic data, liver function, and pla-

telet count of the patients.

Result: Lustrombopag was administered for 6 patients. Four were

females and two were males. Median age was 69 years (range 54–79).

All patients have hepatitis C virus as background liver disease except

for one alcoholic liver disease patients. Median Child–Pugh score was

6 (range 5–9). Four patients were Child A Class and two were Child B

class. Four patients had stage II tumor and two had stage I. Platelet

count was elevated from 3.8 x104 ± 1.8 x 104 to 7.4 x 104 ± 1.9 x

104. Four patients out of six need not platelet blood transfusion by

Lustrombopag administration. No patients had bleeding complication

after RFA procedure.

Conclusion: Lustrombopag administration made the number of

patient who need platelet blood transfusion lower at the time of RFA

procedure for liver cancer.

PP0096

Application of 3D Visualization Technique combined
with intraoperative ‘‘Tattoo’’ in the non-stereotyped anatomical
liver resection

Youwen Fan1, Kai Wang1

1The Second Affiliated Hospital of Nanchang University, Nanchang

Background: The aim of this study was to improve the accuracy and

predictability of Non-stereotyped Anatomical based on surgical

planning by 3D visualization technology combined with intraopera-

tive ‘‘Tattoo’’ of puncture and injection of dye.

Methods: Making the model of liver and blood vessel in patients with

3D reconstruction technique and using the watershed analysis method

find out the patients’ portal vein blood supply of the hepatic seg-

mentectomy or subsegmentectomy which have lesions. Surgical

planning was based on the result of 3D reconstruction. And the size of

lesions and the hepatic segmentectomy or subsegmentectomy was

marked by puncture and injection of dye to portal vein, then they were

all cutted out precisely (Fig. 1).

Result: The clinical data of 23 patients, who had operation plans

because of 3D reconstruction, included 15 tumor patients and 8

hepatolithiasis patients. All 23 patients were successfully positioning

in blood supply of portal vein of hepatic segmentectomy or subseg-

mentectomy and puncture and injection of dye, then surgery

successfully resected the lesions and their hepatic segmentectomy or

subsegmentectomy. The relationship between the estimated volume

and the volume of the resected specimen is shown in Fig. 2. Linear

approximation formula: actual volume of the specimens (ml) = 0.964

9 estimated volume (ml) +8.119 (R2 = 0.973, P\ 0.05).

Conclusion: Using 3D visualization technology to develop and

simulate the operation, could reduce the difficulty of puncture and

injection of dye, and improve the controllability and predictability of

the operation.
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Surgery for hepatocellular carcinoma patients with variceal
bleeding: the EHBH experience

Han Zhang1, Haiguan He1, Jianyong Yuan1, Jin Zhang1, Wan Yee
Lau2, Kutaiba Alshebeeb3, Mengchao Wu1, Feng Shen1, Tian
Yang1

1Department of Hepatic Surgery, Eastern Hepatobiliary Surgery

Hospital, Second Military Medical University, Shanghai; 2Faculty of

Medicine, The Chinese University of Hong Kong, Hong Kong,

People’s Republic of China; 3Liver Cancer Program, Recanati/Miller

Transplantation Institute, Icahn School of Medicine at Mount Sinai,

New York, USA

Background: Variceal bleeding can be the first clinical syndrome of

patients with newly diagnosed hepatocellular carcinoma (HCC), and

effective treatments are to be explored for this group of patients.

Methods: A total of 75 patients who presented with variceal bleeding

were identified in a prospectively collected database of HCC patients

undergoing partial hepatectomy. Among which, 31 underwent con-

comitant Hassab’s operation. The clinical variables and outcomes

were compared between those have and have not undergone Hassab

procedure.

Result: The postoperative morbidity and 90-day mortality were 44.0

and 6.7% respectively. Variceal re-bleeding and tumor recurrence

occurred in 28.8 and 52.1% of surviving patients after surgery, and

the 1-, 3-, and 5-year overall survival rates were 87.7, 66.8, and

50.3%. There were no significant differences in morbidity, mortality

and postoperative recurrence between the Hassab and non-Hassab

groups. However, patients in the Hassab group had significantly

higher 1-, 3-, and 5-year overall survival rates (P = 0.038), and

significantly lower rate of re-bleeding (13.3% vs. 39.5%, P = 0.014)

than those have not undergone Hassab procedure. On multivariable

analysis, concomitant Hassab’s operation was an independent pre-

dicting factor for better overall survival.

Conclusion: Liver resection is safe in selected HCC patients pre-

senting with variceal bleeding. Concomitant Hassab’s operation could

improve the long-term prognosis in this group of patients.

PP0098

Augmented reality aided liver ablation

Harvey Ho1, Hao Bo Yu1

1University of Auckland, Auckland, New Zealand

Background: In-situ ablation techniques now provide a real alter-

native to surgical resection for small tumours. Energy in the form of

heat is generated either with microwave or radiofrequency electro-

magnetic radiation. The success of the technique depends largely on

the accuracy of probe placement, while also limiting damage to

healthy tissue. Guidance of the probe is based on real-time ultrasound

(US) imaging, which only provides 2D information and requires the

surgeon to mentally construct a 3D scene, and compare it with a pre-

operational 3D CT or MRI image. The process introduces errors due

to ad hoc judgements of the location of the needle tip. Adding to the

error are respiration induced organ displacements and needle

deflection.

Methods: We have implemented the workflow for augmented reality

(AR) applications with the following components:

• A deformable virtual abdominal model with respiration effects

• Real-time processing of video data from mono and stereo vision

cameras

• A see-through Head Mounted Device (HMD) based AR

environment

• Validation of the tracking results using a 4D US scanner and an

abdominal phantom

The see-through HMD applications are based on the Oculus Rift 2

and OVRVision Pro stereo vision camera.

Result: We have developed algorithms including the liver atlas

construction method, the fast mesh deformation method, Kinect-based

vision tracking and an AR setup. Prediction of the tip of an ablation

probe is about 2 mm.

Conclusion: A see-through HMB based AR system prototype has

been implemented. Further improvements of the system are required

for clinical trials.

PP0099

SPIONs@Cu2-xS nanoclusters for highly sensitive MRI
and targeted photothermal therapy of hepatocellular carcinoma

Xinyi Lin1, Xiaolong Liu1, Jingfeng Liu1

1Mengchao Hepatobiliary Hospital of Fujian Medical University,

Fuzhou

Background: Hepatocellular carcinoma (HCC) has been identified as

one of the most common malignancies that seriously threaten human

health worldwide. It is imperative to develop potent treatment strategies
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to enhance the effectiveness of HCC therapies. The theranostic agents

which integrate MRI contrast characteristic and PTT ability are

increasingly pursued in HCC therapy. They can make the ablation of

disease lesions more precisely, and overcome undesirable differences in

biodistribution and selectivity between imaging and therapeutic agents.

Multifunctional nanoparticles combined CuS NPs and SPIONs allow

for simultaneous diagnostics and therapeutics, guiding the delivery

process by visualizing the biodistribution of nanoparticle-based

therapies, providing accurate disease detection and offering an opti-

mized therapeutic strategy.

Methods: Self-assembled hydrophilic SPIONs@Cu2-xS nanoclusters

with HCC targeting properties were obtained by using as-synthesized LA

modified biomimetic phospholipid (DP-LA) to transfer hydrophobic

SPIONs@Cu2-xS NPs into hydrophilic ones. Then the morphology, size,

chemical composition, and the photothermal performance of the obtained

SPIONs@Cu2-xS-based nanoparticles were characterized. In vitro cyto-

toxicity assay, determination of Cellular Internalization, in vitro and

in vivo magnetic resonance imaging and in vitro photothermal Ablation

of Cancer Cells were performed to evaluate the biocompatibility and

biofunctionability of the SPIONs@Cu2-xS nanoclusters.

Result: A cluster of SPIONs@Cu2-xS with a size of approximately 70

nm is densely encapsulated inside the hydrophobic core of the

micelles, which offer both the high sensitive MRI and excellent

photothermal effect. The LA-modified PEG outlayer makes this

micelle stable in aqueous solution. Due to the targeted ligand of LA,

the SCDP-LA clusters could be selectively internalized into the

hepatocellular cell line (HepG2 cells). In addition, the targeted ability

of the SCDP-LA aqueous solution was further confirmed by enhanced

MRI imaging with a shorter T2 relaxation time in HepG2 cells.

Meanwhile, it also demonstrates excellent performance to produce

significantly enhanced local photothermal killing efficiency against

HepG2 cells under NIR laser irritation.

Conclusion: In summary, the SCDP-LA nanoprobe had an enhanced

MRI relaxivity, strong NIR absorption, low cytotoxicity, and highly

efficient photothermal conversion ability. SCDP-LA probes with the

HCC-targeted ligands possessed better performances in cellular uptake,

MRI imaging, and photothermal antitumor effect. Therefore, this work

provides an intriguing strategy for developing HCC targeting nanop-

robes for highly sensitive MRI-guided hepatic cancer photothermal

therapy, and may have promising applications in future clinical therapy.

PP0100

Smart Cu(II)-aptamer complexes based gold nanoplatform
for tumor micro-environment triggered programmable
intracellular prodrug release, photodynamic treatment
and aggregation induced photothermal therapy of hepatocellular
carcinoma

Da Zhang1, Xiaolong Liu2, Jingfeng Liu2

1Mengchao Hepatobiliary Hospital of Fujian Medical University,

Fujian; 2The United Innovation of Mengchao Hepatobiliary

Technology Key Laboratory of Fujian Province, Mengchao

Hepatobiliary Hospital of Fujian Medical University, Fujian

Background: Hepatocellular carcinoma (HCC) is the fifth most

common lethal cancer worldwide1,2. Hypoxia micro-environment is

one of the most important nature of HCC that caused by shortage of

blood circulation due to the disorganized vasculature inside the

growing solid tumors3,4. Hypoxia could significantly induce a survival

response in affected cells and then cause the radiotherapy and

chemotherapy resistant of tumor cells3,4. However, the hypoxia

character of tumor could be smartly utilized as a compelling thera-

peutic target for HCC treatment since the levels of hypoxia are more

severe in tumors than most of the normal tissues1,2.

Methods: Preparation of Chlorin e6 labeled aptamer (TLS11a,

AptCe6-SH),

Preparation of AQ4 N-Cu(II)-AptCe6-GNPs,

CD spectra of Cu(II)-AptCe6-GNPs,

Redox-responsive fluorescence imaging and ROS generation,

pH-triggered controlled release of AQ4 N from AQ4 N-Cu(II)-

AptCe6-GNPs,

pH-triggered aggregation and photothermal effect of AQ4 N-

Cu(II)-AptCe6-GNPs in vitro and in vivo,

Confocal fluorescence microscopy studies of the selective cellular

uptake of AQ4 N-Cu(II)-AptTAMRA-GNPs,

Synergistic antitumor efficacy of AQ4 N-Cu(II)-AptCe6-GNPs

in vitro and in vivo.

Result: A smart tumor micro-environment responsive, ‘‘host-metal-

guest’’ architecture based gold nanoprobe, ‘‘AQ4 N-Cu(II)-AptCe6-

GNPs’’ has been developed for programmable synergistic PDT, PTT

and hypoxia-activated chemotherapy treatment of HCC. The above

described nanoprobe has the unique features such as tumor cell redox

responsive switching on of the PDT effects, low pH triggered

chemotherapy drug release and metal iron release which then could

induce the GNPs aggregation to produce PTT effects, as well as the

PDT-induced hypoxia increase for chemotherapy enhancement. Both

of the in vitro and in vivo experiments demonstrated that the AQ4 N-

Cu(II)-AptCe6-GNPs has excellent synergistic antitumor effects

comparing with the chemotherapy alone or PDT alone.
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Conclusion: the here reported Cu(II)-aptamer complexes based gold

nanoplatform could serve as a promising synergistic cancer thera-

peutic agent for HCC.

PP0101

PRL-3 promotes the motility, invasion and metastasis of HCC
through activating Integrin b1/FAK/Src/MAPK signaling axis

Xiaoying Xie1, Lan Zhang1, Zhenggang Ren1, Jiefeng Cui1

1Zhongshan Hospital Fudan University, Shanghai

Background: Phosphatase of regenerating liver 3 (PRL-3) was the

first PRL member implicated in cancer metastasis. However, the role

of PRL-3 in HCC malignant behaviors remains elusive. In our study,

we aimed to identify the relationship between PRL-3 expression in

HCC samples and clinical pathological factors in those patients,

estimate its predicting value for prognosis and further study the

underlying mechanism of PRL-3 in promoting the motility, invasion

and metastasis of HCC.

Methods: The expression of PRL-3 was assessed by immunohisto-

chemistry in HCC tissure microarrays from 114 patients after curative

hepatoectomy from May to November in 2008, and its prognostic

significance was studied by comparing its over-expression with

clinicopathological data and long-term outcomes of these patients,

who had been followed up to 20th March 2013. Then, we investigated

the mobility, invasion and metastasis changes by knocking down or

over-expressing gene PTP4A3 by Lentiviral transfection in the HCC

cell line MHCC97H and compared the tumor size and lung metastasis

in nude mice xenograft model inoculated with differently PRL-3

expressed MHCC97H. Integrin b1/FAK-Src/Ras MAPK pathway was

evaluated by Western Blot in different PRL-3 expression cell lines

and MEK1/2 inhibitor U0126 or Src inhibitor Saracatinib (AZD0530)

was used to test the changing of invasive and migration ability

induced by PRL-3.

Result: Univariate analysis demonstrated that over-expression of

PRL-3 was associated with poor overall survival (OS) and progres-

sion-free survival (PFS). Over expression of PRL-3 was closely

correlated with vascular invasiveness, poor pathological differentia-

tion, incomplete capsule, late clinical stage, elevated AFP level or

huge tumors. Further multivariate analysis confirmed that over-ex-

pression of PRL-3 was an independent risk factor for OS and PFS.

The high level over-expression of PRL-3 of MHCC97H was in

accordence with high metastasis potential. Knocking down gene

PTP4A3 in MHCC97H led to inhibiting the migration, invasiveness

and clone forming ability and over-expression of PRL-3 obviously

increased the ability of migration, invasiveness and clone forming

in vitro. Down-regulating PRL-3 expression suppressed the growth of

xenograft tumor in liver and inhibited lung metastasis in nude mice.

Knocking down the expression of PRL-3 could down-regulate the

expressions of Integrin b1, FAK, p-Src (Tyr416), p-Erk and over-

expression of PRL-3 could up-regulate this axis. Both MEK1/2

inhibitor (U0126) and Src inhibitor (Saracatinib) could suppress the

ability of invasiveness and migration in MHCC97H induced by over-

expression of PRL-3.

Conclusion: PRL-3 could be a promising predictor of postoperative

survival and recurrence in HCC and might be a critical potential

target molecular for preventing the malignant biological behaviors of

HCC.

PP0102

Validation of prognostic scores for predicting mortality
in patients with acute-on-chronic liver failure

Kotchakon Maipang1, Pichanun Potranun2, Siwaporn
Chainuvati1, Supot Nimanong1, Watcharasak Chotiyaputta1,
Tawesak Tanwandee1, Phunchai Charatcharoenwitthaya1

1Department of Medicine, Division of Gastroenterology, Faculty of

Medicine, Siriraj Hospital, Mahidol University, Bangkok, Thailand;
2Department of Medicine, Faculty of Medicine Siriraj Hospital,

Mahidol University, Bangkok, Thailand

Background: Several models have been developed to predict short-

term mortality of patients with acute-on-chronic liver failure (ACLF).

The aim of this study therefore was to externally validate specific

prognostic models for ACLF patients.

Methods: We collected data from 706 consecutive patients with

cirrhosis (420 men; mean age, 59 ± 14 years) who were hospitalized

with acute decompensation as defined by the development of large

ascites, hepatic encephalopathy, gastrointestinal hemorrhage, bacte-

rial infection, or any combination from 2002 to 2013. The diagnosis

of ACLF was established according to the CANONIC study based on

the number of organ failure. The discriminative abilities of prognostic

scores including Acute Physiology and Chronic Health Evaluation

(APACHE)-II, Child–Pugh, model for end-stage liver disease

(MELD), MELD-Na, Chronic Liver Failure-Sequential Organ Failure

Assessment (CLIF-SOFA), CLIF Consortium Organ Function (CLIF-

C OF) and CLIF Consortium ACLF (CLIF-C ACLF) for predicting

28-day and 90-day mortality were evaluated with the area under the

receiver operating characteristic curve (AUROC).

Result: Of the patients assessed, 391 patients had ACLF, 336 had

ACLF when the study began and 55 developed ACLF during follow-

up period. Liver diseases were mostly attributed to hepatitis B virus

infection (38.4%) followed by cryptogenic (20.5%), hepatitis C virus

infection (19.2%), nonalcoholic fatty liver disease (9.7%) and alcohol

(8.9%). Kidney failure (74%) was the most prevalent organ failure for

ACLF patients followed by circulatory (57%), cerebral (40%), liver

(39%) and coagulation (34%) failures. The 28-day and 90-day mor-

tality in ACLF patients were 52.7 and 62.4%, respectively. The

analysis of the AUROC revealed that the discriminatory power of the

CLIF-SOFA score was the best one (AUROC, 0.846; 95% confidence

interval, 0.808–0.884) and with significance greater than that of the

Child–Pugh, APACHE II, MELD, MELD-Na and CLIF-C ACLF for

predicted 28-days mortality but the ability of CLIF-SOFA was

comparable with CLIF-C OF as shown in Figure 1. Similarly, the

CLIF-SOFA score had the best discriminatory power for predicted
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90-days mortality (AUROC, 0.848; 95% confidence interval,

0.811–0.886) as shown in Fig. 2.

Conclusion: The CLIF-SOFA score is more accurate than the other

prognostic scores in predicting death in cirrhosis patients with ACLF.

Therefore, it may be used to identify a high-risk cohort for intensive

management and the accurate identification of patients who required

liver transplantation.

PP0103

Efficacy and safety of methylprednisolone on the treatment
of HBV- driven Acute-on-Chronic Liver Failure: a prospective
cohort study

Yueke Zhu1,2, Lin Jia2,3

1Department of Critical Care Medicine of Liver Disease, Beijing

YouAn Hospital, Capital Medical University, Beijing; 2Department of

Critical Care Medicine of Liver Disease, Beijing YouAn Hospital,

Capital Medical University, Beijing

Background: HBV-driven acute-on-chronic liver failure (HBV-

ACLF) is a severe condition with high mortality in chronic hepatitis B

virus infection. However, there is no fundamental therapy strategy for

it.

Methods: A total of 156 HBV-ACLF patients from three centers in

Beijing were prospectively allocated into methylprednisolone group

(74 patients for methylprednisolone intravenously guttae for 7 days

plus conservative treatment: 1.5 mg/kg/day for the first 3 days, 1 mg/

kg/day for the second 2 days and 0.5 mg/kg/day for the last 2 days)

and control group (82 patients receiving conservative treatment). The

primary endpoint was set as the 3-month mortality.

Result: The 3-month mortality was significantly lower in methyl-

prednisolone group than control group (29.73% vs 50.00%, P\0.05)

and methylprednisolone treatment was an independent factor for

3-month survival (OR: 0.363, 95% CI: 0.206–0.639; P \ 0.001).

Furthermore, the combination of age, bilirubin, prothrombin activity,

lymphocyte percentage and monocyte percentage at baseline could

predict the prognosis of HBV-ACLF (P \ 0.01). Factors associated

with 3-month mortality in methylprednisolone group were bilirubin

(OR: 1.004, 95% CI: 1.001–1.007; P \ 0.05), monocyte percentage

(OR: 1.147, 95% CI: 1.030–1.277; P \ 0.05), prothrombin activity

(OR: 0.942, 95% CI: 0.902–0.984; P \ 0.01) and lymphocyte per-

centage (OR: 0.937, 95% CI: 0.880–0.998; P\0.05). Adverse events

included ascites, infections, electrolyte disturbance, hypoalbumine-

mia, hyperglycemia, hepatorenal syndrome, gastrointestinal

hemorrhage, acute renal insufficiency, pleural effusion, adrenal

hyperplasia and peptic ulcer. Notably, the incidence of ascites

(36.49% vs 21.95%, P \ 0.05) and fungal infection (33.78% vs

18.29%, P \ 0.05) was significantly higher in methylprednisolone

group compared with control group.

Conclusion: Methylprednisolone might improve the efficacy of

conservative treatment in HBV-ACLF. A higher level of prothrombin

activity, lymphocyte percentage, a lower level of bilirubin and

monocyte percentage at baseline could predict a good prognosis.

PP0104

Peroxisome proliferator-activated receptor alpha activation
attenuates endoplasmic reticulum stress and hepatocyte apoptosis
to protect the liver from acute failure

Li Zhang1, Feng Ren 2, Xiangying Zhang 2, Yadong Wang1,
Chuan Shen1, Wei Wang 1, Caiyan Zhao1, Zhongping Duan2

The Third Affiliated Hospital of Hebei Medical University,

Shijiazhuang; 2Beijing YouAn Hospital, Capital Medical University,

Beijing

Background: Several pathogenetic factors have been involved in the

onset and progression of acute liver failure (ALF), including endo-

plasmic reticulum stress (ER stress), oxidative stress, inflammation

and apoptosis. Peroxisome proliferator-activated receptor a (PPARa),

a ligand-activated nuclear transcription factor, plays a protective role

in the ALF. Although our studies have demonstrated that PPARa
activation effectively protects mice from ALF, the underlying

mechanisms of the effects of PPARa and ER stress required further

elucidation.

Methods: In this study we investigated the mutual action of PPARa
and ER stress by evaluating their changes in hepatocyte apoptosis in a

D-galactosamine (D-GalN) and lipopolysaccharide (LPS) induced

ALF mouse model. Additionally, we showed the involvement of

PPARa in 4-phenylbutyric acid (4-PBA) protective effect on primary

hepatocyte apoptosis.

Result: PPARa gradually decreased and C/EBP-homologous protein

(CHOP) increased significantly with the progression of ALF. Con-

versely, PPARa activation ameliorated liver injury by decreasing

apoptosis and depletion of CHOP blocked the apoptotic activity in

ALF. In vitro 4-PBA pre-treatment promoted upregulation of PPARa
and attenuated the expression of CHOP. Moreover, the liver protec-

tion by 4-PBA resulted from the induction of PPARa expression as
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inhibition of PPARa reversed liver protection and increased hepato-

cyte apoptosis.

Conclusion: Taken together, these findings indicate that PPARa and

ER stress mediated hepatocyte apoptosis play pivotal role in the

mechanism of ALF. Therefore, PPARa may be used as a potential

treatment strategy for patients with ALF.

PP0105

Inhibition of glycogen synthase kinase 3b promotes autophagy
to protect mice from acute liver failure mediated by peroxisome
proliferator-activated receptor a

Feng Ren1, Xiangying Zhang1, Hongbo Shi1, Yu Chen1,
Zhongping Duan1

1Beijing Youan Hospital, Capital Medicine University, Beijing

Background: Autophagy is a recently recognized rudimentary cel-

lular response to inflammation and injury. However, the function and

endogenous regulatory mechanisms of autophagy in acute liver fail-

ure (ALF) remains poorly understood.

Methods: The expression level of autophagic genes was examined in

liver of ALF induced by D-galactosamine and lipopolysaccharide and

ALF patients. The effects of autophagy on liver inflammation and its

regulatory mechanisms were studied in vivo.

Result: Autophagy is promoted in the early phase and repressed in

the latter phase of mice ALF model. Autophagy activation by rapa-

mycin protected against liver injury and its inhibition by

3-methyladenine (3-MA) or autophagy gene 7 (Atg7) small interfer-

ing RNA (siRNA) exacerbated liver injury, and the protective effect

of autophagy relied on the suppression of inflammatory mechanisms.

In ALF mice model, the protective effect of glycogen synthase kinase

3b (GSK3b) inhibition was due to the induction of autophagy:

because GSK3b inhibition promotes autophagosome formation and

blocks autophagolysosome formation, and inhibition of autophagy by

3-MA or Atg7 siRNA reversed liver protection and inflammation.

Furthermore, peroxisome proliferator-activated receptor a (PPARa)

plays a critical role in the molecular pathogenesis of GSK3b-medi-

ated autophagy. GSK3b inhibition increased the expression of

PPARa, and down-regulated of PPARa by siRNA decreased autop-

hagy. More important, expression of autophagy was up-regulated in

chronic hepatitis B patients and significantly down-regulated in ALF

patients with HBV.

Conclusion: we have demonstrated the new pathological mechanism

of ALF that autophagy plays a protective role in ALF by inhibiting

liver inflammation regulated by GSK3b-PPAR a signaling pathway.

PP0106

Short term study to assess the efficacy of tenofovir and entecavir
in patients with acute-on-chronic hepatitis B liver failure

Dr. Sharker Mohammad Shahadat Hossain1, Dr. Mamun Al
Mahtab 2, Professor Salimur Rahman3, Dr. Biplob Kumar Saha4

1Resident Physician, Kurmitola General Hospital, Dhaka,

Bangladesh; 2Associate Professor, Department of Hepatology,

Bangabandhu Sheikh Mujib Medical University, Shahbag, Dhaka,

Bangladesh; 3Department of Hepatology, Bangabandhu Sheikh Mujib

Medical University, Shahbag, Dhaka, Bangladesh; 4Resident,

Department of Hepatology, Bangabandhu Sheikh Mujib Medical

University, Shahbag, Dhaka, Bangladesh

Background: Acute-on-chronic liver failure (ACLF) is an acute

hepatic insult manifested as Jaundice and Coagulopathy, complicated

within 4 weeks by Clinical Ascites and/or Encephalopathy in a patient

with previously diagnosed or undiagnosed Chronic Liver Disease/

Cirrhosis. It is associated with high 28-day mortality rate ranging

from 30 to 70%. Reactivation of Hepatitis B virus infection and super

infection with hepatitis A or E are the major causes of ACLF in the

Asian region. Liver transplantation is the only definitive therapy

though it is not available everywhere and not feasible always. Again

MARS therapy (molecular adsorbent recirculating system) did not

reduce mortality significantly. So, antiviral therapy should be started

as soon as possible in patients with ACLF due to Hepatitis B irre-

spective of DNA and ALT status to improve hepatic dysfunction and

rescue the patients from mortality.

Aims: This randomized clinical trial was carried out with an aim to

measure serum bilirubin, CTP score, MELD score, HBV DNA load

and to see survival among patients with Acute-on-Chronic Hepatitis B

Liver Failure 03 months after the antiviral (Tenofovir or Entecavir)

therapy.

Methods: In this study a total of 32 acute-on-chronic hepatitis B

Liver failure patients (age[ 18 years with both sexes but male pre-

dominant) were included in Hepatology Department of Bangabandhu

Sheikh Mujib Medical University, Dhaka during January 2013 to

December 2015. The patients were randomized into two groups:

Tenofovir group (N = 16) and Entecavir group (N = 16) and fol-

lowed at least for 03 months.

Result: S. Bilirubin, INR, ALT, Child–Turcotte Pugh score and

MELD score (Fig 2) significantly (p \ 0.05) declined at 90 days in

both groups, whereas Serum Albumin significantly (p \ 0.05)

increased at 90 days in these groups. Both group patients had

detectable HBV DNA at pretreatment. After 90 days therapy all

patients had undetectable HBV DNA with Tenofovir, but one patient

had detectable HBV DNA in Entecavir group. At 90 days, overall 20

(62.5%) patients survived—13 (81.2%) in Tenofovir group and 7

(43.7%) in Entecavir group. (Fig 1) The difference was statistically

significant (p \ 0.05) between two groups. Univariate analysis

revealed that encephalopathy, high MELD score, high Child–Turcotte

Pugh scores and low S. Albumin are independent predictor of mor-

tality of HBV-ACLF patients in this study. But multivariate analysis

revealed that ACLF with encephalopathy had 6.25 times increased

risk of mortality.

Conclusion: In HBV-ACLF patients, the use of nucleoside and

nucleotide analogs has clear survival benefit, which is significantly

higher with Tenofovir. Serum bilirubin, CTP and MELD scores sig-

nificantly improved in both groups but when compared between the

two, it was more significant with Tenofovir. More significant decline

in HBV DNA was seen with Tenofovir than with Entecavir.

Hepatol Int (2017) 11 (Suppl 1):S1–S1093 S243

123



PP0107

Nomogram prediction of individual prognosis of patients
with acute-on-chronic hepatitis B liver failure

Fangyuan Gao1, Qianqian Zhang2, Kewei Sun2, Hai Li3, Xianbo
Wang1

1Beijing Ditan Hospital, Capital Medical University, Beijing; 2The

First Hospital of Hunan University of Chinese Medicine, Hunan; 3Ren

Ji Hospital, School of Medicine, Shanghai Jiao Tong University,

Shanghai

Background: This study aimed to develop an effective prognostic

nomogram capable of estimating the individual survival outcomes of

patients with acute-on-chronic hepatitis B liver failure (ACHBLF),

and compare the predictive accuracy and discriminative ability with

other scoring systems.

Methods: The nomogram was based on a retrospective study of 573

patients with ACHBLF as defined by APASL at the Beijing Ditan

Hospital (Beijing, China), Capital Medical University. The predictive

accuracy and discriminative ability of the nomogram were evaluated

by the concordance index (C-index) and calibration curve, and were

compared to the Chronic Liver Failure Consortium ACLF (CLIF-C

ACLF), Model for End-stage Liver Disease (MELD) and MELD-

sodium (MELD-Na). The results were validated, using a bootstrap

approach to correct for bias, in two external cohorts including an

APASL ACHBLF cohort (12 three top hospitals, N = 329) and an

EASL-CLIF ACHBLF cohort (Renji, N = 300). All statistical tests

were two-sided.

Result: Multivariate analysis of the derivation cohort for survival

analysis identified the independent factors to be age, total bilirubin,

albumin, international normalized ratio and hepatic encephalopathy,

which were all included in the nomogram. The calibration curve for

predicting the probability of survival showed consistency between the

nomogram and the actual observation. The C-index of the nomogram

for predicting survival was statistically higher than the CLIF-C

ACLF, MELD, and MELD-Na in both the derivation and prospective

validation cohorts with APASL ACHBLF (p\0.05 for all), but was

lower than CLIF-C ACLF in the EASL-CLIF ACHBLF cohort.

Conclusion: The proposed nomogram resulted in more accurate

individualized risk estimates for survival than CLIF-C ACLF, MELD

and MELD-Na in patients with APASL ACHBLF. However, for

patients with EASL-CLIF ACHBLF, the CLIF-C ACLF mignt be a

much better choice .

PP0108

Research on the relationship between prognosis and the statement
of malnutrition in patients with chronic liver failure

Cunli Nong1, Qian Guo1

1The 4th Affiliated Hospital of Guangxi Medical University, Liuzhou

China

Background: Malnutrition is frequent in patients with chronic liver

failure, and it affects prognosis close. Multivariate logistic regression

analysis can display the relationship between prognosis and the

statement of malnutrition in patients obviously. Therefore, accurately

determining the malnutritional status and prognosis of patients will be

beneficial to treatment and reducing death rates of chronic liver

failure.

Methods: 253 patients with chronic liver failure were prospective

studied. Nutritional risk screening (NRS-2002) and other biochemical

indexes were used to analyze relevant factors affecting malnutritional

status and prognosis. Database management and all statistical anal-

yses were performed using SPSS for Windows version 15.0 (SPSS,

Chicago, IL, USA). Qualitative data were expressed as percentages,

and quantitative data were expressed as mean ± SD and non-normally

distributed as median values (range) unless otherwise stated. The

Logistic regression analysis was used in the multivariate analysis.

Significant variables were set at P\ 0.05 (2-sided).

Result: The patients with chronic liver failure were general in high

risk of malnutrition, with the total incidence rate 74.57%. The single

factors correlated between the malnutritional status and the prognosis

were: scale score of NRS-2002 (r = 0.493, P = 0.000), NRS-2002

scale score C 3 (r = 0.231, P = 0.000), hyponatremia (r = 0.657, P =

0.000), hypoglycemia (r = 0.764, P = 0.000) and Body mass index (r

= -0.180, P = 0.006). Multiple factor logistic regression analysis

found that the scale score of NRS-2002 (P = 0.001, v2 = 12.025) and

hypoglycemia (P = 0.000, v2 = 27.505) were risk factors for the

prognosis (death) of chronic liver failure, with sensitivity and accu-

racy as 87.5% and 95.3% (P = 0.000, v2 = 127.164), respectively.

Conclusion: The patients with chronic liver failure were general in

high risk of malnutrition, the scale score of NRS-2002 and hypo-

glycemia will be helpful to evaluate the nutritional status and to judge

the prognosis of the patients with chronic liver failure.

PP0109

Stem cell transplantation for chronic liver failure with 39 cases
observation

Qu Naifang1

1Qingdao Infectious Disease Hospital, Qingdao

Background: Observation of mesenchymal stem cell transplantation

for chronic liver failure patients over 24 weeks efficacy, to further

evaluate the application prospects of stem cell transplantation.

Methods: 39 patients of chronic hepatic failure were treated mes-

enchymal stem cell transplantation (on the basis of internal medicine

for liver protection, support, symptomatic comprehensive treatment).

42 patients with chronic hepatic failure as control group (on the basis

of internal medicine for liver protection, support, symptomatic com-

prehensive treatment). We transplanted the mesenchymal stem cell

into hepatic artery through the femoral artery catheter. Liver function

of patients was tested in 24 weeks after transplantation. Improvements

of clinical symptoms and liver function were observed in patients

with transplantation.
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Result: Most patients’ clinical performance improved significantly

after transplantation, Ascites disappeared or decreased in 34 cases

(87.2%); Appetite improved in 36 cases (92.3%); Physical strength

improved in 36 cases (92.3%); Abdominal distension disappeared in

29 cases (74.4%). The average PTA level increased from 26.1 to

54.9%; Albumin gradually increased, which rose from 25.3 to 34.5

lmol/L in average. Compared with the control group, the liver

function improved significantly in transplanting group. No serious

complications occurred during and after transplantation in all of the

39 patients. But most patients showed transient fever and bone pain in

the mobilization process.

Conclusion: Through 24 weeks observation, we found that the

transplantation of umbilical cord mesenchymal stem cell is safe and

effective and lack of adverse reactions for the patients of hepatic

failure. After transplantation, the liver function was improved nota-

blely, the clinical symptoms got alleviation, the mortality decreased

and the quality of life was elevated for most of patients.

PP0110

Suppressive role of ubiquitin-editing enzyme TNFAIP3 on hepatic
stellate cell activation and liver fibrosis

Jian Han1, De-an Tian2

1Institute of Liver Diseases, Tongji Hospital, Tongji Medical College,

Huazhong University of Science and Technology, Wuhan;
2Department of Gastroenterology, Tongji Hospital, Tongji Medical

College, Huazhong University of Science and Technology, Wuhan

Background: Cirrhosis is a heavy burden in the Asian-Pacific areas,

and it is the common result of the most chronic liver diseases. Hepatic

stellate cell activation is a key event during liver fibrosis and cir-

rhosis. Ubiquitination is a reversible protein modification involved in

the major cellular processes that define cell phenotype and behaviour.

The role of deubiquitinases in hepatic stellate cell (HSC) activation

and their contribution to fibrogenesis are poorly defined. Here, we

aimed to explore the roles of the ubiquitin-editing enzyme TNFAIP3

in hepatic stellate cell activation and liver fibrosis.

Methods: TNFAIP3 and ACTA2 expression was determined in day 1

and day 15 rat primary HSC. TNFAIP3 and ACTA2 expression was

also determined in normal rat liver tissue and TAA-induced fibrotic

rat liver tissue. The expression of TNFAIP3 was compared between

activated human hepatic stellate cell line LX-2 and human hepatic

cell line HepG2. We use recombinate TGFbeta1 to stimulate rat

primary HSC, LX-2, and HSC-T6, and measure the expression of

TNFAIP3 and ACTA2. We transfect LX-2 with siRNA targeting

human TNFAIP3, and detect the expression of TNFAIP3, ACTA2,

CTGF, COL3A1 and CDH2.

Result: Decreased TNFAIP3 expression and increased ACTA2

expression was confirmed during in vitro activation of rat primary

hepatic stellate cells. Decreased TNFAIP3 expression and increased

ACTA2 expression was found in fibrotic liver tissue compared with

normal liver tissue. The expression of TNFAIP3 in LX-2 was lower

than HepG2. After treatment with recombinate TGFbeta1, the

expression of ACTA2 was increased and the expression of TNFAIP3

was decreased in rat primary HSC, LX-2, and HSC-T6. After we

transfected LX-2 with si–h-TNFAIP3, the expression of TNFAIP3

was decreased and the expression of ACTA2, CDH2, COL3A1 and

CTGF was increased.

Conclusion: TNFAIP3 expression is highly down-regulated upon

HSC activation and is involved in the regulation of HSC activation.

This study highlights therapeutic opportunities for targeting TNFAIP3

in the treatment of fibrotic liver disease.

PP0111

Tumor necrosis factor-like weak inducer of apoptosis promotes
hepatic stellate cells migration via canonical NF-jB/MMP9
pathway

Mingcui Xu1, Feng Zhang2, Aixiu Wang2, Chen Wang2, Yuzheng
Zhuge3

1Affiliated Drum Tower Clinical Medical School of Nanjing Medical

University, Nanjing; 2Drum Tower Hospital, Affiliated to Medical

School of Nanjing University, Nanjing; 3Affiliated Drum Tower

Clinical Medical School of Nanjing Medical University, Nanjing

Background: In the liver, the signal and function of tumor necrosis

factor-like weak inducer of apoptosis (TWEAK) have mainly been

assessed in association with liver regeneration. However, the effects

of TWEAK on liver fibrosis have not been fully elucidated. To

investigate the effects of TWEAK on human hepatic stellate cells

(HSCs) and to explore the relevant potential mechanisms, human

HSCs line - LX-2 were cultured with TWEAK.

Methods: Cell migration was detected by transwell assay; cell via-

bility was evaluated by Cell Counting Kit-8; the expression of MMP1,

MMP2, MMP3, MMP7, MMP8, MMP9, MMP10, MMP11, MMP12,

MMP13 gene was identified by quantitative real-time polymerase

chain reaction and western blotting; the activity of matrix metallo-

proteinases (MMPs) was tested by enzyme-linked immuno sorbent

assay; small interfering RNA transfection was applied for depletion of

MMP9 and p65.

Result: The result of transwell assay revealed that TWEAK promoted

LX-2 migration. Subsequently, our data testified that the expression

and activity of MMP9 was induced by TWEAK in LX-2 cells, which

enhanced the migration. Furthermore, our findings showed that

TWEAK upregulated the phosphorylation of IjBa and p65 protein to

increase MMP9 expression in LX-2 cells. Meanwhile, the alpha-

smooth muscle actin, vimentin and desmin expression were upregu-

lated following TWEAK treatment.

Conclusion: The results in the present study revealed that TWEAK

promotes HSCs migration via canonical NF-jB/MMP9 pathway,

which possibly provides a molecular basis targeting TWEAK for the

therapy of liver fibrosis.
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TWEAK/Fn14 promotes pro-inflammatory cytokines secretion
in hepatic stellate cells via NF-jB/STAT3 pathways

Aixiu Wang1

1Medical School of Nanjing University, Nanjing

Background: Tumor necrosis factor-like weak inducer of apoptosis

(TWEAK) and its receptor fibroblast growth factor-inducible 14

(Fn14) have been associated with liver disease. Hepatic stellate cells

(HSCs) play a critical role in hepatic wound-healing response after

liver injury, but there is little information available on the role of

TWEAK/Fn14 pathway in human HSCs.

Methods: The LX-2 cells were treated with TWEAK, the expression

of pro-inflammatory cytokines was assayed by enzyme linked

immunosorbent assay (ELISA) and real-time PCR (RT-PCR). Wes-

tern blotting and RT-PCR was performed to evaluate the expression

of Fn14 after TWEAK stimulation. Total and phosphorylated of

inhibitor-jB (I-jB), nuclear factor kappa B (NF-jB), Janus kinase 2

(JAK2), signal transducers and activators of transcription 3 (STAT3)

were examined by western blotting after TWEAK stimulation and

small interfering RNA transfection.

Result: The result showed that TWEAK up-regulated the expression

of Fn14 and pro-inflammatory factors interleukin-8 (IL-8), inter-

leukin-6 (IL-6), regulated upon activation normal T cell expressed

and secreted (RANTES) and monocyte chemotactic protein-1 (MCP-

1). In LX-2 cells, the pro-inflammatory cytokines secretion was clo-

sely related to the activation of NF-jB and STAT3 pathways.

Furthermore, our research showed that STAT3 and NF-jB could

interact with each other, which resulted in a significant increase of

pro-inflammatory cytokines secretion.

Conclusion: In summary, our study demonstrated that TWEAK/Fn14

activated NF-jB and STAT3 signaling pathways in LX-2 cells, which

interacted with each other, leading to pro-inflammatory cytokines

secretion. These results propose a new way of thought-way in the

future studies on liver fibrosis.

PP0113

FAK-related non-kinase negatively regulates liver fibrosis
via attenuating activation of hepatic stellate cells

Xue-Ke Zhao1, Mao Mu1, Ming-Liang Cheng1

1Affiliated Hospital of Guizhou Medical University, Guiyang

Background: Liver fibrosis is a common feature of almost all causes

of chronic liver diseases, which is caused by the activation of hepatic

stellate cells (HSCs) and excessive extracellular matrix (ECM) pro-

tein accumulation. Overexpression of focal adhesion kinase (FAK)-

related non-kinase (FRNK) inhibits FAK-dependent cell migration

promoted by growth factors and integrin receptors in many cell types.

However, the role of FRNK in HSCs activation and on the injury/

repair processes in liver remains elusive.

Methods: The effect of gain or loss of function of FRNK on HSCs

activation and extracellular matrix (ECM) production was examined

by using primary mouse HSCs and human HSC cell line LX-2. FRNK

deficient mice were used to determine the role of FRNK in liver

fibrogenesis in vivo.

Result: Loss of function of FRNK leads to increased HSCs activation

and ECM production in murine and human HSCs. In contrast, gain of

function of FRNK attenuated HSCs activation by down-regulation of

a-SMA expression, EMC production, and cell migration. FRNK

deficient mice show increased liver fibrosis in vivo when compared to

control mice, which was confirmed at the histological and biochem-

ical levels, by using CCl4-induced mouse liver fibrosis model.

Importantly, decreased FRNK expression level in the liver tissue

positively correlated with liver fibrosis in humans. Mechanistically,

we show that FRNK attenuated HSCs activation and fibrosis by

down-regulation of Rac expression through the FAK pathway.

Conclusion: These findings demonstrate that FRNK acts as an

endogenous negative regulator of liver fibrosis, which may provide a

novel therapeutic target to treat liver fibrosis.

PP0114

The effects of macrophages with high expression of TL1A in vitro
on activation and proliferation of hepatic stellate cells

Yuxin Luo1, Jinbo Guo1, Libo Zheng3, Xiaolan Zhang1

1The East Branch of Second Hospital of Hebei Medical University,

Shijiazhuang

Background: Recent researches have focus on the interaction

between macrophages and HSCs during liver fibrosis. TNF-like

ligand 1 aberrance (TL1A) was found to be able to promote the

intestinal fibrosis. Furthermore, significantly increased TL1A had

been found in liver tissues and mononuclear cells of patients with

PBC. The study was to explore the effects of macrophages with high

expression of TL1A in vitro on the activation and proliferation of

HSCs.

Methods: Bone marrow-derived macrophages (BMMs) and peri-

toneal macrophages (PMs) were extracted from WT and Tg mice; and

HSCs were isolated from WT mice. Groups were as follows: Control

group, LPS + IFN-c + M-CSF group, CM WT group, CM Tg group.

The expression of a-SMA mRNA and protein at 2nd day, 4th day and

6th day in HSCs were detected by RT Q-PCR and
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immunofluorescence; CCK-8 and BrdU were used to detect the pro-

liferation of HSCs; the concentration of IL-1b and PDGF-BB in

supernatant from macrophages was detected by ELISA.

Result: The expression of a-SMA mRNA in HSCs at 2nd day showed

no significant difference (P[ 0.05); at the 4th day and 6th day, the

expression of a-SMA mRNA was more notable in CM Tg group than

CM WT group (P\0.05); there was no different of the expression of

a-SMA protein at 2nd day and 6th day (P [ 0.05); at 4th day, the

expression of a-SMA protein showed a significantly higher in CM Tg

group than CM WT group (P\0.01); the proliferation rate of HSCs

were significantly increased in CM Tg group than CM WT group (P\
0.01). The concentration of IL-1b and PDGF-BB from supernatant of

BMMs and PMs were more notable in Tg mice than WT mice (P\
0.01).

Conclusion: The macrophages with high expression of TL1A could

accelerate the activation and proliferation of HSCs, which may be

related to the higher level of IL-1b and PDGF-BB.

PP0115

LncRNA-ATB/microRNA-200a/b-catenin regulatory axis
involved in the progression of HCV-related hepatic fibrosis

Na Fu1, Rongqi Wang1, Yuguo Zhang1, Suxian Zhao1, Lingbo
Kong1, Jinghua Du1, Yuemin Nan1

1Department of Traditional and Western Medical Hepatology, Third

Hospital of Hebei Medical University, Shijiazhuang

Background: Long noncoding RNAs (lncRNAs) -activated by

transforming growth factor beta (lncRNA-ATB) has been reported to

be significantly correlated with liver cirrhosis in patients with hepa-

tocellular carcinoma. However, the role and molecular mechanisms of

lncRNA-ATB in HCV-related liver fibrosis remains unclear. In this

study, we examine the expression of lncRNA-ATB and its down-

stream effectors in liver tissues of HCV patients and activated HSC

in vivo to elucidate a novel regulatory axis in liver fibrosis and HSC

activation.

Methods: HCV patients with severe liver fibrosis and healthy control

subjects was enrolled and liver tissues were obtained by liver biopsy

or surgery. And we applied conditioned media (CM) from HepG2-

CORE cells (cell line stably expressed HCV core protein) to induce

the activation of LX-2 cells, an immortalized human HSC line. We

predicted the binding sites between lncRNA-ATB and b-catenin with

miR-200a, and then performed the dual luciferase reporter assays for

validation. The effects of lncRNA-ATB/miR-200a/b-catenin in the

activation of HSC were assessed by comparing the expression chan-

ges with normal control HSC. Further, the regulatory role of lncRNA-

ATB on HSC activation and miR-200a/b-catenin expression was

assessed through si-RNA-mediated knockdown of lncRNA-ATB.

Result: lncRNA-ATB was up-regulated in liver tissues of patients

with HCV-related hepatic fibrosis and activated LX-2 cells which

induced by CM from HepG2-CORE cells, that was verified by

increased expression of alpha-smooth muscle actin (a-SMA) and

collagen type 1 alpha 1 (Col1A1). According to the result of dual

luciferase reporter assays, lncRNA-ATB shared common binding

sites of miR-200a with b-catenin. We found that miR-200a was

decreased and b-catenin was increased in liver tissues of patients with

HCV-related hepatic fibrosis and activated HSCs. Further, knock-

down of lncRNA-ATB could downregulate b-catenin expression by

increasing endogenous miR-200a, and leading to suppress the acti-

vation of LX-2 cell.

Conclusion: LncRNA-ATB/miR-200a/b-catenin regulatory axis

contributed to HCV-related liver fibrosis and the activation of HSC

induced by CM of HepG2-CORE cells, and knockdown of lncRNA-

ATB might be a novel therapeutic method for HCV-related liver

fibrosis.

PP0116

The aberrant MVs MicroRNAs targeted oncogenes and tumor
suppressors in liver cirrhosis

Xiliu Chen1, Xiaomei Chen2, Wei Xiong2, Li Lu2, Liping Sun1,
Shenghua Jie1, Huiyu Li2

1Department of Infectious Diseases, Institute of Infection and

Immunology, Union Hospital, Tongji Medical College, Huazhong

University of Science and Technology, Wuhan; 2Center for stem cell

research and application, Union Hospital, Tongji Medical College,

Huazhong University of Science and Technology, Wuhan

Background: Microvesicles (MVs) are membrane vesicles which

released from multiple cells. MicroRNAs (miRNAs) can be transfered

from donor cells to recipient cells by MVs and regulate gene

expression. We therefore investigate MVs miRNAs expression pro-

files in the liver cirrhosis (LC) patients and analyzed their roles.

Methods: MVs were isolated from peripheral blood of LC patients

and healthy volunteers respectively. Agilent human miRNA (8*15 K)

V14 was used to examine the miRNA expression profile. The

potential target genes of miRNAs were predicted by TargetScan.

Result: Our study identitied the MVs miRNAs expression profiles in

LC patients. Of all the tested 887 miRNAs, 343 MVs miRNAs were

differentially expressed, including 209 up-regulated miRNAs and 134

down-regulated miRNAs. We explored that 49 aberrant miRNAs

targeted 2058 genes regulating various physiological and pathological

processes. 69 oncogenes and 19 tumor suppressors were regulated by

these altered miRNAs, which indicating that they may play an

important role in the progression of liver cirrhosis to hepatocellular

carcinoma (HCC). Hsa-miR-101 as an up-regulated miRNA targeted

12 oncogenes and 4 tumor suppressors especially.

Conclusion: Our study demonstrated that LC derived MVs had dis-

tinctive miRNAs expression profiles, compared with the normal

control. Aberrant miRNAs regulating ongogenes and tumor sup-

pressors may be used as potential indicators of early diagnosis of

HCC in LC patients.
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Allogeneic transplantation of MUSE cell ameliorates liver
regenerations in swine model models of chronic liver injury

Taketo Nishina1, Kei Mizuno1, Tomohiro Katsumi1, Hiroaki
Haga1, Kazuo Okumoto1, Takafumi Saito1, Shohei Wakao2, Mari
Dezawa2, Yoshiyuki Ueno1

1Yamagata University Faculty of Medicine, Yamagata, Japan;
2Tohoku University Graduate School of Medicne, Sendai, Japan

Background: Multilineage-differentiating Stress Enduring (MUSE)

cells are identified in bone marrow stem cells (BMSCs), and can be

efficiently isolated using human embryonic stem (ES) cell marker.

MUSE cells also express unique cellular marker such as Nanog, Oct3/

4 and Sox2 as like iPS cells. Interestingly, they act as tissue repair

cells when transplanted in vivo; they migrate toward and home into

damaged tissues and spontaneously differentiate into cells compatible

with the homed-into tissue in fulminant hepatitis, muscle degenera-

tion and skin injury models. Moreover, unlike ES cells or iPS cells,

their telomerase activity is low and don’t form teratoma in immun-

odeficient mice tests. However, little is known about capability of

MUSE cells during liver regeneration in large animal models. Thus,

the AIM of this current study is to examine the safety and efficacy of

allogenic MUSE cells transplantation in swine model of chronic liver

injury.

Methods: Female minipigs (12 months, BW 25–27 kg) were used as

the allogenic recipient of experiments (n = 10). Two male minipigs

(12 months, BW 25–27 kg) were used as the donor of MUSE cells or

control BMSCs. Chronic liver injury model was induced by peritoneal

injection of CCl4 (1.2–1.5 mL/Kg/week). Among 10 possible donor

animals, 4 were lost due to hepatic failure during induction of chronic

liver failure model. Surviving 6 animals were divided into two groups

(MUSE cells transplantation group and control BMSCs transplanta-

tion group, n = 3, each). MUSE cells and control BMSCs were

prepared as reported previously, and labeled with green-fluorescent

protein (GFP) tags using lentivirus. After adequate cell sorting, 1x107

of either GFP-MUSE cells or GFP-BMSCs were injected to the

recipient animals. Vitals sign assessment, weekly laboratory test (T-

Bil, AST, ALT, ALP, GGT, LDH, TP, Alb, NH3, BUN, CRE, CBCs)

and weekly liver biopsy was performed. Animals were sacrificed at

week4, 8 and 12 after cellular transplantation.

Result: After cellular transplantation, there was no significant chan-

ges of vital signs in each groups. Laboratory tests revealed enhanced

amelioration of liver enzymes in MUSE cell recipients. Liver

immunohistochemistry demonstrated the increased number of PCNA

positive cells in MUSE cells recipient over time. The number of GFP

positive cells were increased in MUSE cells transplant recipient liver,

confirmed by immunohistochemistry and immunofluorescence. Other

organs including brain, heart, lung, kidney, spleen, pancreas were not

affected.

Conclusion: Allogenic transplantation of MUSE cells was both safe

and effective for liver regeneration and improvement of hepatic

reserve even in the large animal models of chronic hepatic failure.

Further study to clarify the cellular mechanism of hepatic homing, as

well as transforming seems to be feasible for future application of this

cellular transplantation in human clinical settings.

PP0118

Alpha-fetoprotein correlates with transient elastography, serum
fibrosis biomarkers and stage of fibrosis in liver biopsy of chronic
hepatitis C patients without hepatocelluar carcinoma

Mohamed Gamil1, Mohamed Alboraie2, Aisha Elsharkawy3,
Noha Asem4, Tamer Elbaz3, Mohammad Mohey3, Gamal Esmat3,
Egyptian Liver Fibrosis Study Group 03,5

1National hepatology tropical medicine research institute, Cairo,

Egypt; 2Al-Azhar University, Department Of Internal Medicine,

Cairo, Egypt; 3Department of Endemic Medicine and Hepatology,

Cairo University, Cairo, Egypt; 4Department of Public Health and

Community Medicine, Cairo University, Cairo, Egypt; 5Department

of Internal Medicine, Al-Azhar University, Cairo, Egypt

Background: Alpha-fetoprotein (AFP) is frequently elevated in

chronic hepatitis C (CHC) patients with absence of hepatocelluar

carcinoma (HCC) and is attributed to presence of liver fibrosis or

cirrhosis. We aimed at testing the predictive ability of Alpha-feto-

protein level to detect different stages of hepatic fibrosis and cirrhosis

and to compare it with commonly used non-invasive methods for

diagnosis of hepatic fibrosis.

Methods: Data of chronic hepatitis C (CHC) treatment naı̈ve patients

was retrospectively analyzed. They were subjected to routine pre-

treatment laboratory investigations including liver functions test,

complete blood count, Alpha-fetoprotein, abdominal ultrasound, liver

stiffness measurement using FibroScan�, liver biopsy and

histopathological staging of fibrosis according to METAVIR score.

AST to platelet ration index (APRI) and FIB-4 scores were calculated

according to their original formulas. Statistical analysis aimed at

correlating levels of AFP with stages of hepatic fibrosis in liver

biopsy, liver stiffness measurement, APRI and FIB-4 scores to detect

its predictive ability in staging hepatic fibrosis and cirrhosis.

Result: Our study included 652 patients (31% females) mean age ±

SD was 41 (±10). Staging of hepatic fibrosis in liver biopsies

according to METAVIR score showed: 25 (3.83%) patients with stage

0, 331 (50.77%) with stage 1, 127 (19.48%) with stage 2, 94 (14.42%)

with stage 3 and 75 (11.50%) with stage 4. AFP was able to predict

significant hepatic fibrosis (CF2 METAVIR) with sensitivity and

specificity of 71.3 and 62.4% respectively at a cutoff value of 2.55 ng/

mL and area under ROC curve of 0.743. For advanced hepatic fibrosis

(CF3 METAVIR) and cirrhosis (F4 METAVIR); sensitivity, speci-

ficity & area under ROC curve of (69.8, 77.6% and 0.79) and (64,

85% and 0.818) at cutoff values of 4 ng/mL and 6 ng/mL respectively.

AFP was significantly correlating with liver stiffness measured by

transient elastography, FIB-4 and APRI scores.

Conclusion: AFP can be used as a surrogate biomarker for predicting

different stages of hepatic fibrosis and cirrhosis in patients with

chronic hepatitis C without HCC.
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The decrease of serum CHI3L1 levels after antiviral therapy can
monitor reversal of liver fibrosis

Lin Wang1, Yameng Sun1, Hong You1, Jidong Jia1

Liver Research Center, Beijing Friendship Hospital, Capital Medical

University; Beijing Key Laboratory of Translational Medicine on

Liver Cirrhosis; National Clinical Research Center for Digestive

Disease, Beijing

Background: Previous studies showed that the levels of serum

CHI3L1 were associated with liver fibrosis in patients with chronic

hepatitis B without treatment. In this study, we aim to investigate the

clinical significance of the changes of the CHI3L1 levels after

antiviral therapy in patients with chronic hepatitis B.

Methods: There were 131 chronic hepatitis B patients receiving

paired liver biopsies before and after entecavir-based therapy for 78

weeks. Patients were categorized into three groups according to the

changes of liver fibrosis (based on the Ishak criteria) after antiviral

therapy: the regressive group (the decrease C 1), the stable group (the

decrease = 0) and the progressive group (the decrease B -1). The

levels of serum CHI3L1 were determined before and after treatment

every 26 weeks by ELISA. We compared the changes of the CHI3L1

levels and the Ishak scores after treatments, and analyzed whether

changes of CHI3L1 were correlated with regression of liver fibrosis.

We further explored the correlations between serum CHI3L1 level

and collagen proportionate area (CPA) and liver stiffness measure-

ment (LSM).

Result: After 78 weeks of antiviral therapy, the stages of liver fibrosis

were decreased in 54 patients, stable in 70 patients but elevated in

seven patients. Before treatments, patients of the progressive group

had higher levels of serum CHI3L1 than patients of the regressive

group, but the difference has no statistical significance (86.4 ng/ml vs

113.3 ng/ml, P = 0.223). After antiviral therapy, the CHI3L1 levels in

patients of the regressive group decreased, while CHI3L1 levels in

patients of the progressive group fluctuated and showed elevated

levels at 52 and 78 weeks of the treatments. The differences of the

CHI3L1 levels at 52 weeks after treatments between the regressive

and the progressive group were statistically significant (76.7 ng/ml vs

209.8 ng/ml, P = 0.015). Furthermore, the changes of CHI3L1 levels

between before treatments and 52 weeks after treatments were sta-

tistically significant (18.5 ng/ml vs -89.6 ng/ml, P = 0.005) (Figure

1). Correlation analysis showed that there was a positive correlation

between CPA and CHI3L1 (r = 0.351, P\ 0.001) before treatments

and a positive correlation between changes of CPA and changes of

CHI3L1 after treatments (change after 78 weeks: r = 0.366, P \
0.001) (Figure 2). CHI3L1 level had also a positive correlation with

LSM before (r = 0.431, P\0.001 and after treatments at 26, 52, and

78 weeks (r = 0.280, P = 0.003, 52 weeks: r = 0.389, P\0.001, 78

weeks: r = 0.458, P\ 0.001).

Conclusion: The decrease of serum CHI3L1 after antiviral therapy

can monitor reversal of liver fibrosis. Furthermore, its decrease also

has positive correlations with changes of quantitative assessments of

fibrosis measured by CPA and LSM. Therefore, CHI3L1 is a potential

serum marker for helping assessing liver fibrosis after antiviral

treatments.

PP0120

The cilinical feature and outcomes of drug-induced liver injury
in patients after liver transplantion in China

Xia Zhou1, HongLin Liu1

1Beijing 302 Military Hospital, Beijing

Background: The drug-induced liver injury (DILI) is more complex

in liver transplant patients, and has a significantly different prevalence

in each areas.

Methods: We recognized DILI patients by using pathology and

clinical database and analyzed their clinical features.

Result: Among 557 liver transplant patients, 21 cases (3.77%) were

recognized as DILI. The mean age was 50.05 ± 11.49 years, and there

were 5 women. The three pattern of DILI (hepatocellular, cholestatic,

and mixed) all existed, and 52.4%.of them were cholestasic. Mean

ALT was 153.33 ± 110.50 U/L, AST 102.86 ± 79.50 U/L, ALP

279.90 ± 193.96 U/L, GGT 274.62 ± 195.49 U/L, and TB 30.46 ±

24.92 mmol/L.76.2% of DILI patients were categorized as mild, 19%

were categorized as moderate. 23.8% of DILI patients attacked within

3 months after transplantation, and 61.9% cases attacked within 1

year after LT. The major causative agents were immunosuppressive

agents (52.4%). The other agents were antifungal agent (9.5%),

antiuberculotic (9.5%), and Chinese herb (14.3%). After symptomatic

treatment, the liver function in 17 patients were significantly

improved. The course of disease after LT had an impact on the

prognosis of DILI (P = 0.01).

Conclusion: DILI in liver transplant recipients was mild, and most

had a good prognosis. In our centre in China DILI in LT patients

mainly occurred within 1 year after transplantation, caused by TAC

and antifungal drugs, and the causative agents in a long term at least 3

years after transplantation was traditional Chinese medicine.

Hepatol Int (2017) 11 (Suppl 1):S1–S1093 S249

123



PP0121

Entecavir and/or tenofovir disoproxil fumarate remains effective
in lamivudine/adefovir-experienced patients with chronic
hepatitis B after liver transplantation: a 16-year follow-up study

John Wong1, Vincent Wai-Sun Wong2, Paul Bo-San Lai1, Grace
Lai-Hung Wong2

1Department of Surgery, The Chinese University of Hong Kong,

Hong Kong; 2Department of Medicine and Therapeutics, The Chinese

University of Hong Kong, Hong Kong

Background: Lamivudine with or without add-on adefovir was used

frequently as the sole prophylaxis for hepatitis B virus (HBV)

recurrence after liver transplantation in Asia Pacific countries due to

resources consideration. With the availability of entecavir and teno-

fovir disoproxil fumarate (TDF) nowadays, most of the lamivudine/

adefovir- experienced patients would have been switched to these oral

antiviral agents with high genetic barrier to resistance. The aim of this

study was to evaluate the long-term outcome of patients with previous

exposure to lamivudine/adefovir who have been switched to ente-

cavir/TDF after liver transplantation for chronic hepatitis B (CHB).

Methods: Consecutive CHB patients who received liver transplan-

tation from 1999 to 2003 and with at least 12 months follow-up were

studied. Lamivudine monotherapy was used for antiviral prophylaxis

and adefovir was added as salvage treatment for HBV recurrence.

Since 2008, some patients were switched to entecavir/TDF due to

suboptimal virologic control.

Result: Twenty-four patients were followed-up for 161 (19–194)

months post-liver transplantation. After 118 (101–127) months, 2

(8%), 7 (29%) and 3 (13%) patients were switched to entecavir

monotherapy, TDF monotherapy and entecavir-TDF combination

therapy for 43 (38–95) months. The remaining 12 patients continued

to take lamivudine with or without add-on adefovir until last visit or

death. The cumulative probabilities of on-treatment virologic break-

through, defined as HBV DNA increase for more than 1 log10 IU/ml,

were 8, 28, 35 and 63% in 1, 3, 5, and 10 years respectively. At the

time of HBV recurrence, the HBV DNA level was 5.11 (1.82–8.41)

log10 IU/ml. On direct sequencing at the time of lamivudine ± ade-

fovir, four patients had rtM204I mutation. No genotypic resistance to

adefovir was detected. None of these pateints had detectable serum

HBV DNA at the last visit.

Conclusion: Previous exposure to lamivudine/adefovir did not affect

the virologic suppression with entecavir and/or TDF in CHB patients

who underwent liver transplantation up to 16 years of follow-up.

PP0122

Interleukin-22 exacerbates liver fibrosis in recurrent hepatitis C
after liver transplantation by activating hepatic stellate cells

Yinjie Gao1, Hongling Liu2, Hanwei Li1, Hong Zang3, Xia Zhou3,
Xi He3, Zhang da Li1, Lijuan Zhang3

1Beijing 302 Hospita, Beijing; 2 China Military Institute of Chinese

Medicine, 302 Military Hospital, Beijing; 3Beijing 302 Military

Hospita, Beijing

Background: The aim of our study is to investigate the role of

interleukin-22-producing CD4 positive cells (IL22) in the pathogen-

esis of Hepatitis C Virus recurrence after Orthotopic Liver

Transplantation (HCV-OLT).

Methods: 15 HCV-OLT, 15 non-HCV post-OLT (OLT) and 15

chronic hepatitis C (HCV) patients were enrolled into our study.

Furthermore, HCV-OLT patients were divided into rapid fibrosis

progression (RFP) and slow fibrosis progression (SFP) groups. We

detected the expression of intrahepatic IL22 with immunohisto-

chemistry, measured the concentration of IL22 in serum using ELISA.

We also analyzed the correlations between IL22 and clinical param-

eters. Moreover, we investigated the role of IL22 in Human Hepatic

Stellate Cells (HSCs).

Result: We found the levels of both serum and hepatic IL22 were

significantly higher in HCV-OLT than that in HCV and OLT groups.

Eight HCV-OLT patients developed RFP after 2 years. Among them,

three patients even were diagnosed liver cirrhosis. The frequencies of

IL22 were much higher in RFP compared with SFP, while no sig-

nificant difference between OLT and SFP. Intrahepatic IL22 positive

cells were located in fibrotic areas and significantly correlated with a-

smooth muscle actin (a-SMA) and fibrosis staging scores, not with

grading scores and HCVRNA. In vitro, IL22 administration up-reg-

ulated the expression of HSC-sourced growth factors including a-

SMA, TGF-b and TIMP-1, and increased the production of liver

fibrosis markers including laminin, hyaluronic acid and collagen type

IV.

Conclusion: Peripheral blood and hepatic IL22 is up-regulated and

plays a pathological role in exacerbating liver fibrosis by activating

HSCs in HCV-OLT patients, which may predict RFP and serve as an

attractive target for anti-fibrotic therapy.
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Influencing factors and clinical value of controlled attenuation
parameters in the evaluation of hepatic steatosis using
FibroScan�
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Pan Qin2
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Affiliated to Shanghai Jiaotong University School of Medicine,

Shanghai

Background: To investigate influencing factors and clinical value of

controlled attenuation parameters in the measurement of hepatic

steatosis using FibroScan�.

Methods: 46 patients with nonalcoholic fatty liver disease and 31

chronic hepatitis B patients with hepatic steatosis were enrolled in this

study. Hepatic steatosis was graded as the percentage of hepatocytes

with fat which was evaluated by liver biopsy: S0\ 5%, S1: 5–33%,

S2: 34–66%, S3[66%. The CAP measurement were completed with

new FibroScan-502 and M probe in all of them and to analyze the

correlation between the CAP measurement with the factor including

hepatic steatosis grade, anthropometric parameters and biochemistry

index.

Result: The patients who were in hepatic steatosis grade S0, S1, S2,

S3 had 12cases, 29cases, 31cases, 5cases,respectively. The CAP

measurement increased with increased grade of hepatic steatosis,

which had statistically significant differences in every stage of hepatic

steatosis (v2 = 36.990, P = 0.000) and the changes were also sig-

nificant between the adjacent two grades (all P \ 0.05). Spearman

correlation analyses showed that the CAP measurement was posi-

tively correlated with BMI (r = 0.368,P = 0.001), waist

circumference (r = 0.298,P = 0.008) and hepatic steatosis grade (r =

0.696, P = 0.000), negatively correlated with age (r = -0.335, P =

0.003). Adjusting for hepatic steatosis grade,partial correlation anal-

yses showed that the CAP measurement was still positively correlated

with BMI (r = 0.242, P = 0.035) and waist circumference (r = 0.243,

P = 0.034), but the negative correlation between the CAP measure-

ment with age disappeared (r = -0.142, P = 0.222). Stepwise

multiple regression analyses showed that only hepatic steatosis grade

was independent influencing factors for the CAP measurement. It was

found that the areas under the curves overall were 0.891 (P = 0.000),

0.862 (P = 0.000), 0.889 (P = 0.004) for steatosis C5%, C34% and

C67% respectively and the optimal cut-off values were 279, 318, 332

dB/m respectively by Receiver operating characteristic curve

analyses.

Conclusion: The controlled attenuation parameters of FibroScan�

had a good clinical value in the measurement of hepatic steatosis, and

hepatic steatosis grade was a independent influencing factor for the

CAP measurement.

PP0124

Effect of exercise on non-alcoholic fatty liver disease:
a comparison of moderate and low intensity exercise

Preetam Nath1,2,3, Manas kumar Panigrahi3,4,5, Manoj Kumar
Sahu3,6,7, Ranjan Kumar Sahoo3,5,8, Jimmy Narayan3,5,6, Arun
Kumar Patnaik3,5,9, Anjan Jena3,5,9, Ananya Apurba Patra3,7,8,
Satyaswarup Jena3,7,10, Shivaram Prasad Singh2,3,11

1Department of Gastroenterology, S.C.B. Medical College, Cuttack,

India; 2Cuttack, Odisha, India; 3Cuttack, India; 4Department of

Gastroenterology, All India Institute of Medical Sciences, New. Delh,

India; 5Bhubaneswar, Odisha, India; 6Department of

Gastroenterology, IMS and SUM Hospital, Bhubaneswar, India;
7Bhubaneswar, Odisha, India; 8Department of Radiology, Kalinga

Institute of Medical Sciences, Bhubaneswar, India; 9Dispensary, Biju

Patnaik State Police Academy, Bhubaneswar, India; 10Department of

Radiology, IMS and SUM Hospital, Bhubaneswar, India;
11Department of Gastroenterology, SCB Medical College, Cuttack,

India

Background:
Introduction: Lifestyle (exercise and dietary) modification is the

mainstay of treatment for NAFLD. It is recommended for all patients

with NAFLD. It aims at weight loss and reducing insulin resistance.

However, there is paucity of data on effect of intensity of exercise in

management of NAFLD.

Aim: To compare the effect of moderate and low intensity exercise in

NAFLD.

Methods: The study was performed in Department of Gastroen-

terology in SCB Medical College, Cuttack and Biju Pattnaik State

Police Academy, Bhubaneswar. The subjects were the police trainees

[32 in moderate intensity group (MIG) and 26 in low intensity group

(LIG)] for a 6 month physical training course (241 Kcalorie, 3.6 MET

in MIG and 168 Kcalorie, 2.1 MET in LIG). NAFLD was diagnosed

by ultrasonography with exclusion of secondary causes of steatosis.

All participants were evaluated by anthropometry (weight, height,

BMI, waist-circumference), blood-pressure, biochemical investiga-

tions (blood-glucose, LFT, lipid-profile, serum insulin) and subjected

to trans-abdominal ultrasonography before and after 6 months’

physical training and the results were compared.

Result: Both the groups had similar BMI, FPG, AST, ALT, GGT

Insulin and HOMA-IR (p [ 0.05). However, patients in LIG were

older, high TG and low HDL than MIG. There was a significant

reduction in BMI (27.0 ± 2.1 to 26.8 ± 2.0, p = 0.001), fasting (106.7

± 21.6 to 85.8 ± 19.0, p\0.001), triglyceride (167.5 ± 56.7 to 124.6

± 63.5, p = 0.017), total (216.8 ± 29.2 to 196.7 ± 26.6, p = 0.037)

and LDL (134.6 ± 21.4 to 130.5 ± 21.9, p = 0.010) cholesterol,

serum AST (39.3 ± 32.2 to 30.9 ± 11.4, p \ 0.001), ALT (56.6 ±

28.7 to 33.0 ± 11.3, p\ 0.001), HOMA-IR (2.63 ± 2.66 to 1.70 ±

2.59, p\0.001) in MIG. However, changes in the above parameters

in LIG were non-significant. The hepatic steatosis regressed in 7 of 10

NAFLD subjects in MIG whereas 5 out of 19 in LIG (p = 0.030).

Conclusion: Moderate rather than low intensity physical activity

causes significant improvement in BMI, serum-triglyceride,
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cholesterol, serum-transaminases, HOMA-IR and regression of fatty

change in NAFLD.

PP0125

Association between noinvasive diagnosed hepatic steatosis
and chronic kidney disease in health check-up Chinese adults

Jing Zeng1, Chao Sun1, Jiangao Fan1

1Xinhua Hospital Affiliated to Shanghai Jiao Tong University School

of Medicine, Shanghai

Background: Growing evidence suggests that ultrasound-diagnosed

non-alcoholic fatty liver disease (NAFLD) is linked to an increased

risk for chronic kidney disease (CKD); however, there is few report

about the relationship of CKD with other non-invasive tests of hepatic

steatois. This study is to explore the association of the estimated

glomerular filtration rate (eGFR) and the prevalence of CKD with

controlled attenuation parameter (CAP) values and fatty liver index

(FLI) among health check-up adults.

Methods: A total of 731 adults without diabetes or significant alcohol

consumption, and underwent routine health evaluations, were inclu-

ded. eGFR, CAP, FLI, and abdominal ultrasonography were assessed.

Result: Prevalence of ultrasound-diagnosed NAFLD was 36.1%, and

prevalence rate of CKD defined as eGFR \ 60 ml/min per 1.73 m2

among individuals with NAFLD was significantly higher than that in

controls (10.6% vs. 4.3%, P\ 0.05). Values of CAP and FLI in the

NAFLD group were significantly higher than those in the control

group, and the change of eGFR between both groups was contrary.

Further analysis showed that eGFR was negatively correlated with

CAP values (r = -0.189, P = 0.003) and FLI (r = -0.130, P =

0.045). eGFR in subjects with CAP [ 292 dB/m or FLI [ 60 was

significantly lower than that in subjects with CAP\238 dB/m or FLI

\ 30, respectively, both p\ 0.05. CAP value [OR (95% CI): 1.099

(1.091–1.108), P\ 0.05] was an independent risk factor for CKD.

Conclusion: Hepatic steatosis regardless of diagnosed by ultrasound,

CAP or FLI, is associated with an increased risk of prevalent CKD

among non-alcoholic and non-diabetic Chinese adults. Increased

hepatic lipid content might contribute to the development of CKD in

NAFLD patients without diabetes.

PP0126

Gut microbiota structure in patients with non-alcoholic fatty liver
disease

Feng Shen1, Rui-dan Zheng2, Xqingqiang Sun3, Wenjin Ding4,
Xiaoying Wang1, Jiangao Fan1

1Xinhua Hospital Affiliated to Shanghai Jiaotong University School

of Medicine, Shanghai; 2Zhengxing Hospital, Zhangzhou; 3BGI,

Beijing; 4Department of Gastroenterology, Xin Hua Hospital

affiliated to Shanghai Jiao Tong University School of Medicine,

Shanghai, Shanghai

Background: Gut microbiota (GM)-induced non-alcoholic fatty liver

disease (NAFLD) can be attributed to complicated interactions of

diverse gut microbes as well as between the microbes and host,

indicating the necessity to integrate multiple approaches to compre-

hensively understand the pathogenesis of GM induced NAFLD.

Methods: Forty-seven human feces samples (22 healthy and 25

NAFLD patients) were collected clinically and conducted 16S rDNA

amplicon sequencing on Hiseq 2000 platform in this study. Dis-

crepancy of species composition between healthy and NAFLD group

was defined by Metastats analysis under p-value\0.01.

Result: GM of NAFLD patients harbor lower diversity compared to

healthy subjects, which is similar to findings in previous reports on

NAFLD and obesity. In comparison to healthy group, there are more

abundant phylum Proteobacteria (13.50%), Fusobacteria (2.76%) in

NAFLD patients. Family Lachnospiraceae (21.90%), Enterobacteri-

aceae (12.02%), Erysipelotrichaceae (3.83%), Streptococcaceae

(1.39%) and genus Escherichia_Shigella (10.84%), Lach-

nospiracea_Incertae_Sedis (7.79%), Blautia (4.95%) are enriched in

NAFLD group. Phylum Bacteroidetes (44.63%) holds more abun-

dance in healthy subjects, and family Prevotellaceae (28.66%),

Ruminococcaceae (26.44%) upholds the same trend. However, there

was lower abundance of Prevotella in the NAFLD group than in the

healthy group (5.83% vs.27.56%).

Conclusion: NAFLD patients and healthy subjects harbor different

GM. The increasing Escherichia_Shigella and decreasing Prevotella

maybe the main attributor to NAFLD progression, and NAFLD
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enriched Lachnospiracea_Incertae_Sedis and Blautia need more

research to unravel their roles in NAFLD pathogensis. These findings

will be of significance for NAFLD inducements and precaution.

PP0127

The application of controlled attenuation parameter (CAP)
method to evaluate the effect of silybin capsules in nonalcoholic
fatty liver treatment

Li Hai1

1Department of Hepatopancreatobiliary and Splenic Medicine,

Affiliated Hospital Of Logistical College of Chinese People’s Armed

Police Force, Tianjin

Background: a prospective study of sensitive detection application

hepatic steatosis method to evaluate the effect of silybin phospholipid

complex effect on patients with nonalcoholic fatty liver disease.

Methods: 120 patients in our hospital with non-alcoholic fatty liver

were treated by silybin phospholipid complex, and all these patients

were checked with controlled attenuation parameter (CAP) value

more than 300 or ALT increased more than 2 times, and the exclusion

of viral hepatitis, drug-induced hepatitis and autoimmune liver dis-

ease. All patients were observed before treatment, after one and three

months by controlled attenuation parameter (CAP) value and the

changes analyzed. At meantime, HOMA-IR index, Doppler ultra-

sonography and liver function were also observed.

Result: Total of 120 people were enrolled into the study, of which 61

men, 59 women, age 50 ± 12.61 years, body mass index were 29 ±

3.0 kg/M2. And 115 people after a month follow up, 104 after a month

follow up had complete the study data including controlled attenua-

tion parameters. The CAP values in patients before treatment,

treatment in 1 month after and 3 months after were decreased sig-

nificantly (333 + 32.20 DB/m, 317 + 25.59 DB/m, 277 + 30.30 DB/m,

respectively P \ 0.01), at the same time, the index of insulin resis-

tance (HOMA-IR) were also decreased. But the ALT level of these

patients before treatment and 3 months after (46 + 28.71 IU/L, 41 +

22.54 IU/L, P = 0.254) and liver ultrasound (severe fatty liver were

23.3 and 23.1%) were not decreased significantly. Patients with the

body weight lose were not related to the reduce of CAP value in

patients during silybin phospholipid complex treatment.

Conclusion: Compared to ultrasound and liver function, controlled

attenuation parameters (CAP) can be more sensitive to detect the

effect of silybin phospholipid complex in the treatment of patients

with nonalcoholic fatty liver, the mechanism may be related to the

improvement of insulin resistance index. But the long-term prognosis

needs further study.

PP0128

Hepatic steatosis has no influence on liver stiffness as measured
by transient elastography in chronic hepatitis B

Feng Shen1, Yuqiang Mi2, Xu Liang3, Yonggang Liu2, Xiaoyin
Wang1, Qin Pan1, Guangyu Chen1, Ruinan Zhang1, Jiangao Fan1

1Xinhua Hospital Affiliated to Shanghai Jiaotong University School

of Medicine, Shanghai; 2Tianjin Second People’s Hospital, Tianjin;
3Tianjin Research Institute of Liver Diseases, Tianjin Second Peoples

Hospital, Tianjin

Background: To assess the impact of steatosis on liver fibrosis and

liver stiffness measurement (LSM) accuracy in patients with chronic

hepatitis B (CHB).

Methods: A cohort of biopsy-proven CHB patients were recruited.

Steatosis was classified as grade S0 (\5%), S1 (5–33%) and S2

([34%). A new controlled attenuation parameter (CAP) and LSM

based on transient elastography was used to quantitatively assessed

steatosis and liver fibrosis, respectively. The correlation between

steatosis (semi-quantitatively by pathology, quantitatively by CAP)

and fibrosis or LSM was then analysed.

Result: A total of 606 CHB patients were included, of which 173

(28.5%) had mild steatosis, whereas 48 (7.9%) had moderate-to-

severe steatosis. No correlation was found between steatosis and

histology fibrosis by semi-quantitative (liver biopsy) analysis. After

stratified by steatosis, the correlation coefficients for CAP and LSM

was -0.017 in S0 (P = 0.736), 0.109 in the S1 (P = 0.12), and -0.095

in S2 (P = 0.522). However, no significant correlation was observed

between steatosis (quantitatively using CAP) and LSM. Among

subjects with or without steatosis, the areas under the receiver oper-

ating characteristic curves for significant fibrosis (C F2), advanced

fibrosis (CF3), and cirrhosis (CF4) were 0.78 and 0.76 (P = 0.530),

0.83 and 0.82 (P = 0.681), and 0.85 and 0.83 (P = 0.603),

respectively.

Conclusion: The semi-quantitative and quantitative evaluation

demonstrated that hepatic steatosis had no impact on liver fibrosis or

LSM for CHB patients. The reason may be due to less severe steatosis

existed in CHB patients.

PP0129

Effect of HBV on hepatic triglyceride content quantification
by 1H-MRS in patiens with non-alcoholic fatty liver disease

Lei Wang1, Jia huan Qu2, Jie zhen Zhuang3, Ping jun Shi3, Hua
pei Jin1

1Zhejiang Chinese Medical University, Hangzhou; 2Hangzhou

Normal University, Hangzhou; 3The Affiliated Hospital of Hangzhou

Normal University, Hangzhou

Background: The coexistence of hepatic steatosis in patients with

CHB is highly prevalent. 1H-magnetic resonance spectroscopy (1H-

MRS) has been widely reported in quantifying hepatic triglyceride

accumulation in numerous studies. It has been reported 1H-MRS is

suitable tool for measuring hepatic triglyceride content,but some

research suggested HBV infection can affect the hepatic triglyc-

eridemeasurement. Therefore, we assessed the efficacy and the

accuracy using 1H-MRS to measure hepatic triglyceride content and

studied whether the accuracy is influenced by infection of HBV in

NAFLD patients with or without CHB.

Methods: Patients with nonalcoholic fatty liver disease (NAFLD)

only, chronic hepatitis B (CHB) only and CHB combining with

NAFLD (CHB + NAFLD) were subjected 1H-MRS measurement of

hepatic triglyceride content. Liver biopsy was done for all patients.

The results from liver pathology and MRS proton density fat fraction

(MRS-PDFF) were compared and their significance of these two

methods in diagnosing hepatic triglyceride content in NAFLD were

evaluated. The effect of HBV infection on MRS-PDFF accuracy was

investigated using multivariate linear regression analyses.

Result: A total of 88 patients were included:32 (36.4%) patients with

CHB only, 25 (28.4%) with NAFLD only and 31 (35.2%) patients

with CHB + NAFLD. MRSS-PDFF of CHB was 3.33 ± 1.49, which

is significantly Iower than that of NAFLD (17.27 ± 10.44, P\0.001)

and that of CHB + NAFLD (10.94 ± 6.54, p\0.001). We found that

triglyceride content measured by 1H-MRS was significantly
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associated with degree of steatosis in pathology (p \ 0.01). MRS

could detect the different grades of steatosis: CS1 with AUROC of

0.934 at a cutoff of 5.14, CS2 with AUROC of 0.935 at a cutoff of

11.16 and CS3 with AUROC of 0.97 at a cutoff of 11.16. There was

no difference between MRS-PDFF of HBsAg positive and negative

group (r = -0.266 and p = 0.065). And there was no correlation with

either serum HBeAg status or HBV-DNA titer (r = -0.091, -0.179

and p = 0.509, 0.208).

Conclusion: 1H-MRS presented excellent diagnostic performance for

liver steatosis with high sensitivity and specificity in NAFLD patients.

HBV infection does not affect the accuracy of hepatic triglyceride

content values of 1H-MRS.

PP0130

Benefits of L-thyroxine replacement therapy on non-alcoholic
fatty liver disease in subclinical hypothyroidism patients

Lu Liu1, Zhongshang Yuan2, Meng Zhao1, Dongmei Zheng1, Xu
Zhang1, Qingbo Guan1, Chao Xu1, Ling Gao1, Haiqing Zhang1,
Jiajun Zhao1

1Department of Endocrinology, Shandong Provincial Hospital

affiliated to Shandong University, Jinan, Shandong; 2Department of

Epidemiology and Biostatistics, School of Public Health, Shandong

University, 44, Wenhua Road, Jinan, Shandong

Background: Subclinical hypothyroidism (SCH) has been reported as

an independent risk factor of non-alcoholic fatty liver disease

(NAFLD), but whether treatment of SCH patients yields any benefits

on NAFLD has not been studied. This post hoc analysis was con-

ducted to evaluate the effect of L-thyroxine replacement therapy on

prevalence of NAFLD and liver function in SCH patients.

Methods: This analysis involved 363 SCH patients, 33 significant

[thyroid stimulating hormone (TSH) C 10 mIU/L] and 330 mild (TSH

of 4.2–10 mIU/L) SCH patients. All the significant SCH patients

received L-thyroxine supplement. Among the mild SCH patients, 181

were treated with L-thyroxine and 149 were not treated. After 15

months euthyroidism was reached in the intervened patients, the

prevalence of NAFLD was reevaluated. Changes in liver enzymes

also were analyzed. Subgroup analysis was performed to observe the

effect of L-thyroxine on the prevalence of NAFLD in mild SCH

patients having dyslipidemia.

Result: After treated with L-thyroxine, the prevalence of NAFLD in

significant SCH patients halved from 48.5 to 24.2% (P = 0.041). In

mild SCH patients, the prevalence of NAFLD and serum liver

enzymes were not significantly affected by L-thyroxine supplement.

Nonetheless, subgroup analysis exhibited benefits of L-thyroxine

replacement therapy on NAFLD in mild SCH patients that having

dyslipidemia. Patients received L-thyroxine treatment experienced

significant decrease both in the prevalence of NAFLD (54.3 to 40.5%,

P = 0.035) and the serum alanine aminotransferase (ALT) level

(19.93 ± 10.60 to 18.07 ± 8.27 IU/L, P = 0.043) during the course of

study. In contrast, the prevalence of NAFLD and liver function

remained comparable stable throughout the study in patients that were

not treated. Accordingly, there were significant reductions in body

weight, BMI, as well as serum atherogenic cholesterols in patients

treated with L-thyroxine, suggesting that improvement of NAFLD

may be associated with the reductions of these factors.

Conclusion: This study demonstrated a benefit of L-thyroxine

replacement therapy on NAFLD in patients with SCH. For NAFLD

patients that combined with SCH, treatment of SCH with appropriate

supplement of thyroxine may be an effective means for controlling

NAFLD.
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Sarcopenic obesity and the risk of elevated alanine
aminotransferase in elderly adults: the role of insulin resistance

Seung Ha Park1

1Inje University Haeundae Paik Hospital, Gimhae, Korea

Background: The purpose of this study was to examine whether sar-

copenic obesity is associated with insulin resistance and to what extent

insulin resistance modulates the relationship between sarcopenic obe-

sity and risk of elevated alanine aminotransferase (ALT) levels.

Methods: We measured the value of the homeostatic model assess-

ment (HOMA-IR) in 1432 participants aged 65 years and older from

the 2009 Korea National Health and Nutrition Examination Survey.

Subjects were classified as normal, sarcopenic, obese, or sarcopenic-

obese based on measures of body mass index and appendicular

skeletal muscle mass divided by weight. The main outcome was the

presence of elevated ALT levels defined as C39 IU/L for men or C30

IU/L for women.

Result: Compared with the normal group, the sarcopenic-obese group

had a 77.2% higher HOMA-IR value, and the obese and sarcopenic

groups had 45.2 and 35.8% higher HOMA-IR values, respectively.

Compared with the normal group, the sarcopenic-obese group had

3.41 greater odds (95% confidence interval, 1.89–6.16) of an elevated

ALT level, but the obese and sarcopenic groups had no significantly

elevated odds. Adjusting for other participant factors did not sub-

stantially affect the results. The addition of the HOMA-IR value

decreased the estimate for the sarcopenic-obese group by 64%, and

the estimate became insignificant. HOMA-IR value remained as an

independent predictor of the outcome in the model.

Conclusion: Sarcopenic obesity is correlated with insulin resistance

and elevated ALT levels in elderly adults. Insulin resistance plays a

major role in modulating the association between sarcopenic obesity

and elevated ALT levels.

PP0132

The accuracy of alanine aminotransferase (ALT) 33 upper limit
of normal (ULN) in predicting severe non-alcoholic fatty liver
disease (NAFLD)

Shu Jeng Woo1, Raymond Kwok1, Felix Peter1, Taufique Ahmed1

1Khoo Teck Puat Hospital, Singapore, Singapore

Background: NAFLD affects 20–35% of the global population.

Identifying the minority of patients who have progressive liver dis-

ease is a major challenge. ALT is commonly used by clinicians to

identify those with severe disease. However, several studies have

reported that ALT does not have high enough predictive accuracy for

diagnosing steatohepatitis or fibrosis. In spite of this, recent local

recommendations suggest referral to a gastroenterologist only when

ALT greater than 39 ULN. In this study we sought to evaluate the

strategy of using ALT 39 ULN to identify those with advanced

fibrosis in our local population of NAFLD patients.

Methods: Patients who received a Fibroscan between 2015 March to

2016 June at Alexandra Health, Khoo Teck Puat Hospital Singapore

were reviewed. NAFLD was diagnosed if the controlled attenuation

parameter (CAP) score was C238 db/m and secondary causes of fatty

liver were excluded (e.g. alcohol intake was[20 g/day, thyroid dis-

ease, use of steroids etc.). Patients with co-existent chronic liver

disease (e.g. chronic viral hepatitis) were also excluded. A liver

stiffness measurement (LSM) C9.6 kPa and C9.3 kPa with the M and

XL probe, respectively, were the cut-off levels chosen from past

studies to indicate advanced fibrosis. Recent biochemical data (within

3 months of Fibroscan) were obtained from medical records. Normal

ALT was defined as B30 IU/L for men and B19 IU/L for women.

Result: 312 patients were included in the analysis. Patients with a high

LSM indicative of advanced fibrosis, had a higher mean age: 59.3 (SD

13.3) vs. 50.8 (SD 14.2) yrs, p\0.001; and higher mean ALT 66.5 (SD

73.7) vs. 50.8 (SD 43.9) IU/L, p= 0.020 (see table). The performance of

ALT for detecting advanced fibrosis has an area under the receiver

operator characteristics curve (AUROC) = 0.603 (95% CI

0.535–0.671, p = 0.009). An ALT 3xULN for predicting advanced

fibrosis has a sensitivity, specificity, positive predictive value and

negative predictive of 29.1, 81.0, 40.6 and 72.0%, respectively.

Conclusion: An ALT 3xULN is a poor predictor of high LSM scores.

Using this strategy will result in the majority of NAFLD patients with

likely advanced fibrosis (71%) not being referred to a gastroenterol-

ogist. Meanwhile, of those referred, only 41% will likely have

advanced fibrosis. More accurate non-invasive methods such as

Fibroscan and Fibrotest, should be considered instead to screen

NAFLD patients for severe disease.
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Clinical nature and outcome of hepatocellular carcinoma
in nonalcoholic fatty liver disease

Sun Young Ahn1, Hyun Sung Shin1, Sang Sun Kim1, Suk Bae
Kim1, Il Han Song1

1Dankook University College of Medicine, Dankook University

Hospital, Yongin, Korea

Background: Nonalcoholic fatty liver disease (NAFLD) encom-

passes a broad spectrum of clinical features, which may progress to

cirrhosis and hepatocellular carcinoma (HCC). The aim of the present

study was to explore the clinical patterns and survival outcomes of

NAFLD-related HCC patients, compared to those of alcoholic liver

disease (ALD)-related or hepatitis B virus (HBV)-related HCC

patients.

Methods: We enrolled a total of 622 HCC patients arising from liver

background associated with NAFLD (56 patients), ALD (173 patients),

or chronic HBV infection (393 patients) who underwent initial treatment

at Dankook University Hospital from Jan 2000 to Jan 2016. Clini-

cal/tumor characteristics and survival rates were analyzed according to

these underlying liver diseases. In addition, a propensity score analysis

was applied to this study to eliminate potential confounders.

Result: At the time of HCC diagnosis, NAFLD-related HCC patients

were older, were more female-predominant, had more metabolic risk

factors which include hypertension and diabetes mellitus, and were less

likely to have cirrhosis and ascites, compared to ALD-related or HBV-

related HCC patients. In tumor characteristics, NAFLD-related HCCs

revealed more often an infiltrative pattern (p = 0.047), had a larger

tumor (p = 0.001) and more macrovascular invasion (p = 0.022), were

more beyond Milan criteria (p = 0.001), but were less frequently

diagnosed during tumor surveillance (p = 0.025). Survival analysis did

not show any difference between NAFLD-related, ALD-related, and

HBV-related HCC patients (P = 0.243). Furthermore, propensity score

analysis did not provide a significant difference of mean survival month

between each two different groups (NAFLD vs. ALD, 57.7 vs. 72.1; P=

0.382, NAFLD vs. HBV, 72.1 vs. 47.5; P = 0.774).

Conclusion: NAFLD-related HCCs are more often detected at an

advanced stage with infiltrative pattern, although they show no sig-

nificant difference of survival compared to ALD-related or HBV-

related HCCs. Nevertheless, a strict surveillance is required for early

detection and timely treatment of HCC in patients with NAFLD.

PP0134

The value of 1H-MRS in noninvasive quantification of liver iron
content in fatty liver disease

Huanjia Qu1, Lei Wang 2, Peihua Jin2, Zhengjie Zhuang3, Yan
Luo3, Wenjun Yang3, Junping Shi3

1Hangzhou Normal University, Hangzhou; 2Zhejiang Chinese

Medical University, Hangzhou Normal University, Hangzhou; 3The

Affiliated Hospital of Hangzhou Normal University, Hangzhou

Background: To investigate the value of 1H-magnetic resonance

spectroscopy (1H-MRS) in estimating liver iron content in fatty liver

disease and to further validate it in animal model.

Methods: 1. Eligible 92 patients who underwent liver biopsy were

subjected 1H-MRS measurement of R2*, which represents liver iron

content, and serum iron and ferritin were determined. According to

degree of liver steatosis in pathology, patients were divided into fatty

liver disease group (n= 49) and control group (n= 43).Data from these

two groups are used for statistical analysis. 2. 40 SD rats were ran-

domized into normal control group (n = 20) and MCD diet group (n =

20).Line 1H-MRS sequence scan were performed at 2 weeks and 4

weeks, then liver specimens were collected for HE staining, Prussian

blue staining; and iron content in tissue homogenate was quantified .The

correlation between different quantification methods was analyzed

Result: 1. Compared with the normal control group (24.94 ± 3.48),

the R2 * value of fatty liver disease patients was significantly higher

(30.22 ± 6.69, P \ 0.001).Nevertheless, serum iron and ferritin

showed no significant difference. 2. The R2 * value of the MCD diet

group at 2 weeks, 4 weeks (87.36 ± 14.11, 104.12 ± 13.47, P \
0.001) was significantly higher than that of the normal control group

(48.93 ± 7.90, 54.71 ± 5.91) and the value gradually increased as the

disease progressed, which was completely consistent with iron con-

centration in the liver tissue homogenate. However, iron particles

were undetectable by the Prussian blue staining.

Conclusion: 1H-MRS is a noninvasive method for the accurate

assessment of iron content in liver of fatty liver disease. It will lay the

foundation for the further study of the role of iron in the development

of fatty liver disease.
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Galanin receptor 2 mediates antifibrogenic effects of galanin
on hepatic stellate cells

Bing-hang Li1, Zheng-hong Li1, Yuan-wen Chen1, Lei-ming Xu1,
Jian-gao Fan1

1Department of Gastroenterolog, Xinhua Hospital Affiliated to

Shanghai Jiaotong University School of Medicine, Shanghai

Background: Leptin promotes the fibrogenic effect of hepatic stellate

cells (HSCs). Galanin is another endogenous factor involved in reg-

ulating bioenergic metabolism conteracting a majority effects of

leptin. However, little is known about the effects of galanin on HSCs.

The current study is aimed to investigate the biological effects of

galanin on HSCs.

Methods: HSCs isolated from male Sprague–Dawley rats by in situ

perfusion were cultured for 0 or 2 weeks. Cells were then harvested

and the mRNA expressions of galanin and galanin receptors were

revealed by RT-PCR. The presence of GalR2 protein on HSCs was

further confirmed by immunocytofluorescence. Cultured HSCs-T6

were subjected to galanin at the concentration of 1–10,000 nmol/L for

24 h. Cell proliferation was examined by MTT assay and a working

concentration for the following experiment was determined. Cultured

HSCs-T6 were divided to four groups: control, galanin treatment

group (galanin 100 nmol/L), GalR2 small interfering RNA (siRNA)

treatment group (GalR2 siRNA+Galanin) and GalR3 siRNA treat-

ment group (GalR3 siRNA+Galanin). The proliferation of HSCs-T6

was tested by MTT assay. Western blot was used to detect trans-

forming growth factor beta1 (TGF-beta1), alpha-smooth muscle akin

(alpha-SMA) and peroxisome proliferator-activated receptor gamma

(PPAR-gamma) .

Result: As indicated by semi-quantitative RT-PCR, galanin mRNA

and GalR3 mRNA were all expressed in both quiescent and activated

HSC. Importantly, GalR2 mRNA was undetectable in quiescent HSCs

but was markedly expressed by activated HSCs. GalR1 mRNA was

undetectable in either quiescent or activated HSCs. The presence of

GalR2 protein on activated HSC was further confirmed by immuno-

cytofluorescence. Galanin significantly inhibited cell prolifetration,

TGF-b1 and a-SMA expression, but upregulated PPAR-c expression.

When compared to controls, GalR2 knockdown in HSC-T6 showed

no effect on cell proliferation, TGF-b1 and a-SMA protein expres-

sion, in contract to a increase in PPAR-c expression. However, GalR3

knockdown resulted in decreases in HSC-T6 proliferation, TGF-b1

and a-SMA protein expression but a increase in PPAR-c expression.

Conclusion: Galanin downregulates HSCs activation and suppresses

the profibrogenic features. These effects are very likely mediated by

type 2 receptor GalR2. Galanin may be a promising endogenous

factor available in inhibiting the progress of liver fibrosis.

PP0136

Hepatic fatty acid transporter CD36 down-regulation
by a PEGylated curcumin derivative attenuates hepatic steatosis
in HFD-fed mice

Yu Liu1, Fei Cheng1, Yuxuan Luo1, Peng Hu2, Hong Ren1, Mingli
Peng1

1Key Laboratory of Molecular Biology for Infectious Diseases

(Ministry of Education), Institute for Viral Hepatitis, Department of

Infectious Diseases, The Second Affiliated Hospital, Chongqing

Medical University, Chongqing; 2Department of Infectious Diseases,

The Second Affiliated Hospital of Chongqing Medical University,

Chongqing

Background: Hepatic fatty acid transporter CD36 is involved in lipid

metabolism and dramatically increased in human and murine nonal-

coholic fatty liver disease (NAFLD). The current study is to

investigate whether a novel PEGylated curcumin derivative (Curc-

mPEG454) alleviates the development of NAFLD, and to elucidate

the underlying mechanism in high fat diet (HFD)-fed C57BL/6J mice

model.

Methods: C57BL/6J mice were divided into three groups (n = 10 in

each group): Mice fed a chow diet (D12450B, 10% cal % fat) as

control, mice fed a HFD (D12492, 60% cal % fat) as NAFLD model

and mice fed a HFD with intraperitoneal injection 100 mg/kg/day

Curc-mPEG454 for 16 weeks.

Result: Compared with control, HFD significantly induced body

weight gain, abdominal obesity and higher level of plasma glucose.

Curc-mPEG454 apparently attenuated the body weight gain, adipose

tissue distribution and plasma triglyceride (TG) level. In liver, HFD

significantly up-regulated CD36 expression and increased lipid

accumulation to induce severe hepatic steatosis. Curc-mPEG454

restored CD36 almost normal level, reduced subsequent fatty acid

uptake and alleviated lipid synthesis, but, had no significant effect on

genes of FAS, ACC1, SCD1, PPARa, CPT1a, DGAT2, FABP related

to lipogenesis, fatty acid oxidation and TG secretion in liver. More-

over, Curc-mPEG454 down-regulated hepatic peroxisome proliferate

activated receptor (PPAR)c, a positive regulator of CD36, specifi-

cally, but had no impact on other regulators including LXR, PXR,

FXR, PPAR a and AHR. Finally, Curc-mPEG454 activated and

increased phosphorylation of transcription factor CREB in liver,

which controls hepatic PPARc expression. Therefore, we conclude

that Curc-mPEG454 reverses hepatic steatosis by activating the

CREB/PPARc/CD36 pathway in HFD-induced mice.

Conclusion: These findings suggest that disruption of hepatic CD36

by Curc-mPEG454 may be an effective therapy for high-induced

NAFLD.
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Screening of genes related to glucose and lipid metabolism in rats
of non-alcoholic fatty liver disease by Gene microarray technique

Xiaolan Lu1, Ting Li2, Haitao Shi1, Hong Li1, Fengfan Wang2

1The Second Affiliated Hospital of Xi’an Jiaotong University, Xi’an;
2Xi’an JiaoTong University Health Science Center, Xi’an

Background: Nonalcoholic fatty liver disease (NAFLD) is becoming

an important public health concern and considered to be hepatic

manifestation of the metabolic syndrome. Insulin resistance and lipid

peroxidation are widely accepted as two hit hypothesis, but the

specific pathogenesis is still poorly understood. The objective of this

study is to explore the key regulatory genes of the lipid and glucose

metabolism and find out effective theoretical bases for the clinical

treatment of nonalcoholic fatty liver disease.

Methods: The sixteen S-D rats were randomly divided into two

groups: control (normal diet, n = 8) and model (high-fat diet, n = 8),

liver biopsy were compared after twelve weeks. Genome-wide

mRNA levels and biological pathways in samples of rat liver tissue

were analyzed with Agilent DNA microarray, which covers 19246

genes. Differentially expressed genes were screened according to the

principle (fold Change C 2, P\ 0.05).After bioinformatics analysis,

the target genes were selected, and then verified by Real-time poly-

merase chain reaction (RT-PCR).

Result: The serum levels of ALT, AST, TC, TG and FPG of model

group were higher than control group (P \ 0.05); Hepatic steatosis

accompanied with inflammatory cells occurred in the model rats;

Compared with the control group, The number of the differentially

expressed genes was 932 (783 up-and 149 down-regulated).The up-

regulated genes were mainly in the process of biosynthesis, cell de-

velopment, cell differentiation and down-regulated genes were mainly

related with biological metabolic process and stress reaction, Among

them, metabolism associated genes were screened by GO and Path-

way analysis, in which genes related with insulin signaling pathway

(IGFBP7, INS1),Notch signaling pathway (Notch1,DLL4) and glu-

cose metabolism (GCK,HMGCR) were up-regulated, and genes

involved in adipocytokin signaling pathway (ACACB, IRS3), insulin

signaling pathway (ACACB) and linoleic acid metabolism were

down-regulated. Four genes (IGFBP7, Notch1, HMGCR and

ACACB) associated with lipid and glucose metabolism were selected

to be further researched; Results of Real-time PCR had similar gene

expression level and trend with gene microarray.

Conclusion: There are significant differences of gene expression

between NAFLD rats and normal rats, especially in lipid and glucose

metabolism associated signaling pathway. Among them, IGFBP7,

Notch1, HMGCR and ACACB can be the potential targets for future

mechanistic and therapeutic studies of nonalcoholic fatty liver

disease.
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MicroRNA-133a-3p Exerts Inhibitory Effects on Gallbladder
Carcinoma via Targeting RBPJ

Yuan Huang1, Yaoshi Wu2, Dongdong Han1, Shiwei Yang1, Riga
Su1, Jiahong Dong1

1Center For Hepatobillary And Pancreatic Diseases, Beijing Tsinghua

Changgung Hospital, Medical Center, Tsinghua University, Beijing;
2Department Of Gastroenterology, Second Affiliated Hospital of

Nanchang University, Nanchang

Background: Gallbladder carcinoma (GBC) is the most common

biliary tract malignancy with high mortality. The median survival

time is 6 months, and the 5-year survival rate less than 5% for GBC

patients. Thus, it is imperative to investigate the molecular mecha-

nisms underlying the pathogenesis of GBC. miR-133a may exert anti-

tumor effects on a variety of cancers. However, the role of miR-133a

in the pathogenesis of GBC remains unclear. In this study, quantita-

tive real-time polymerase chain reaction (qRT-PCR) showed the miR-

133a-3p expression markedly decreased in GBC as compared to

adjacent normal tissues. Transient over-expression of miR-133a-3p

inhibited the proliferation, migration and invasion abilities of GBC

cells. Luciferase activity assay indicated that miR-133a-3p negatively

regulated the expression of recombination signal-binding protein Jj
(RBPJ) directly, which is a key downstream transcription factor in the

Notch signaling pathway. Moreover, PBPJ expression was up-regu-

lated and negatively related to miR-133a-3p expression in GBC, and

silencing of RBPJ achieved the effects as after miR-133a-3p over-

expression. RBPJ over-expression could markedly reverse the inhi-

bitory effects of miR-133a-3p on the proliferation, migration and

invasion of GBC cells. Our findings indicate that miR-133a-3p acts as

a tumor suppressor through directly targeting RBPJ in GBC.

PP0139

Hepatic epithelioid haemangioendothelioma: a retrospective
analysis of 186 cases respect to clinical features, diagnosis,
treatment and prognoses

Man Zhao1, FEI YIN2

1Fourth Hospital of Hebei Medical University, Shijiazhuang; 2Fourth

Hospital of Hebei Medical University, Shijiazhuang

Background: Hepatic epithelioid hemangioendothelioma (HEHE) is

a rare hepatic vascular tumor with a clinical course between benign

hemangioma and angiosarcoma. It usually affects adult women and its

clinical course is nonspecific, ranging from complete remission to

hepatic failure and death.

Methods: Two cases diagnosed with HEHE between 2004 and 2014

combined with 184 previously reported cases retrieved from the lit-

erature between 1996 and 2014 were summarized. Parameters such as

demographic statistics, clinical manifestations, diagnostic methods,

therapeutic methods and clinical outcome were reviewed. All data

were analysed with the SPSS 21.0. P \ 0.05 represented the differ-

ence possessing statistical significance.

Result: 1. General information The male to female ratio of patients

was 2:4.9 with the mean age of 42.6 ± 14 years.

2. Clinical features The typical manifestations of HEHE included

epigastric pain, hepatosplenomegaly, inappetence, and distension.

Most of the patients presented with multiple lesions involving both

lobes of the hepatic. 31.7% of the patients had extrahepatic metastases

at diagnosis. The lungs, lymph nodes, bone, and peritoneum were the

most frequent sites of extrahepatic metastases.

3. Diagnosis On imaging study, most tumors were found in sub-

capsular locations. ‘‘Capsular retraction’’, ‘‘target sign’’ and ‘‘lollipop

sign’’ could highly suggest the diagnosis of HEHE. In immunohis-

tochemical staining, the neoplastic cells were positive for factor

FVIII-RAg, CD31 and CD34. D2-40 was specifically expressed in

HEHE.

4. Treatment and survival rate Management for the HEHE patients

included LRx, LTx, TACE, chemotherapy or radiotherapy, and

interferon. The 1-, 5- and 10-year patient survival rates were 79, 74

and 66%.

5. Prognostic analysis Gender, age, tumor markers, hepatitis,

tumor type, extrahepatic metastasis and tumor resection had no sig-

nificantly; but symptoms and liver function influenced the prognosis

significantly.

6. Chinese and foreigner contrast The incidences of thoracalgia,

humeral back pain and liver dysfunction were significantly higher in

foreign patients. The percentage of extrahepatic metastasis was lower

in Chinese patients at diagnosis, especially pulmonary metastasis rate.

TACE was a more common treatment in china.

Conclusion: 1. Definite diagnosis was depended on pathologic study.

Tumor cells were expressions of FVIII-RAg, CD34 and CD31. D2-40

would be useful as a diagnostic marker.

2. For patients with resectable HEHE, LRx was preferred. LTx had

been proposed as the treatment of choice in patients with unre-

sectable and diffuse HEHE. Interferon treatment might benefit the

patients.

3. Patients with obvious symptoms and liver dysfunction might

encounter a poorer prognosis.

4. Unlike foreign cases, HEHE patients in China were asymp-

tomatic with normal liver function and exhibit less extrahepatic

metastasis. TACE was a more common treatment option in China.
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Shikonin-induced ROS regulate apoptosis in cholangiocarcinoma
cells

Guangyao Zhou1, Zuqin Yang2, Xiaodong Wang1, Ran Tao3,
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1Nanfang Hospital, Southern Medical University, Guangzhou; 2The

2nd Affilated Hospital of Wenzhou Medical University, Wenzhou;
3The People’s Hospital of Zhejiang Province, Hangzhou

Background: Cholangiocarcinoma (CCA), arising from varying

locations within the biliary tree, is the second most common primary

liver malignancy worldwide. CCA is one of the highly aggressive

tumors with poor prognosis and leads to an increased incidence and

mortality in the past 2 decades. Shikonin, an active compound

extracted from the Chinese herb Zicao, holds anti-bacterial, anti-in-

flammatory, and anti-tumor activities. Shikonin induces apoptosis,

suppresses growth and metastasis of various cancer cells through a

number of mechanisms. However, little is known about the anti-tumor

activity of shikonin in CCA.

Methods: In the vitro experiment, two human cholangiocarcinoma

cell lines were cultured and received the measurements of apoptosis

assay, western blot, caspase activity, intracellular reactive oxygen

species formation. In the vivo experiment, each 6-week-old male

BALB/c nude mouse was inoculated in the right oxter with 5 9 106

SNU478 cells suspended in 0.2 ml PBS. Two weeks later, mice

bearing tumors reaching about 50 mm3 were randomized into five

groups (n = 6) and were injected daily with shikonin at 5 or 10 mg/kg

body wt per day, or received the following treatment daily by gavage

for 30 days. Tumor volume and body weight were measured every 5

days. Tumors were harvested after all mice were sacrificed. MDA

levels were detected using multimode microplate readers (Spec-

tramMax M5) at 532 nm. And then apoptosis of tumor tissue were

detected by tunel assay. HEK-293T cells were received the con-

struction, infection, and transfection.

Result: The percentage of apoptotic human CCA cells were signifi-

cantly increased in a dose-dependent manner. Treatment with

shikonin result in human CCA cells apoptosis via activation of cas-

pase-8, -9 and -3. ROS-triggered caspase cascade is involved in

shikonin-induced apoptosis. SP600125 (30 lM) or SB202190 (20

lM) effectively prevented shikonin-induced SNU478 and RBE cells

apoptosis. AKT activation has an effect on shikonin-induced apop-

tosis. The shikonin induces CCA cell apoptosis and inhibits tumor

growth in vivo by inducing ROS accumulation.

Conclusion: The shikonin can induce human CCA cells apoptosis by

ROS-triggered caspase cascade and multiple signaling pathways,

including activation of the MAPK/JNK pathway and inactivation of

the AKT pathways, not only in vitro but in vivoas well. Our results

provide a further understanding of the mechanism underlying the anti-

tumor effects of shikonin in CCA and a new therapeutic strategy to

CCA treatment.
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Understanding the characteristics of Alagille syndrome: a case
report of 3 children patients in China

Guangde Zhou 1, Jingmin Zhao1

1Beijing 302 Military Hospital, Beijing

Background: Alagille syndrome (ALGS), firstly reported by Alagille

and colleagues in 1969, is an autosomal dominant multisystem dis-

order. ALGS is a rare disease, with the occurrence of 1:70,000 in

western countries [1]. ALGS has diversified clinical presentations and

multiple organs are involved, including cholestasis, interlobular bile

duct paucity, dysmorphic facies, congenital heart disease, eye/poste-

rior embryotoxon, butterfly-like vertebrae and so on [1], which makes

the disease difficult to be diagnosed. Understanding of ALGS is being

improved in China recently, however, majority of which is based on

literature reviews of western countries. Clinical reports about ALGS

in China remain extremely limited and there is no detailed epidemi-

ological data of the disease incidence in China [2, 3]. Here, we

performed clinical, pathological and genetic analyses of 3 ALGS

patients.

Methods: We retrospectively studied three children ALGS patients

(ages from 39 to 59 months). Clinical, serological, imaging, patho-

logical and genetic article were collected.

Result: In the three cases, all patients manifested dysmorphic facies.

Besides the liver, at least one of the organs including heart, eye,

kidney, and lumbar presented abnormality. Aminotransferase level

increased to 5 times above upper limit of normal value. ALP and

g-GT also significantly increased, whereas bilirubin mildly increased.

Pathological examination of liver biopsies showed that the number of

intrahepatic bile duct significantly reduced (0–0.33 per portal area).

Further decreased number of intrahepatic bile duct was observed with

the progression of ALGS.

Gene test showed that one case had multiple mutations in JAG1 gene

(Exon3 IVS3+1G-A (G/A heterozygous, CS003182, abnormal);

Exon4 TGC-TGT, Cys196Cys (C/T heterozygous, rs1801138SNP,

Polymorphic loci); Exon22 CCA-CGA, Pro871Arg (G/G homozy-

gous, rs35761929SNP, Polymorphic loci)) and another case had a

single mutation in JAG1 gene (Exon4 TGC-TGA, Cys196Ter (C/T

homozygous, Synonymous mutations)).

Conclusion: The clinical characteristics of ALGS may include dys-

morphic facies, cholestasis, multiple organ

involvements, intrahepatic bile duct paucity, and JAG1 genetic

abnormality. The disease progression of the 3 ALGS cases was not

rapid, and the symptoms can be manifested as further decrease of

intrahepatic bile duct numbers.

PP0142

Mutational analysis of ATP7B in Chinese Wilson disease patients

Shanshan Peng1, Shasha Wang1, Eryun Qin1, Yuanyuan Cui1, Yu
Pan1, Junqi Niu1, Rui Hua1

1Department of Hepatology the First Hospital, Jilin University,

Changchun

Background: Wilson Disease (WD) is an inborn error of copper

metabolism inherited in an autosomal recessive manner caused by the

mutations in the P-type ATPase gene (ATP7B).

Methods: In this study, we screen and detect the mutations of the

ATP7B gene in unrelated Chinese WD patients. A total of 62 indi-

viduals from ten provinces of china with WD were recruited. Of them,

41 were males and 21 were females, and their onset ages were from 5

to 61 years with a median age of 26 years. The full length of ATP7B

gene of the patients was sequenced and aligned to the referred ATP7B

gene sequence.

Result: The results suggested that all the patents carried with muta-

tions and 48 different mutations were identified, of which 35 were

missense, one was nonsense, two were splicing, and 10 were frame-

shift (five insertion and five deletion). Among these mutations,

c.2333G[T (32.3%), c.2975C[T (11.5%), and c.3443T[C (10.4%)

were the most prevalent mutants and c.2310C[G always linked with

c.2333G[T. The eighth, 11th, and 18th exons carried more mutations

(6/48, 5/48, and 5/48, respectively). After comparing with the muta-

tions reported previously, 19 out of the 48 mutations were novel made
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up of all the splicing and frameshift mutations and 10 of 35 missense

mutations. Two popular algorithms were used to predict the effects of

the novel mutations on ATP7B function and most of the mutations

were unfavorable (18/21). Arg778Leu mutation and pro992leu

mutation is the study of high frequency mutation region, and may be

related to certain the patients serum ceruloplasmin and liver function

enzymes. The patients with c.3443T[C mutation almost presented

WD features after 12 years old while the patients with c.2975C[T

mutation or c.3809A[G mutation mostly presented WD features

before 12 years old. On the other hand, the patients with c.2333G[T

mutation, the prevalent mutations in Chinese WD patients, showed no

little contribution on the onset age, among which, the patients fre-

quency with onset age B12 years old was similar with that in total

patients.

Conclusion: Our study will broaden our knowledge about ATP7B

mutations in WD patients in China and further analysis need to

examine the relationship between these mutations and clinical char-

acteristics of WD ical characteristics of WD.

PP0143

Non cirrhotic portal hypertension (NCPH) with a large
spontaneous splenic abscess: successful management
by percutaneous drainage

Madhumita Premkumar1, Tanmay Vyas2, Anand Kulkarni2,
Shivani Dudha2

1Institute of Liver and Biliary Sciences, New Delhi, India; 2ILBS,

New Delhi, India

Background: Splenic abscesses have been reported in the literature

largely in the setting of post splenic artery embolisation (PSE) for

variceal bleeding or symptomatic hypersplenism. Multiple splenic

abscesses are a rare condition in the clinical practice, and are seen

mostly in immunocompromised patients or in those post intervention.

There are also reports of such spontaneous abscesses developing in

the setting of enteric fever or infective endocarditis. Reports have

suggested that ultrasound-guided percutaneous drainage is a safe and

feasible alternative to surgery in the treatment of splenic abscesses

allowing splenic preservation.

Methods: We report the case of a middle aged male with chronic

hepatitis B with non cirrhotic portal hypertension (NCPH) and mas-

sive splenomegaly who presented with high spiking fevers and left

abdominal pain. Computed tomographic imaging of the abdomen

revealed a normal appearing liver, massive splenomegaly and a patent

dilated portal venous system with multiple collaterals and a large

leino- renal shunt. The spleen showed a large abscess about 15 9 21

9 10 cm in size, with no evidence of rupture. He had sepsis related

coagulopathy and persistent pancytopenia. Hence he was initially

managed non surgically with percutaneous drainage and about 4 L of

pus, which cultured E coli, was drained over a period of 2 weeks.

Result: A spontaneous splenic abscess in the presence of NCPF has

not been described before. Our patient was managed by percutaneous

drainage alone.

Conclusion: In conclusion, the patient has suffered a large splenic

abscess and was managed successfully by percutaneous drainage.

Since removal of the spleen alone will lead to symptomatic portal

hypertension with development of varices, a surgical splenorenal

shunt will also have to be created to decompress the portal venous

system. He is therefore planned for combined splenectomy and shunt

surgery.

PP0144

Association between serum iron indices and hepatic iron
deposition in hepatitis C related cirrhosis

Muhammad Osama Tariq Butt1

1Shifa International Hospital, Islamabad, Pakistan

Background: Over 200 million people around the world are infected

with hepatitis C with an estimated worldwide prevalence of 3%. In

chronic liver disease, an association between histological iron accu-

mulation and fibrosis has been observed in many studies. It was

proposed that iron accumulation could trigger liver fibrosis. The aim

of this study is to determine the association between the serum iron

indices including SI, TIBC and serum ferritin and hepatic deposition

on biopsy with HCV related CLD determined by CTP, MELD and

MELD Na score

Methods: All HCV related cirrhotic patients were analyzed from the

data base of the liver transplant recipients which were performed at
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our center from July 2012 till April 2016. CTP score, MELD score

and MELD Na score was calculated at the time of admission. SI,

TIBC and Serum Ferritin was measured during the transplant workup.

Explant liver biopsy was analyzed for hepatic iron deposition by

Pearl‘s stain. All statistical analysis were performed in SPSS 19.0.

Result: Total number of patients were 189 out of which 150 (79.3%)

were males. Mean age was 48.4 ± 8.8 years. 9 patients (4.7%) were of

CTP-A, 71 (37.5%) of CTP-B while 109 (57.67%) patients were of

CTP-C category. 100 (52.9%) patients have MELD score less than

16.9 while 94 (49.7%) patients had MELD Na less than 21.7. Mean

Serum Iron, TIBC, ferritin and transferrin saturation was 90.21,

191.33 lg/dl, 468.45 and 92.06 ng/ml, respectively. Significant

association was observed between Serum Iron, TIBC and Ferritin

levels and Child Pugh category A, B and C with P values of 0.037,

0.004 and 0.020, respectively by ANOVA student t test. Similarly

MELD and MELD Na score was significantly associated with Serum

iron, TIBC and Ferritin with p values of 0.04, 0.001, 0.008 and 0.028,

0.053 and 0.011, respectively. On liver biopsy hepatic iron deposits

was present in 42 patients out of which 11 were of CTP-B while 31

were of CTP-C category (P value = 0.032 by Chi-square test). This

trend was also seen with the rising MELD and MELD Na score (P

value = 0.018 and 0.025, respectively).Rising Serum ferritin was also

significantly associated with hepatic iron deposition (P value = 0.001

by ANOVA student t test).

Conclusion: Hepatic iron deposition was significantly associated with

increasing Child Pugh, MELD and MELD Na scores. Similarly serum

ferritin levels were directly proportional to the degree of hepatic

decompensation.

PP0145

Etiology and causes of death in elderly patients with liver diseases

Yijin Zhang1, Gang Wan1, Xuesong Gao1, Xuefei Duan1

1Beijing Ditan Hospital, Capital Medical University, Beijing

Background: Liver disease is one of the major diseases of the

elderly. With the increasing trend of aging population, the morbidity

and mortality of elderly liver disease gradually increased. To retro-

spectively analyzed the clinical data in order to understand the

etiology and cause of death in elderly patients with liver disease.

Methods: The data of 5762 patients from September 2008 to

December 2011 and 16057 patients from January 2012 to March

2016, hospitalized in Beijing Ditan Hospital, Capital Medical

University, were retrospective reviewed, respectively.

Result: Viral hepatitis is still the main cause of liver disease of

elderly patients in different period, but the proportion shown a

downward trend.(P \ 0.001). Non alcoholic fatty liver disease inci-

dence accounted for the proportion of elderly liver disease increased

(P \ 0.001) (Table 1). The fatality rate (3.98%) of elderly patients

with liver disease from 2012 to 2016 was lower than that of the

mortality from 2008 to 2011 (5.74%), there were significant

differences (P\0.001).The main causes of death in the aged patients

with liver diseases in different periods were primary hepatocellular

carcinoma (HCC), there was no significant difference. The incidence

of spontaneous bacterial peritonitis (SBP) in patients with death was

significantly decreased, there were significant differences (Table 2).

Regression analysis results showed that the liver cancer, liver failure,

upper gastrointestinal bleeding, hepatic encephalopathy (HE), hepa-

torenal syndrome (HRS), spontaneous bacterial peritonitis and ascites

were all significant risk factors for death (Table 3).

Conclusion: The incidence of viral hepatitis has a downward trend,

but is still the main cause of elderly patients in liver disease. HCC is

the main cause of death in elderly patients with liver diseases. The

death of the patients are accompanied by a variety of complications.
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Efficacy and safety assay of telbivudine preventing mother-to-
child transmission of hepatitis B virus in pregnancy women

Wenjing Zhao1, Tongtong Chen1, Shuqin Zhang2, Xianjiao
Huang2

1Hepatobiliary Disease Hospital of Jilin Province, Changchun;
2Hepatobiliary Disease Hospital of Jilin Province, Changchun

Background: High viremic in pregnant women is a high risk factor

for mother-to-child transmission of HBV. The aim of the study to

investigate the efficacy and safety of telbivudine preventing mother-

to-child transmission of HBV in pregnancy women.

Methods: Subjects were 320 hepatitis B e-antigen positive pregnancy

women with HBVDNA level of [200,000 IU/mL and normal liver

function, they were divided according to personal motivation to receive

LDT (600 mg daily)from gestational week 28 to postpartum week 4 (190

patients), or not treatment (130 patients),and were followed until post-

partum week 28. All infants received immunoprophylaxis (Hepatitis B

vaccine+ HBIG within 6 h). The primary outcomes were the mother-to-

child transmission and birth defect rates. The secondary outcomes were

LDT safety, maternal HBV DNA reduction at delivery, and HBeAg or

hepatitis B surface antigen loss/seroconversion at postpartum week 28.

Result: 1. The baseline ALT and HBV-DNA levels were not sig-

nificantly different in two groups (P [ 0.05). At delivery, 100% of

mothers in the LDT-treated compared to 2% in the control group had

HBV DNA levels of\200,000 IU/mL (P\ 0.001).

2. The maternal and infant safety profiles were similar between the

LDT-treated and control groups, including the birth defect rates (1.06

vs. 0.08%, P = 1.00). At postpartum week 28, the mother-to-child

transmission rate was significantly lower among infants from LDT-

treated mothers(0 vs. 6.82%, P = 0.01)and had HBsAb levels of

[1000 mIU/mL.

3. LDT treated women did not experience increase in CPK and

decrease in eGFR. At postpartum week 4, all mothers in the LDT-

treated group discontinued therapy per the protocol, and viral rebound

was observed in 80.24% patients, and there was a higher frequency of

mild-to-moderate ALT elevation after LDT cessation among LDT-

treated mothers (20.4 vs. 11.8%, P = 0.04). The maternal HBV

serologic outcomes did not differ between groups.

Conclusion: LDT therapy during the third trimester combining

Hepatitis B vaccine and HBIG may reduce mother-to-child trans-

mission among mothers HBV DNA levels of[200,000 IU/mL. The

method is effective and safety.

PP0147

Investigation of hepatitis B related knowledge attitude
and behavior in military medical students

Caini Mu1, Yufei Wang1, Yuan Liu2, Yunna Gan3, Bo Wang1,
Yongping Yan1, Anhui Wang1

1Department of Epidemiology, School of Public health, The Fourth

Military Medical University, Xi’an; 2Clinic of Xi’an Communication

College, Xi’an; 3Clinics of Stomatology, Naval Logistics Branch of

Hangzhou Sanatorium, Hangzhou

Background: Hepatitis B virus (HBV) infection is one of the most

serious problems which threaten the public health globally. According

to the data from world health organization (WHO), there are about

240 million person infected with HBV, 650,000 individuals died of

HBV related disease. There are about 93 million population infected

with HBV and 25 million HBV chronic infected patients in China.

The awareness rate of HBV related knowledge varied in population

characteristic with different occupations. Here we focus on the

awareness of knowledge, attitude and behavior related to hepatitis B

among undergraduate students from military medical university.

Methods: A cross-sectional survey was carried out. Students from

freshmen and grade four (Senior) were selected as cluster sampling to

investigate with self-filled questionnaires. Questionnaires including

items of HBV related knowledge about route of transmission, mea-

sures for prevent HBV infection and the attitude, behavior of students

toward individuals who infected with HBV. The awareness of

knowledge to ‘‘three main transmission routes of HBV’’ was defined

as three main transmission route of HBV infection including ‘‘mother

to infant transmission route, blood transmission route and sexual

contact transmission route’’ should be completely awareness by

individual, otherwise the item was judged as unawareness. Students

are request to finish the questionnaire within 20 min. Questionnaires

were input into structured database by FoxPro6.0 and SPSS19.0

software was used for statistical analysis, P \ 0.05 was defined as

statistically significant.

Result: Of 1120 questionnaires dispatched 1084 (96.79%) were qualified

for further analysis. Among 1084 students aged from 16 to 26 years, 636

were freshmen and 448 were senior, 933 (86.07%) were male students. The

awareness rate of knowledge related to ‘‘three main transmission routes of

HBV’’ was 30.26% (328/1084).The awareness rate of ‘‘three main trans-

mission routes of HBV’’ in students from grade four was 59.60%, which

was significantly higher than that of freshmen (9.60%) (v2 = 311.480, P\
0.001). The awareness rate of knowledge related with HBV were signifi-

cantly different between freshmen and senior(P\0.05)(Table 1).

As attitude to ‘‘if you mind to eat with a HBV infected patient’’ and

‘‘whether HBV infected individuals can get marry or have their own

child’’ were significantly different between freshmen and senior (P\
0.05)(Table 2).

Conclusion: The knowledge, attitude and behavior related to hepatitis

B were different between students from freshmen and senior.

Therefore, HBV related health care education should be specialized

for students from different grades.
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Prevalence of hepatitis B and C virus in particularly healthy
population of Ulaanbaatar city

Dashmaa Tungalag1, Gerelchimeg Tsagaantsooj1, Ganzorig
Munkhjargal1, Amarsanaa Jazag1,2

1Happy Veritas Liver Diagnostic Center, Ulaanbaatar, Mongolia;
2Mongolian Association for the Study of Liver Diseases, Ulaanbaatar,

Mongolia

Background: Hepatitis B (HBV) and C virus (HCV) are one of the

major causes of liver cirrhosis and hepatocellular carcinoma (HCC) in

Mongolia. More than 77% of the Mongolian population is estimated to

have been infected with hepatitis B virus (HBV) at some time during

their life, and between 10 and 22% of the general population is chron-

ically infected with either hepatitis B or C. We intended to investigate

the population-based prevalence of HBV and HCV infection prevalence

among apparently healthy population in Ulaanbaatar city.

Methods: Two thousand six hundred sixty-seven people who lives in

Ulaanbaatar city were included in this study. The rapid immuno-

chromatographic test was applied for detection of HCV antibodies

and HBV combo rapid test.

Result: The mean age of the subjects was 38 ± 12 years, and 1064

(51%) were male. The anti-HCV prevalence was 9% (n = 185),

HBsAg positive was 8% (n = 166) and HBsAb positive was 32% (n

= 666). The median age for positive and negative anti-HCV test was

46 ± 14 and 38 ± 12. When the anti-HCV positive subjects were

categorized by decade of age, the prevalence in each age group was as

follows: 7.7% in teens, 3.8% in 20’s, 7.6% in 30’s, 10.7% in 40’s,

14.1% in 50’s and 27.8% in subjects[/=61 years of age. For HBV,

the median age for positive and negative HBsAg test were same 39 ±

12. The prevalence in each age group was: 8.5% in 20’s, 7.8% in 30’s,

7.5% in 40’s, 9.2% in 50’s and 5.6% in subjects[/=61 years of age.

Conclusion: In 2008, the prevalence of anti-HCV in Mongolia was

15.6% and in these findings, the prevalence decreased to 9%.

Although it is a high prevalence of HBV and HCV in Ulaanbaatar,

Mongolia. Approximately 8% of apparently healthy population had a

HBsAg positive and 32% had a HBsAb positive. By age group HCV

is higher among under 60’s, HBV is higher among 50’s.

PP0149

Risk factors for constipation among elderly attending Hai Tany
Family Health Center, Damietta District, Damietta Governorate,
Egypt

Taghreed Mohammed Farahat1, Fatma Ahmed2, Wafaa Elsaid
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University, Shibin Al Kawm, Egypt; 2Lecturer of Family Medicine,
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Background: Chronic constipation occurs in 16% of adults, with

older patients experiencing constipation more often. About one-third

of adults 60 years or older report at least occasional constipation, and

in nursing home residents, the prevalence is 50% or more. It accounts

for about 2.5 million physician office visits annually chronic consti-

pation occurs in 16% of adults, with older patients experiencing

constipation more often. About one-third of adults 60 years or older

report at least occasional constipation, and in nursing home residents,

the prevalence is 50% or more. It accounts for about 2.5 million

physician office visits annually.

Methods: A cross sectional study was conducted on 258 patients ran-

domly selected from elderly patients (more than 60 years old) attended

Hai Tany Family Health Center, Damietta Governorate, from 1st of

November 2015 to the 1st of January 2016. A predesigned questionnaire

was used to assess the presence of constipation and its risk factors,

which included four parts: Socio-demographic characteristics, Bristol

scale and ROME III diagnostic criteria for constipation, Mini-mental

status examination (to assess cognitive function) and Mini-nutritional

assessment scale (to assess nutritional status).

Result: Using Bristol scale and ROME III diagnostic criteria, the

prevalence of constipation among the studied elderly patients was

24.8%. This prevalence increased with increasing age (OR:11.1, 95%

CI 3.5–35.1),mild cognitive impairment (OR :4.97, 95% CI 1.8–28.8),

high protein diet (OR 2.28, 95% CI 1.1–4.7) and low fluid intake (OR

5.6, 95% CI 1.3–23.4). However patients with high fruits and veg-

etable intake were found to be protected against constipation (OR

0.085, 95% CI 0.008–0.878).

Conclusion: Because constipation is more common in older patients

and life expectancy is increasing, an increase in the prevalence of

constipation is expected in the years to come, with the associated

impact on quality of life and socioeconomic burden, health-care

professionals must be aware and advise the elderly regards the pre-

vention and treatment of constipation.
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Production of infectious dromedary camel hepatitis E virus
by a reverse genetic system: potential for zoonotic infection

Tiancheng Li1, Xianfeng Zhou2, Sayaka Yoshizaki1, Yasushi
Ami1, Yuriko Suzaki1, Takaji Wakita1

1National Institute of Infectious Diseases, Tokyo, Japan; 2Nanchang

Center for Disease Control and Prevention, Tokyo, Japan

Background: The pathogenicity, epidemiology and replication

mechanism of dromedary camel hepatitis E virus (DcHEV), a novel

HEV, have been unclear. Here we used a reverse genetic system to

produce DcHEV and examined the possibility of zoonotic infection.

Methods: Capped genomic RNA derived from a synthetic DcHEV

cDNA was transfected into human hepatocarcinoma cells PLC/PRF/5.
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The DcHEV capsid protein and RNA were detected by an ELISA or

RT-qPCR. A neutralization test for DcHEV was carried out by using

antisera against HEV-LPs. DcHEV was used to inoculate two

cynomolgus monkeys to examine the potential for cross-species

infection.

Result: The transfection of PLC/PRF/5 cells with capped DcHEV

RNA resulted in the production of infectious DcHEV. The genome

sequence analysis demonstrated that both nucleotide and amino acid

changes accumulated during the passages in PLC/PRF/5 cells. The

cynomolgus monkeys showed serological signs of infection when

DcHEV was intravenously inoculated. DcHEV was neutralized by not

only anti-DcHEV-LPs antibody, but also anti-genotype 1 (G1), G3

and G4 HEV-LPs antibodies. Moreover, the monkeys immunized

with DcHEV escaped the G3 HEV challenge, indicating that the

serotype of DcHEV is similar to those of other human HEVs.

Conclusion: Infectious DcHEV was produced using a reverse genetic

system and propagated in PLC/PRF/5 cells. The antigenicity and

immunogenicity of DcHEV are similar to those of G1, G3 and G4

HEV. DcHEV was experimentally transmitted to primates, demon-

strating the possibility of a zoonotic infection by DcHEV.

PP0151

Hepatitis E and acute on chronic liver failure: outcome
and predictors of mortality in Asia pacific region

Amna Subhan Butt1, Saeed Hamid1, APASL-ACLF Research
Consortium

1Aga Khan University Hospital, Karachi, Pakistan

Background: One of the distinctive factors that could lead to acute

on chronic liver failure is acute hepatitis E (HEV). However, most of

available data carries the limitation of smaller sample size or center

based experiences. Herne, the current study aims to analyze the

APASL-ACLF research consortium (AARC) database to evaluate the

clinical and biochemical profile and predicting factors of 90 days

mortality in patients with ACLF triggered by acute hepatitis E

infection. Moreover, various existing prognostic models for ACLF

were compared.

Methods: APASL-ACLF research consortium (AARC), consisting of

24 tertiary centers across Asia–Pacific regions, maintains an online

database for patients diagnosed to have ACLF according to APASL

criteria. All patients who had ACLF with acute hepatitis E were

reviewed for the current study.

Result: A total of 2059 patients were enrolled and most of infor-

mation was available for 1402. Out of 1402 patients, 188(14.3%) had

acute deterioration due to HEV. Mean age was 48.77 ± 13.71 years

and 85.1% were male. The most common cause of chronic liver

disease was alcohol (26.4%), cryptogenic cirrhosis (26.4%) and

hepatitis B infection (23.6%). Overall 67.5% patients survived and

only one patient underwent for liver transplantation. On univariate

analysis Presence of PSE, sepsis, AKI on presentation, platelet counts,

serum ureae, total bilirubin, INR, ALT, AST, MELD, SOFA score

were the factors associated with mortality. However on multivariate

analysis presence of PSE (OR 2.01, 95% CI 1.16–3.47, p 0.01), sepsis

(OR 1.42, 95% CI 0.79–2.55, p 0.04), total bilirubin at base line (OR

1.04, 95% CI 1.01–1.07, p 0.001) were the factors associated with

mortality. When we compared various prognostic models MELD and

CLIF-SOFA were found to have higher accuracy.

Conclusion: Acute hepatitis E is one of the leading causes of ACLF

in Asia pacific region and associated with high mortality without liver

transplantation. Presence of PSE, AKI, sepsis and total bilirubin at

base line were the factors associated with mortality.

PP0152

Adherence to chronic hepatitis B treatment guideline
recommendations for laboratory monitoring of HBV chronically
infected patients in a long-term follow-up cohort

Changhao Zhu1, Yuankai Wu1, Xiangyong Li1, Guoli Lin1,
Yusheng Jie1, Fangji Yang1, Yutian Chong1

1The Third Affiliated Hospital of Sun Yat-sen University, Guangzhou

Background: To comprehensively evaluate adherence to the guide-

line recommendations for laboratory monitoring and discuss the

factors impact the adherence.

Methods: 2328 HBV chronically infected outpatients of a long-term

follow-up cohort were prospectively identified. Each patient’s mes-

sage was collected in detail. Each patient was required to return visit

every six month as the guideline recommends. Those who can achieve

the target were defined as good adherence, and those who cannot were

poor adherence. Logistic regression analysis was used to screen the

risk factors of poor adherence.

Result: The average follow-up duration was 3.0 year. The demo-

graphic characteristics (gender, address, family history of HBV

infection, et al.), baseline data (TB, HBV DNA), progress during the

therapy and last time data (HBsAg lost, progress to HCC, TB,

HBeAg, et al.) were comparable in both groups. The age, family

history of HCC, worse baseline data (high level of ALT, AST,

HBeAg positive, et al.), better outcome of therapy (low level of ALT,

AST, HBV DNA) and have NA(s) therapy result in better adherence.

And patients with good adherence show higher level of ALT nor-

mality, complete viral response (CVR), HBeAg seroconversion and

viral breakthrough. Multivariate logistic regression analysis showed

family history of HCC, baseline HBV DNA level, baseline HBeAg

stage, last time ALT level, last time HBV DNA level, NA(s) therapy,

were independent risk factors for adherence of HBV chronically

infected patients.

Conclusion: Patients with family history of HCC, high level of

baseline HBV DNA, baseline HBeAg positive, high level of last

time ALT and HBV DNA and without NA(s) therapy were more

likely to have poor adherence to chronic hepatitis B treatment

guideline recommendations for laboratory monitoring. Patients with

family history of HCC, high level of baseline HBV DNA, baseline

HBeAg positive, high level of last time ALT and HBV DNA and

without NA(s) therapy were more likely to have poor adherence to

chronic hepatitis B treatment guideline recommendations for labo-

ratory monitoring.

PP0153

Association between genetic variation of Na+ taurocholate
cotransporting polypeptide and susceptibility of hepatitis B virus
infection: a case–control study and a meta-analysis with trial
sequential analysis

Peng Wang1,2, Ruidong Mo1,2, Rongtao Lai1,2, Jie Lu1,2, Yuhan
Liu1,2, Shaowen Jiang1,2, Gangde Zhao1,2, Lanyi Lin1, Huijuan
Zhou1, Wei Cai1, Hui Wang1, Xiaogang Xiang1,2, Qing Xie1,2

1Department of Infectious Diseases, Ruijin Hospital, Shanghai

Jiaotong University Medicine, Shanghai; 2Translational Lab of Liver

Diseases, Department of Infectious Diseases, Ruijin Hospital,

Jiaotong University School of Medicine, Shanghai

Background: Na+ sodium taurocholate cotransporting polypeptide

(NTCP), encoded by gene SLC10A1, was identified as a receptor of
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hepatitis B virus (HBV). This study aimed to investigate the influence

of variations in SLC10A1 on the susceptibility of HBV infection in

Chinese Han population.

Methods: The study firstly recruited 1221 hepatitis B patients and

1232 healthy controls according to the serological and clinical char-

acteristics. Six gene loci of SLC10A1 were selected from NCBI and

HapMap databases. These gene loci were genotyped and analysed

using snapshot method. In addition, the meta-analyses were executed

included 11755 hepatitis B patients and 10163 healthy individuals to

appraise the association between host genetic mutants in SLC10A1

and HBV infection.

Result: The distribution of A allele frequencies of rs2296651 and

rs943277 polymorphisms were significantly different between hep-

atitis B patients and healthy controls (OR = 0.19, 95% CI 0.14–0.26, p

\0.001 and OR = 2.66, 95% CI 1.17–6.01, p = 0.014, respectively).

The frequency of rs2296651 GA genotype was obviously lower in

patients (AOR = 0.16, 95% CI 0.11–0.23, p\0.001 in a codominant

model) and GA genotypes in rs943277 were apparently higher in

patients than that in controls (AOR = 2.42, 95% CI 1.05–5.54, p =

0.032 in a codominant model) irrespective of sex and age. Addi-

tionally, similar trend was consolidated via meta-analysis in

rs2296651. Data from meta-analysis, including 10461 hepatitis B

patients and 8788 healthy controls, showed that the mutant of

rs2296651 in SLC10A1was associated with HBV infection (codom-

inant, OR = 0.532, 95% CI 0.287–0.986, p = 0.041) using random

effect model.

Conclusion: These findings suggest that NTCP mutants of rs2296651

and rs943277 might have influence on the susceptibility of HBV

infection.

PP0154

Increased hepatocellular carcinoma risk in chronic hepatitis B
patients with persistently elevated serum total bile acid:
a retrospective cohort study
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Background: Chronic hepatitis B virus (HBV) infection accounts for

about 50% of the global hepatocellular carcinoma (HCC) cases. Bile

acid has been associated with HCC in human and mice with disor-

dered bile acid metabolism. Elevated serum total bile acid (TBA) has

been observed in chronic hepatitis B (CHB) patients, while there is

currently no epidemiological study to evaluate its independent con-

tribution to HCC in CHB patients.

Methods: To investigate the association between long-term changes

of serum TBA and HCC in CHB patients, we did a retrospective

cohort study of 2262 CHB patients with regular antiviral treatment

using data from the Hepatitis Biobank at Southwest Hospital Program

from 2004 to 2014. All the CHB patients in the cohort had a follow-

up for at least 4 years, and had serum TBA records in most (more than

90%) of the calendar years of their follow-up. Patients in the study

were classified into 3 groups according to persistence of elevated

serum TBA during follow-up: none-low, medium, and high persis-

tence of elevated serum TBA. The association between persistence of

elevated serum TBA and HCC was estimated using Cox proportional

hazard models and Kaplan–Meier analysis. Age, sex, alanine

aminotransferase (ALT), HBV DNA, hepatitis B e antigen (HBeAg),

and liver cirrhosis were included in the analyses as covariates.

Development of ascites was used as an indicator of the severity of

cirrhosis. Patients’ last aspartate aminotransferase to platelet ratio

index (APRI) score in the last year of follow-up was also used to

evaluate the liver fibrosis at the end of follow-up.

Result: There were 62 HCC cases during a total follow-up of

14,756.5 person-years in the retrospective study. For the whole

cohort, the cumulative probability of HCC at the end of follow-up was

2.7, 10.9, and 22.3% for patient with none-low, medium, and high

persistence of elevated serum TBA, respectively (Log-rank P \
0.001) (Fig. 1a). For the sub-cohort of 937 cirrhotic patients without

ascites, the cumulative probability of HCC at the end of follow-up

was 6.4, 11.1, and 15.1% for patient with none-low, medium, and

high persistence of elevated serum TBA, respectively (Log-rank P\
0.001) (Fig. 1b). For the sub-cohort of 145 cirrhotic patients with

ascites, the cumulative probability of HCC at the end of follow-up

was 0.0, 28.0, and 48.0% for patient with none-low, medium, and

high persistence of elevated serum TBA, respectively (Log-rank P =

0.002) (Fig. 1c). Compared to patients with none-low persistence of

elevated serum TBA, the multivariate adjusted hazard ratios (95%

confidence interval) were 2.37 (1.16–4.84), and 2.57 (1.28–5.16) for

patients with medium, and high persistence of elevated serum TBA

(Table 1).

Conclusion: Our findings identified persistence of elevated serum

TBA as an independent risk factor of HCC in CHB patients.
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High maternal HBV DNA load was correlated with fetal
intrauterine distress and intrauterine transmission
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Background: Immunoprophylaxis can not eradicate hepatitis B virus

(HBV) transmission, especially for high HBV DNA load mothers.

This study aims at assessing the risk of high maternal HBV DNA

load.

Methods: HBsAg(+) mothers and their offspring were recruited, 537

mothers with HBV DNA C 106 IU/mL had telbivudine or tenofovir

before the 28th gestational week. All infants received combined

immunoprophylaxis after birth. Blood of the mothers at delivery and

the infants at 12 month was tested for titer of HBV DNA load and

HBV markers. The change of placenta trophocyte was investigated by

transmission electron microscope.

Result: Of the 1917 mothers, 119 had HBV DNA C 106 IU/mL, all

537 mothers accepted antivirals showed HBV DNA\ 106 IU/mL at

delivery. Fetal intrauterine distress occurred in 299 infants, when

compared with low HBV DNA load mothers, a higher rate displayed

in those with HBV DNA load C 106 IU/mL (24.4 vs. 15.0%, P =

0.007), while comparable rate showed in the mothers with antivirals

during pregnancy (12.4 vs. 15.9%, P = 0.080). Under electron mi-

croscope, the edema of mitochondrial and endoplasmic reticulum was

increased in those with high HBV DNA load (Fig. 1). Among the

1918 infants, 0.6% had HBV intrauterine infection, with multivariate

analysis, only maternal HBV DNA load at delivery was correlated

with intrauterine infection (P = 0.003). The rate of intrauterine

infection in the infants born to HBV DNA C 106 IU/ml mothers was

significantly higher (6.7 vs. 0.2%, P\ 0.001).

Conclusion: High maternal HBV DNA load was related with fetal

intrauterine distress and HBV intrauterine transmission, which pro-

vided evidence for the antiviral treatment during pregnancy for those

mothers.

PP0156

HBV genotype is associated with early (week 12) virologic
response during TDF or TAF therapy in patients with chronic
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Background: TAF is a pro-drug of tenofovir that has shown non-

inferiority in Phase 3 studies of patients with chronic hepatitis B

(CHB). The objective of this study was to determine the impact of

host, viral, and treatment-related factors, including HBV genotype, on

early virologic suppression after 12 weeks of treatment with TAF or

TDF.

Methods: The study included adults with CHB enrolled in two Phase

3 studies of TAF 25 mg QD vs. TDF 300 mg QD (Study GS-US-321-

0108 in HBeAg- and GS-US-321-110 in HBeAg + subjects). The

endpoint for this subanalysis was early virologic suppression (HBV

DNA\ 29 IU/mL; Roche COBAS Taqman) at Week 12. The asso-

ciations between host (age, sex, race, BMI, prior antiviral treatment,

and baseline [BL] ALT, FibroTest, and creatinine clearance [CrCl]),

viral (HBeAg, BL HBV DNA, HBV genotype), and treatment-related

(TAF vs. TDF, adherence) factors with early virologic suppression

were determined using logistic regression analyses. Week 48 out-

comes were evaluated for patients with or without week 12 viral

suppression.

Result: 1266 of 1301 randomized subjects (97%) with HBV DNA

available at Week 12 were included. The median age was 40 years,

63% were male, 79% were Asian, 23% were treatment-experienced,

and 67% received TAF. 66% were HBeAg + , median baseline HBV

DNA was 7.4 log 10 IU/mL, and HBV genotypes were A (7%), B

(19%), C (48%), and D (25%). In total, 72 (6%) and 290 subjects

(23%) had HBV DNA\29 IU/mL at Weeks 4 and 12, respectively.

The proportion of subjects with HBV DNA suppression at Week 12

was similar between the TAF- and TDF-treated subjects (24 vs. 21%;

P = 0.434). Unadjusted rates of virologic suppression at Week 12 in

subjects with HBV genotypes A, B, C, and D were 19, 33, 21, and

19%, respectively. In a multivariate logistic regression analysis,

independent predictors of HBV DNA suppression at Week 12

included HBeAg-negativity at baseline [odds ratio (OR) 3.13; 95% CI

2.12–4.61; P\0.0001], lower viral load (OR per log 10 IU/mL: 0.31;

95% CI 0.26–0.37; P\ 0.0001), higher baseline ALT (OR per U/L:

1.003; 95% CI 1.001–1.006; P = 0.004), and HBV genotype B (vs.

non-B genotypes: OR 2.26; 95% CI 1.43–3.60; P = 0.001). HBV

genotype D was associated with a lower adjusted likelihood of

virologic suppression at Week 12 (vs. non-D genotypes: OR 0.58;

95% CI 0.36–0.92; P = 0.021). Compared with patients with HBV

DNA C 29 IU/mL at Week 12, patients with early virologic sup-

pression had higher rates of ALT normalization (42 vs. 49%; P =

0.020) and HBeAg loss (13 vs. 22%; P = 0.030), but lower median

reduction of HBsAg (-0.21 vs. -0.04 IU/mL; P\ 0.0001) at Week

48.

Conclusion: Early virologic suppression occurs in a minority of

patients treated with TAF or TDF and is most frequent in patients

with HBV genotype B. Early virologic suppression is associated with

favorable clinical outcomes at Week 48.

PP0157

Prevalence of metabolic syndrome among chronic hepatitis B
patients with antiviral therapy

Jian Sun1, Weiyin Lin1, Xieer Liang1, Xiaoyun Hu1, Rong Fan1,
Youfu Zhu1, Yuanping Zhou1, Yabing Guo1, Jie Peng1, Weiqun
Wen1, Jinjun Chen1, Yongpeng Chen1, Dingli Liu1, Jinlin Hou1

1Hepatology Unit, Nanfang Hospital, Southern Medical University,

Guangzhou

Background: Metabolic syndrome carries risk for cardiovascular

disease and liver diseases progression among patients with chronic

hepatitis B (CHB) infection. We aimed to characterize the prevalence

of metabolic syndrome among Chinese CHB patients.

Methods: Between May 2014 and April 2016, we had recruited 2446

CHB patients with antiviral therapy in Hepatology Unit, Nanfang hos-

pital. Patients were excluded if they were co-infected with the hepatitis C
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virus or the human immunodeficiency virus (n = 3), or if relevant data

was not available to diagnose metabolic syndrome (n = 125). Hence,

2318 patients with reliable data were included in the final analysis.

Metabolic syndrome was defined according to the modified National

Cholesterol Education Program Adult Treatment Panel III criteria.

Result: Among the 2318 recruited patients (mean age 42.7 ± 9.3

years, 82.4% men), 328 were diagnosed with metabolic syndrome,

yielding a prevalence of 14.2% (14.5% in men vs 12.7% in women; p

= 0.390). Hepatitis B surface antigen (HBsAg) quantitation was

lower in patients with metabolic syndrome (2.6 log10 IU/mL vs 2.8

log10 IU/mL; p = 0.001). Compared with patients with suboptimal

viral control after antiviral therapy, patients with good viral control

presented with higher prevalence of metabolic syndrome (15.4, 14.5,

11.0 and 7.1% for HBV DNA undetectable, undetectable to 3, 3 to 5

and [5 log10 IU/mL, respectively, p = 0.012). Among the patients

who achieved HBV DNA undetectable (\20 IU/ml), patients with

metabolic syndrome showed higher ALT (35.0 vs 26.8 IU/L; P \
0.001) and higher percentages of abnormal ALT (ALT C 19 ULN,

14.6 vs 7.1%; p = 0.001). In addition, higher liver stiffness mea-

surement (LSM) (7.7 vs 7.0 kPa; p = 0.006), more patients with

hypertension (14.3 vs 2.1%; p\0.001), type 2 diabetes mellitus (21.6

vs 3.0%; p\0.001), cardiovascular disease (1.2 vs 0.2%; p = 0.017)

and fatty liver (45.4 vs 16.7%; p\0.001) were found in patients with

metabolic syndrome. Finally, in multivariate analysis, the indepen-

dent factors associated with metabolic syndrome included age,

cardiovascular disease, fatty liver, lower HBV DNA, lower total

bilirubin and higher LSM.

Conclusion: Our results indicate that more than fourteen percent of

Chinese CHB patients have metabolic syndrome. Patients who

achieved satisfactory viral control after antiviral therapy have higher

chance to develop metabolic syndrome.

PP0158

Incidence of hepatocellular carcinoma in chronic hepatitis B
patients with long-term nucleos(t)ide analogues treatment: results
from a 8-year follow-up in Eastern China

Yiqi Yu1, Erli Gu2, Yueer Wang2, Yue Ying1, Yuxian Huang1,3,
Wenhong Zhang1,4,5

1Department of Infectious Diseases, Huashan Hospital, Fudan

University, Shanghai; 2Department of Gastroenterology and

Hepatology, Jing’an District Central Hospital, Jing’an Branch of

Huashan Hospital, Fudan University, Shanghai; 3Department of Viral

Hepatitis, Shanghai Public Health Clinical Centre, Fudan University,

Shanghai; 4Institutes of Biomedical Sciences, Fudan University,

Shanghai; 5MOH and MOE Key Laboratory of Medical Molecular

Virology, Shanghai Medical College, Fudan University, Shanghai

Background: Hepatocellular carcinoma (HCC) data from Chinese

patients with long-term nucleos(t)ide analogues (NAs) treatment

remains unclear. We aimed to evaluate the incidence of HCC

development in chronic hepatitis B (CHB) patients from Eastern

China receiving NA treatment for at least 8 years, and to determine

the risk factors associated with HCC development.

Methods: This large, real-life, prospective cohort study was performed

in three centers in Eastern China from December 2006 to August 2016.

We analyzed 306 CHB patients who were treated with NAs. The primary

outcome was the incidence of HCC development. The cumulative

incidence of HCC occurrence was estimated by Kaplan–Meier curves

and compared by log-rank test. Cox proportional hazards models was

conducted to determine the factors associated with HCC development.

Result: HCC developed in 21 (6.9%) patients during a median fol-

low-up of 8.2 (1.4–9.4) years. The cumulative incidence of HCC was

4.9% at year-5 and 6.6% at year-8. Multivariate Cox analysis iden-

tified that presence of cirrhosis (HR: 4.569; 95% CI 1.000–20.906, P

= 0.05) and baseline AFP level [10ug/L (HR: 4.969, 95% CI

1.722–14.337, P = 0.003) were independently associated with an

increased risk of HCC development. The 8-year cumulative incidence

of HCC development was 9.4% in patients who had cirrhosis com-

pared to 3.0% in those who did not (Log-rank P = 0.0168) and 14.3%

in patients with baseline AFP B 10ug/L compared to 3.8% of those

with higher AFP levels (Log-rank P = 0.005). The patients were

classified according to the status of cirrhosis at baseline. In the cir-

rhosis group (n = 173), the 8-year cumulative incidence of HCC

development was significantly higher in patients over 50 years old

(14.3 vs. 0.9%, P = 0.0009). The similar pattern was observed in

patients with baseline AFP[10 lg/L (17.1 vs. 4.9%, P = 0.004). In

patients who did not develop HCC, AFP levels remained stable during

the follow-up period in those with normal baseline AFP level (Fig.

1a), and decreased to normal after the initiation of NA treatment in

those with elevated baseline AFP level (Fig. 1b). By contrast, AFP

levels fluctuated and reached the peak at the time of HCC diagnosis in

patients developing HCC (Fig. 2a, b). In non-cirrhosis group (n =

133), only patients with older age ([50 years) showed a higher risk of

HCC development (14.3 vs. 0.9%, P = 0.0009).

Conclusion: Patients with CHB under long-term NAs treatment may

still developed HCC, with 8-year cumulative incidence of 6.6%.

Patients with cirrhosis and elevated baseline AFP levels were at high

risk of developing HCC regardless of the NAs treatment. Regular

surveillance and close clinical monitoring for HCC, especially the

dynamic changes of AFP, was essential in these patients.
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An epidemiological study on clinical characteristics of chronic
HBV infection during pregnancy-interim report of shield project
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Background: Mother-to-child transmission (MTCT) is one of main

route of hepatitis B virus (HBV) infection. Combination of postnatal

passive and active immunization fails in 5–10% of infants born to

mothers with chronic HBV infection. This study was carried out to

investigate the clinical characteristics, the use of antiviral therapy, and

the rate of MTCT of HBV in China.

Methods: In this study, we enrolled HBsAg positive pregnant women

into a multi-center prospective cohort in 10 domestic hospitals since

July 2015. All the enrolled Mother-infants pairs were prospectively

followed up from establishment of perinatal medical records to 28–48

weeks postpartum. All the enrolled subjects did not receive any

treatments driven by the study.

Result: By September 29th 2016, 995 pregnant women have been

enrolled in 10 research centers and follow-up are still ongoing. Pre-

liminary analysis on available data showed that there were 598

(63.1%) HBeAg+ and 350 (36.9%) HBeAg-cases, and 476 (50.5%)

with HBVDNA[2 9 106 IU/ml and 467 (48.5) with HBVDNA\2

9 106 IU/ml in this cohort. There are 450 women received antiviral

treatment in this cohort. Among pregnant women with HBVDNA[2

9 106 IU/ml, 62.0% (295/476) of them received antiviral treatment,

compared to 29.6% (138/467) in those with HBVDNA\ 2 9 106vIU/

ml. Telbivudine was the most frequently used antiviral nucleos(t)ide

in this cohort, with 325 women received this medication.

Conclusion: In this cohort, there are more pregnant women receiving

antiviral intervention in those with high viral load(HBVDNA[ 2 9

106IU/ml)than low viral load (HBVDNA\2 9 106IU/ml). Generally,

the percentage of antiviral intervention is lower than expected among

HBsAg+ mothers with high viral load who should be intervened with

antivirals according to hepatitis B guidelines. Therefore, it’s urgent to

strength management of pregnant women with HBV infection during

pregnancy, so that mother-to-infant transmission could be reduced

further.

PP0161

Hepatitis B vaccination is not affected by a country’s GDP
per capita: a study dating back twenty-three years

Danlu Wang1, Elie Donath1, Ali Pakravan 1

1Department of Internal Medicine, University of Miami/JFK Medical

Center Palm Beach Regional GME Consortium, Atlantis, FL, USA

Background: Hepatitis B is a major causal factor in the development

of cirrhosis and liver cancer worldwide. It is estimated that over two

billion individuals have serological evidence of hepatitis B virus

(HBV) infection worldwide. While vaccination represents the

cornerstone of public health measures to eradicate the HBV, the rate

of vaccination still varies among countries. Although the cost of

hepatitis B vaccination has decreased permitting many developing

countries to initiate hepatitis B vaccine programs, it has been sug-

gested that children from the poorest countries are being denied

hepatitis B vaccination. The aim of this study was to evaluate whether

a country’s GDP per capita had an affect on vaccination rates for

hepatitis B.

Methods: World Health Organization databases were culled from

1989 to 2011 (the most recent records available) and annual GDP per

capita as well as hepatitis B vaccination rates were extracted. A total

of 275 countries were identified that had the necessary information

available and there were 2125 data points across the 23 year period.

Multivariate linear regression and correlation analyses were employed

to assess whether any relationship was evident in specific year

intervals, across certain continents and by certain specified wealth

indices.

Result: The data suggests no correlation between a country’s GDP

per capita and its rate of hepatitis B vaccination. This lack of any

perceptible relationship is evident when evaluated across all data

points and when segmented into subgroups by continent, income

levels and year ranges. Importantly, the data also suggests that the rate

of hepatitis B vaccination has been increasing steadily on an annual

basis worldwide with that relationship being highly statistically

significant.

Conclusion: This data suggests that worldwide vaccination rates for

hepatitis B is not limited by a country’s gross national income. As a

result, public health efforts to improve hepatitis B vaccination rates

are likely to be hindered by dynamics that go beyond a country’s

wealth level and we encourage further investigation of these factors.

Nevertheless, this study was limited by the fact that it was evaluated

on a country-level (as opposed to patient-level) and we believe

accessibility to hepatitis B vaccines among children in poor countries

still remains a challenge.

PP0162

Rising prevalence of osteoporosis and bone fracture in chronic
hepatitis B patients: a United States population-based study
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Background: Older patients and those of Asian descent are of higher

risk for osteoporosis. In the US, most patients with chronic hepatitis B

(CHB) are Asians. The aim of this study was to characterize the

longitudinal trends in osteoporosis and bone fractures and to describe

comorbidities and concomitant medications use in a large diverse

population of US CHB patients between 2006 and 2015.

Methods: Adult patients diagnosed with CHB (ICD-9 diagnosis

codes 070.22, 070.30 or 070.32) and without hepatitis delta coin-

fection with continuous enrollment in the 6 months before and after

CHB diagnosis were identified from the MarketScan� Commercial,

Medicare, and Medicaid Databases during 7/1/2004 to 6/30/2015.

These CHB patients were matched to non-CHB controls by payer

type, year, age, gender, and for a subset of patients with available data

on geographic region and race. The prevalence (per 1000 persons) and

incidence (per 1000 person-years) of osteoporosis and bone fracture

were calculated for each year during 2006-2015. Comorbidities and

medication use which may influence bone mineralization were also

evaluated over the same period.

Result: Among the 44,026 U.S. CHB patients identified for the study,

the prevalence of fracture and osteoporosis increased significantly

between 2006 and 2015 by nearly twofold (91–177 per 1000) overall

(Figure). This trend was observed for both males (76–133 per 1000)

and females (109–228 per 1000), though the prevalence were higher

in females. When compared to matched non-CHB controls, fracture

and osteoporosis prevalence and incidence (per 1000 person years)

were also significantly higher in CHB patients in each year during

study period. In CHB patients, the prevalence of osteoporosis,

osteoarthritis, or vitamin D deficiency also increased nearly threefolds

from 7 to 20%, all p\0.001. In addition, during the same period, the

concomitant use of corticosteroids increased from 17 to 24%, while

the use osteoporosis medications significantly decreased from 3 to

2%, p\ 0.001.

Conclusion: Between 2006 and 2015, the prevalence of bone fracture

and osteoporosis increased significantly in US patients with CHB, and

was much higher in CHB patients than non-CHB controls. These

trends were observed and significant for both male and female

patients. During the same period, comorbidities related to bone

mineral loss also increased and should be considered in the man-

agement of CHB patients.

PP0163

Comparison of the efficacy of tenofovir versus tenofovir plus
entecavir in the treatment of entecavir-resistant chronic hepatitis
B: a systematic review and meta-analysis

Jun Chen1, Ze Bing Huang1, Yan Huang1

1Xiangya Hospital Central-South University, Changsha

Background: Entecavir (ETV) is one of the first-line antiviral drugs

for treating chronic hepatitis B (CHB). Most patients will not have

ETV-resistant within 5 years; however, ETV-resistant will occur in a

few people used ETV after 5 years. At present, tenofovir (TDF)

monotherapy or TDF plus ETV combination therapy is usually used

for the treatment of CHB patients with ETV-resistant. Unluckly, there

is few systematic comparison between the efficacy of TDF and the

efficacy of TDF plus ETV in the treatment of these patients. The aim

of this study is to compare the efficacy between TDF and TDF plus

ETV combination therapy against ETV-resistant in CHB patients.

Methods: We got 4 studies, including 275 CHB patients with ETV

resistance, 116 treated with TDF and 159 treated with TDF plus ETV by

searching Zhiwang, Wanfang, Pubmed library for the review and extracted

the data by using a predesigned data extraction and then imported the

information into Review Manager. Data analysis was conducted by using

the software Stata version 12.0 (Stata Corporation, College Station, Texas).

Result: There is no significant difference between TDF and TDF+ETV:

1. Rates of CVS between TDF and TDF+ETV were comparable at

week 24 and 48 of treatment (P = 0.483 versus P = 0.946).

2. ALT normalization between TDF and TDF + ETV were 53.3 vs

53.8% and 76.2 vs 77.3% in two studies at w eek 48, respectively,

showing no significant difference (p = 0.990).

3. The serological responses on two groups were not significantly

different at week 48, both in HBeAg seroconversion (P = 0.500) and

HBeAg loss (P = 0.800).

4. Two of 275 patients developed virologic breakthrough. One was

on ETV + TDF group, the other was on TDF group at week 48.

Conclusion: TDF monotherapy for both 24 and 48 weeks was

comparable to TDF+ETV combination therapy for patients with ETV

resistance. Therefore, TDF monotherapy may be the better choice for

these patients when taking economic benefit into consideration.

PP0164

Neutrophil gelatinase-associated lipocalin accurately predicts
renal tubular injury in patients with chronic hepatitis B
administered with nucleos(t)ide analogs

Zhang Yao1, Li Jing1, Li Fahong1, Qi Xun1, Zhang Jiming1,2

1Department of Infectious Diseases, Huashan Hospital, Fudan

University, Shanghai; 2Key laboratory of Medical Molecular

Virology of the Ministries of Education and Health (MOH and MOE),

Fudan University, Shanghai

Background: Little is currently known regarding the impact on

tubular function in patients with chronic hepatitis B (CHB) under

long-term use of nucleos(t)ide analogs. Previous studies showed that

neutrophil gelatinase-associated lipocalin (NGAL) elevation was

associated with renal tubular injury.

Methods: We evaluated renal function markers and bone mineral

density (BMD) in patients treated long-term with adefovir dipivoxil

(ADV) or entecavir (ETV) for a median observation time of 8 years.

In this cross-sectional study, we enrolled 78 patients (ADV: 36, ETV:

42), and 21 patients matched for age, observation time, and baseline

estimated glomerular filtration rate (eGFR) from each group.
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Result: Patients treated with ADV showed a significant increase in serum

creatinine and urine b2-microglobulin, and decreased eGFR, and BMD.

Furthermore, the median levels of NGAL in patients treated with ADV are

significantly higher than those of ETV (12.5 vs. 2.5 ng/mL P = 0.02). The

proportions of patients with proteinuria and phosphate\1 mmol/L in the

ADV group were higher than those in the ETV group. Additionally, age,b2-

microglobulin, phosphate, and ADV use were associated with altered uri-

nary NGAL levels on multivariate analysis. Among the commonly used

biomarkers,NGALwas the most useful (OR=5.72; P=0.005)and specific

(92% specificity at 18.1 ng/mL cutoff) in predicting the low bone mass.

Conclusion: Patients with CHB treated long-term with ADV showed

elevated urinary NGAL levels. NGAL was more specific in predicting low

bone mass during therapy compared with urine b2-microglobulin, phos-

phate, andserum creatinine. Ingeneral, this analysis examined thevalue of

NGAL as renal tubular injury indicator, resulting from ADV use.

PP0165

Adefovir dipivoxil-induced Fanconi syndrome and its predictive
factors: a study of 28 cases

Yong Lin1

Mengchao Hepatobiliary Hospital of Fujian Medical University,

Fuzhou

Background: The aim of the present study was to identify monitoring

and prevention measures as well as predictive factors for early

detection of renal toxicity associated with long-term administration of

adefovir dipivoxil in order to avoid progression to Fanconi syndrome.

Methods: Clinical data of 28 patients with Fanconi syndrome caused

by long-term administration of adefovir dipivoxil for the treatment of

chronic hepatitis B virus (HBV) infection were collected pre-and

post-administration for analysis. Patients presented with fatigue,

progressive systemic pain in multiple bones and joints, as well as

difficulty in walking and pathological fractures in a number of severe

cases. Laboratory examinations revealed hypophosphatemia, elevated

serum cystatin C (Cys-C), elevated serum creatinine (SCr), reduced

glomerular filtration rate (GFR), positive urinary protein, erythrocytes

and glucose, as well as osteoporosis.

Result: In consequence, adefovir dipivoxil administration was stop-

ped, and patients received concentrated divitamins, sodium phosphate

syrup and calcitriol. Symptoms and abnormalities in laboratory

examinations were significantly improved in all patients after 2-6

months. Therefore, serum phosphate, SCr, routine urine parameters,

Cys-C and GFR should be monitored regularly in chronic HBV

patients treated with adefovir dipivoxil. The following factors were

identified as predictive of kidney damage and Fanconi syndrome: Age

C40 years, living in rural areas, previous renal toxicity, estimated

GFR (eGFR)\ 90 ml/min/1.73 m2, hypertension, diabetes, cirrhosis

and duration of adefovir dipivoxil treatment exceeding 24 months.

Conclusion: The present results indicate that timely termination of

adefovir dipivoxil treatment and replacement with other antiviral

agents is critical once renal impairment appears, and that it is nec-

essary to change to other antiviral agents and prolong the interval of

administration according to the eGFR level.
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Comparison of four rescue therapies for chronic hepatitis B
patients with entecavir resistance

Guosheng Yuan1, Huaping Huang1, Junwei Liu1, Chengguang
Hu1, Yuan Li1, Yuanping Zhou1

1Hepatology Unit, Nanfang Hospital, Southern Medical University,

Guangzhou

Background: Little clinical data are available regarding the optimal

treatment of patients who harbour entecavir (ETV)-resistant HBV. In

this retrospective study, we aimed to compare the efficacy of four

treatment strategies as rescue therapies for CHB patients with ente-

cavir resistance.

Methods: A total of 65 patients with entecavir resistance received 4

rescue therapies for at least 48 weeks in Nanfang Hospital, Southern

Medical University were retrospectively studied. The efficacy and

safety of four treatment strategies were compared as rescue therapies

for CHB patients with entecavir resistance: TDF monotherapy (n =

21), ETV (0.5 mg) plus ADV combination therapy (n = 19), ETV (1.0

mg) monotherapy (n = 11) and ETV (0.5 mg) plus TDF combination

therapy (n = 14).
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Result: There was no statistical significant difference among the four

study groups in regards to baseline demographic and laboratory

characteristics, including HBV DNA levels (median 4.07, 4.21, 4.15,

4.22 log10 IU/mL, respectively; c2 = 0.749, P = 0.862) and hepatitis

B e antigen-positivity (85.72, 84.21, 81.82 and 85.71%, respectively;

c2 = 0.099, P = 0.992). The median reduction in serum HBV DNA

level from baseline to week 48 was -2.77 (-3.95, -0.71) log10 IU/

mL, -2.42 (-2.98, -0.83) log10 IU/mL, -1.47 (-2.73, 1.11) log10

IU/mL and -2.80 (-4.36, -0.81) log10 IU/mL, respectively (c2 =

8.541, P = 0.036). The TDF group and ETV (0.5 mg)+TDF group

have the highest undetectable HBV DNA rate (76.19 vs. 78.57%)

compared to the ETV (0.5 mg)+ADV group and the ETV (1.0 mg)

group (63.16 vs. 18.18%, respectively). 2 patients in the ETV (1.0

mg) group experienced virological breakthrough at week 48 and was

attributed to poor drug adherence. Adverse events leading to study

drug discontinuation or dose reduction did not occur.

Conclusion: TDF monotherapy was recommended as the best option

for patients with ETV resistance considering the curative effect. And

ADV plus ETV combination therapy could be another choice for

Patients with poor economic conditions. (This study was supported by

the grant from the Chinese foundation for hepatitis prevention and

control (XJS20120601)).
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Background: Single nucleotide polymorphisms (SNPs) of TRAIL

receptor 1 (TRAIL-R1) rs4242305 is involved in treatment response

in chronic viral diseases. However, the association of the SNP with

response to pegylated interferon (PEG-IFN) therapy in patients with

chronic hepatitis B (CHB) has never been investigated.

Methods: A total of 203 patients with CHB treated with PEG-IFN for

48 weeks and followed up for a minimum of 24 weeks were retro-

spectively analyzed. Virological response (VR) for HBeAg-positive

CHB was defined as HBeAg seroconversion plus HBV DNA level

\2000 IU/mL at 24 weeks post treatment. VR for HBeAg-negative

CHB was defined as HBV DNA level\2000 IU/mL at 48 weeks post

treatment. SNP rs4242392 was genotyped using real time PCR based

on TaqMan genotyping assay.

Result: VR was achieved in 76 (37.4%) and HBsAg clearance was

achieved in 18 (8.9%) patients. There was no difference between

groups regarding sex, age, baseline HBV DNA and ALT levels. The

distribution of genotypes CC, CT and TT of rs4242392 in non-re-

sponders were 13 (10.24%), 41 (32.28%) and 73 (57.48%),

respectively. The corresponding figures were 2 (2.63%), 37 (48.68%)

and 37 (48.68%) in responders and were 1 (5.56%), 11 (61.11%) and

6 (33.33%) in the HBsAg clearance group. The genotype CT com-

pared to those with CC genotype was significantly found in

responders compared with non-responders (OR = 5.87, 95% CI

1.24–27.74, P = 0.0256, respectively). However, there was no such

association regarding the genotype TT (OR = 3.29, 95% CI

0.71–15.37, P = 0.1293, respectively).

Conclusion: In summary, the TRAIL-R1 rs4242305 polymorphism

was associated with virological response and HBsAg clearance in

Thai patients with HBeAg-positive and HBeAg-negative CHB treated

with PEG-IFN.

S276 Hepatol Int (2017) 11 (Suppl 1):S1–S1093

123



PP0168

Genetic variation in STAT4 predicts response to nucleos(t)ide
analogues therapy for hepatitis B e antigen-positive chronic
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Background: Nucleos(t)ide analogues (NUC) is a first line therapy

for chronic hepatitis B (CHB) patients. However, NUC therapy is a

lower likelihood of achieving the rate of HBeAg seroconversion than

interferon (IFN) therapy, which is the important point of the end

duration in hepatitis B e antigen (HBeAg)-positive CHB patients. A

genetic variant, rs7574865 in STAT4, was recently reported to be

associated with the response to IFNa treatment for these patients. We

aimed to determine whether this variant is associated with the

response to NUC treatment for these patients.

Methods: This retrospective study included 234 HBeAg-positive

CHB patients who received NUC therapy for median 3 years. The rate

of sustained virologic response (SVR), defined as HBeAg serocon-

version along with HBV DNA level undetectable, was compared

among patients with different genotypes of rs7574865.

Result: After median 3 years treatment, compared to the rs7574865

GT/TT genotype, the GG genotype was significantly associated with a

reduced SVR rate in the HBeAg-positive CHB patients (27 vs. 60%, P

\0.0001). Furthermore, the rate of SVR steadily elevated annually in

GT/TT genotype (36%, 1 year; 47%, 2 year; 60%, 3 year), which is no

difference in GG genotype (22%, 1 year; 24%, 2 year; 27%, 3 year).

A multivariate logistic regression model including rs7574865 and

clinical variables showed that rs7574865 was the most significant

factor for the prediction of SVR (OR: 7.136, P\ 0.0001).

Conclusion: STAT4 rs7574865 is a reliable predictor of response to

NUC therapy for HBeAg-positive CHB patients, and may be used for

optimizing the treatment of CHB.

PP0169

Improved renal laboratory parameters in CHB patients treated
with TAF compared with TDF

Norihiro Furusyo1, Kosh Agarwal2, Kwan Soo Byun3, Jae Seok
Hwang4, John Flaherty5, Kyungpil Kim5, Anuj Gaggar5, Mani
Subramanian5, Maciej Jablkowski6, Alexey Yakovlev7, Huy
Trinh8, Maria Buti9

1Kyushu University Hospital, Fukuoka, Japan; 2Kings College

Hospital NHS Trust, London, UK; 3Korea University College of

Medicine, Seoul, Korea; 4Dongsan Medical Center, Keimyung

University, Daegu, Korea; 5Gilead Sciences, Foster City, USA;
6Infectious and Liver Diseases, Oddziak Obserwacyjno-Zakazny,

Lodz, Poland; 7Clinical Infectious Diseases Hospital n.a. S.P.Botkin,

Moscow, Russia; 8Silicon Valley Research Institute, San Jose, USA;
9Hospital Universitari Vall d’Hebron, Barcelona, Spain

Background: Tenofovir disoproxil Fumarate (TDF) treatment results

in high rates of viral suppression with no described resistance; how-

ever its use has been associated with a deterioration in bone mineral
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density and eGFR over time. TAF, a novel prodrug of tenofovir

(TFV), has better stability in plasma resulting in lower systemic TFV

exposures than TDF. Phase 3 studies of TAF in CHB demonstrated

lower declines in eGFR compared to TDF over 48 weeks of treatment.

Here, we further characterize the clinical renal benefits of TAF

compared to TDF.

Methods: In two identically-designed Phase 3 studies of TAF (Study

110 in HBeAg positive and Study 108 in HBeAg negative patients),

patients were randomized 2:1 to TAF 25 mg QD or TDF 300 mg QD,

each with matching placebo, and treated for 96 weeks. After Week

96, patients receive open label TAF for 48 weeks. Renal parameters

including eGFR calculated by Cockcroft-Gault and CKD-EPI were

evaluated throughout the study period. Chronic kidney disease (CKD)

staging was categorized according to the NKF KDOQI guidelines

(Stage 1: eGFR C 90 ml/min; Stage 2: eGFR 60–90 ml/min; Stage 3

eGFR 30–59 ml/min). Evaluated risk factors for kidney disease

included older age and comorbidities of hypertension, cardiovascular

disease and diabetes. Multivariate analysis was performed using

backwards stepwise approach.

Result: Baseline demographics between TAF and TDF groups in both

studies were generally balanced for risk factors for kidney disease. At

week 48, patients treated with TAF had smaller changes in creatinine

(median change 0.01 mg/dL for TAF and 0.02 mgdL for TDF; p =

0.012) and eGFRCG (median change -1.2 mL/min for TAF and -5.4

mL/min for TDF; p \ 0.001) during 48 weeks of treatment. The

number of patients who had [25% creatinine clearance reductions

was also greater in the TDF arm versus the TAF arm (14.5 vs 8.7%, p

= 0.002). Using the stages of CKD, a higher percentage of patients

treated with TDF had one or more stage worsening in renal function at

Week 48 (10.2 vs 6.5%; p = 0.06). Among patients at highest risk for

kidney disease (older age and comorbidities of hypertension, car-

diovascular disease or diabetes), significantly more patients had

worsening of renal function in TDF treated patients compared to TAF

treated patients. Multivariate analysis of worsening renal function by

CKD stage identified higher baseline eGFR, male gender, and age

[50 as Independent predictors.

Conclusion: In patients with CHB, TAF therapy is associated with

improvement of renal safety versus TDF. The benefits of TAF may be

particularly evident in patients at higher risk of GFR decline.

PP0170

Multiple dose study of GLS4JHS, interfering with the assembly
of HBV core particles, in patients infected with hepatitis B virus

Hong Zhang1, Junqi Niu1, Yanhua Ding1, Hong Chen1, Yue Hu1,
Lin Luo2, Yingjun Zhang2, Cuiyun Li1, Xiaojiao Li1, Liu Jingrui1,
Fengjiao Wang1, Min Wu1, Haijing Wei1, Jixuan Sun1, Meng
Wang1, Guiling Chen1

1Phase I Clinical Research Center, The First Hospital of Jilin

University, Changchun; 2HEC R&D Center, HEC Pharm Co., Ltd.,

Dongguan

Background: GLS4JHS can interfere with the assembly of hepatitis

B virus (HBV) core particles and is a new generation of two hydrogen

pyrimidine antiviral drug. Its structure and anti-HBV mechanism are

similar to Bay41-4109. Because of the short half-life of GLS4JHS, its

effect is affected. Ritonavir can inhibit hepatic enzymes to improve

the exposure of GLS4JHS, reduce the dosage and frequency and

improve the anti-HBV effect. The antiviral activity, resistance profile,

pharmacokinetics (PK), safety, and tolerability of combination of

GLS4JHS and ritonavir, were evaluated in a double-blind, placebo-

controlled, sequential panel, multiple dose study.

Methods: Twenty-four patients with HBV infection were randomized

to receive a 28-day course of combination of GLS4JHS (120 mg QD,

240 mgQD) and Ritonavir (100 mg QD) or entecavir in a ratio of

1:1:1. The antiviral activity, resistance profile, pharmacokinetics

(PK), safety, and tolerability were assessed in the study.

Result: The mean decline from baseline in HBV DNA was 2.37

(0.08–4.78) log 10 IU/mL and the mean decline in HBsAg was 9601

IU/mL after 28 days treatment (Data of subjects in entecavir group

was included). Most patients experienced viral rebound after termi-

nation of the treatment. The PK profile was supportive of once-daily

dosing with mean peak plasma concentrations at 2.5 h postdose and

mean terminal half-life of 64.3 h after last dosage in 120 mg group.

Steady state was achieved following 6 days of daily dosing. The

accumulation rate was similar among the different groups

(1.64–1.98), which indicates that the accumulation is low. The rela-

tionship between GLS4JHS exposures (AUC and Cmax) and dosage

were not linear and the slopes were 0.55 and 0.84, respectively.

GLS4JHS was tolerated in all dose groups. Most of the adverse events

were mild and recovered or improved without treatment. There were

no significant clinically relevant changes in vital signs, laboratory, or

electrocardiogram parameters.

Conclusion: The combination of GLS4JHS and Ritonavir was well

tolerated and produced a rapid and substantial decrease in HBV-DNA

levels in patients chronically infected with HBV. On the basis of these

results, GLS4JHS 120 mg was recommended for further evaluation in

phase II trials.

PP0171

Long-term hepatitis B surface antigen and core-related antigen
kinetics during nucleos(t)ide analogues therapy

Makoto Arai1, Tatsuo Kanda1, Yuki Haga1, Masato Nakamura1,
Fumio Imazeki1, Osamu Yokosuka1

1Department of Gastroenterology and Nephrology, Graduate School

of Medicine, Chiba Univeristy, Chiba, Japan

Background: Treatment of nucleos(t)ide analogue (NA) can improve

the prognosis of patients with hepatitis B virus (HBV). Hepatitis B

surface antigen (HBsAg) and core related antigen (HBcrAg) have

been reported to predict the relapse after discontinuation of NA in

patients with chronic hepatitis B. In this study, we evaluated the

values of HBsAg and HBcrAg during long-term NA therapy.

Methods: All patients undertook entecavir or lamivudine/adefovir

treatment. Patients with the breakthrough of HBV DNA against

treatment were excluded for further analysis. 66 patients (Male 42,

Female24) were analyzed and their mean age was 50.4 years old.

Averaged period of NA treatment was 92.2 ± 22.9 months. 19 out of

32 patients with HBeAg showed the seroconversion of HBeAg during

treatment. Evaluation of HBsAg and HBcrAg was performed twice a

year.

Result: At 84 months after the start of treatment, five patients (9.8%)

showed less than 1.9 log IU/mL of HBsAg (Low HBsAg) and 14

patients (30.4%) showed less than 3.0 log U/mL of HBcrAg (Low

HBcrAg). The number of Low HBsAg and Low HBcrAg was only

one (2.3%). Before treatment, the factor to predict for Low HBsAg

and Low HBcrAg by Cox regression model was the level of HBsAg

(Odds ratio 0.05, 95% CI 0.00–0.51, p = 0.01).

Conclusion: It is unsuccessful to achieve the enough decrease of

HBsAg and HBcrAg by NA therapy, which might show that it is

difficult to avoid the relapse after its discontinuation even by long-

term NA therapy.
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PP0172

Sequential combination therapy with peginterferon leads
to histological improvement in patients with no histological
response after long-term entecavir therapy

Guojun Li1, Yiqi Yu2, Jing Wang3, Xiqi Hu4, Lingyun Shao3,
Wenhong Zhang3,5,6

1Department of Hepatology, the Second Hospital of Yinzhou of

Ningbo, Ningbo; 2Department of Infectious Diseases, Huashan

Hospital, Fudan University, Shanghai; 3Department of Infectious

Diseases, Huashan Hospital, Fudan University, Shanghai;
4Department of pathology, Huashan Hospital, Fudan University,

Shanghai; 5Institutes of Biomedical Sciences, Fudan University,

Shanghai; 6MOH and MOE Key Laboratory of Medical Molecular

Virology, Shanghai Medical College, Fudan University, Shanghai

Background: Although the majority of patients with chronic hepatitis

B (CHB) treated with entecavir achieved regression of fibrosis or cir-

rhosis, no improvement or even progression in histological outcome

still existed. The aim of the study was to assess the effect of sequential

combination (S-C) therapy with peginterferon on hepatic histology in

patients with no histology improvement after long-term ETV treatment.

Methods: Paired liver biopsy was conducted before and at least 6

month after S-C therapy. Patients who had advanced fibrosis (Ishak

score C2 before peginterferon therapy) after long-term ETV therapy

(C2 years) and were included. Histological improvement was defined

as C1-point change in the Ishak fibrosis score.

Result: A total of 43 eligible patients were included. The median

duration of previous ETV therapy was 42 (24–60) months. The majority

of patients achieved an HBV DNA level less than 1000 IU/mL during

previous ETV therapy. The median level of HBsAg was 890

(0.07–12,543.6) IU/mL and 18 (41.9%) patients were positive for

HBeAg. Six (14.0%) patients had HBsAg loss after PegIFN therapy and

10 (10/18, 55.6%) patients achieved HBeAg seroconversion after S-C

therapy. The median Ishak score decreased from 6 to 2 at least 6 months

after S-C therapy (P\0.0001) (Fig. 1). Histological improvement was

achieved in 39 (90.7%) patients. Of the patients with improvement in

hepatic histology, patients with complete improvement (an Ishak

fibrosis score of 0 or 1 after S-C therapy, n = 11) had lower Ishak score

(P\0.0001) and inflammatory grade (B2, P = 0.0021) before PegIFN

initiation and higher rate of HBsAg loss (36.4 vs. 7.1%, P = 0.0423).

Conclusion: In patients with no improvement in hepatic histology

after long-term ETV therapy, sequential combination therapy of

PegIFN could achieve histological improvement.

PP0173

Serum hepatitis B virus RNA levels: the early predictor
of response to entecavir therapy

Xiaxia Zhang1, Jianhong Chen1, Renwen Zhang1, Yu Zhang1,
Hongli Xi1, Xiaoyuan Xu1

1Peking University First Hospital, Beijing

Background: Hepatitis B virus (HBV) RNA is a novel potential

predictor of HBV replication diagnosis. The aim of present study is to

explore its clinical significance as a special status markers.

Methods: Fifty chronic HBV infection patients received long-term

entecavir (ETV) therapy were classified into two groups: the com-

pleted responders (CVP, n = 20) and the partial responders (PVR, n

= 30). Serum HBV RNA level was detected by real-time PCR after

reverse transcription using a random primer, and the quantitative

analysis was based on standard calibration curves with dilution

series of plasmid-based controls. The low detection limit was 102

copied/ml. Other serum markers (ALT/HBsAg/HBV DNA) were

measured at baseline, month 6 and subsequent time points. Among

PVR groups, 40 samples from 20 patients were assayed by High-

Throughput Sequencing in IlluminaMiseq platform for mutation

detection.

Result: At baseline, serum HBV RNA levels had significant differ-

ence between CVRs and PVRs (p = 0.006). The RNA levels showed

positive correlation with Hepatitis B surface antigen (HBsAg) and

HBV DNA levels (r = 0.318, p = 0.026/r = 0.635, p\ 0.001). The

substitutions frequencies of nucleos(t)ide analogue resistant (NAr)

mutants ranged from 1.0 to 6.1% in PVRs as pre-existence mutations,

which did not statistically differ after 24 weeks treatment. However, a

large amount of serum HBV RNA was produced in 24 weeks ETV

therapy initialized (p = 0.013). Four factors had significant fluctua-

tions then, which were HBV RNA (p = 0.013), ALT (p \ 0.001),

HBsAg (p = 0.001) and HBV DNA (p\ 0.001).

Conclusion: Serum HBV RNA levels may serve as a promising novel

biomarker at baseline in predicting response to ETV therapy.

PP0174

Bushenjianpi formula combined with entecavir for HBeAg-
negative chronic hepatitis B patients: a multicenter, randomised,
double-blind, placebo-controlled trial

Yue-qiu Gao1, Xue-hua Sun1, Zhou-hua Zhou1, Xiao-jun Zhu1,
Man Li1, Xin Zhang1

1Shu Guang Hospital Affiliated Shanghai University of Traditional

Chinese Medicine, Shanghai

Background: The treatment combination of traditional Chinese

medicine with Western medicine results in significant decrease of

serum hepatitis B virus (HBV) DNA and increase of HBeAg loss in

patients with HBeAg-positive chronic hepatitis B (CHB) without any

serious adverse events. We aimed to assess whether the Bushenjianpi

Formula combined with entecavir could increase the HBsAg loss rate

in patients with HBeAg-negative CHB.

Methods: In this multicentre, randomised, double-blind, placebo-

controlled trial, we recruited patients with HBeAg-negative CHB

from ten third-level grade-A hospitals. The inclusion criteria included

a history of HBV or HBsAg positive for more than 6 months; per-

sistent HBeAg-negativity or HBeAb positivity; HBV DNA

concentration of 1 9 104 copies per mL or higher by PCR assay at

least 4 weeks before screening; alanine aminotransferase (ALT)

concentrations of 29 ULN or greater, or 1 9 ULN B ALT\29 ULN
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and Knodell histology activity index of 4 points or greater at least 4

weeks before screening; no treatment with any nucleoside analogues

or interferon at least 12 months before screening; and age 18–65

years. By using a block randomisation method, patients were ran-

domly assigned (1:1) to receive Bushenjianpi Formula combined with

entecavir (treatment group) or placebo combined with entecavir

(control group) for 96 weeks. All patients were treated with entecavir

0.5 mg daily and the Bushenjianpi Formula or placebo (4.5 g twice

daily, oral administration). The primary outcomes is the of rate of

HBsAg negative conversion and the secondary outcomes were the

decline range of HBsAg and cccDNA. This study was approved by

Ethical Committee of Shuguang Hospital, Shanghai University of

Traditional Chinese Medicine. All patients were written informed

consent.

Result: Between 2012-12-01and 2016-03-31, 620 patients with

HBeAg-negative CHB were recruited,and they were were randomly

assigned to the treatment group (320 patients)and the control group

(320patients). After 96 weeks of treatment, the percentage of patients

who had reduction in serum HBsAg ceoncentrations decreased more

than 1Log10 in the treatment group (11.76%), which was significantly

higher than that in control group (6.41%) (P = 0.043). The rate of

HBsAg negative conversion was determined by the ratio between the

number of patients whose HBsAg level was lower than 0.1 IU/ml and

the total number of paitents in every group after treatment. The rate of

HBsAg negative conversion was significantly greater in the treatment

group (5.13%) than in control group (2.10%) (P = 0.046). The

cccDNA level of liver tissue after treatment was lower than that

before treatment in both groups (P = 0.001).

Conclusion: The combination of Bushenjianpi Formula with ente-

cavir could result in a decrease of serum HBsAg and liver tissue

cccDNA, as well as increase of HBsAg negative conversion for

patients with HBeAg-negative CHB.

PP0175

Detectable HBV mutants in the enhancer II/core promoter/
precore genes by next generation sequencing is associated
with poor response to pegylated interferon therapy

Natthaya Chuaypen1, Sunchai Payungporn1, Pisit Tangkijvanich1

1Research Unit of Hepatitis and Liver Cancer, Department of

Biochemistry, Faculty of Medicine, Chulalongkorn University,

Bangkok, Thailand

Background: Viral genetic factors associated with treatment

response in patients with chronic hepatitis B (CHB) are currently

unclear. The aim of this study was to evaluate the role of sequence

variations in the enhancer II (EnhII)/basal core promotor (BCP)/

precore (PC) genes of hepatitis B virus (HBV) in patients with

HBeAg-positive CHB treated with pegylated interferon (PEG-IFN).

Methods: Patients with HBeAg-positive CHB treated with 48-week

PEG-IFN were enrolled. Virological response (VR) at week 96 was

defined by HBeAg clearance plus HBV DNA \ 2000 IU/mL. HBV

genotype was performed based on sequencing and phylogenetic

analysis. Pre-treatment viral mutations in the EnhII/BCP/PC regions

were characterized by next generation sequencing (NGS) (Miseq

Illumina platform).

Result: A total of 42 patients (29 male, mean age 32.4 years) were

included. All patients were infected with HBV genotype C. VR was

achieved in 15 (35.7%) patients. The prevalence of T1753C/A/G and

A1762T/G1764A mutations were significantly lower in the responders

compared to the non-responders (13.3 vs. 55.6%, P= 0.008 and 40.0 vs.

74.1%, P = 0.029, respectively). No significant difference between

groups was found with respect to C1653T, G1896A and G1899A

mutations. By univariate analysis, the absence of T1753C/A/G and

A1762T/G1764A mutations was factors associated with VR [odd ratio

(OR); 8.13, 95% confidence interval (CI) 1.53–43.21, P = 0.014 and

OR; 4.29, 95% CI 1.12–16.44, P= 0.034, respectively]. By multivariate

analysis, the absence of T1753C/A/G mutations was the only indepen-

dently predictor of VR (OR 6.12, 95% CI 1.09–34.35, P = 0.040).

Conclusion: NGS could accurately identify the HBV mutants and

provide clinical relevant information in patients with HBeAg-positive

CHB. Patients with detectable T1753C/A/G variants at baseline have

a lower probability of achieving response to PEG-IFN.

PP0176

Long-term antiviral efficacy of entecavir in patients with hepatitis
B virus-related cirrhosis

Yan Xu1, Yonggui Zhang2, Wenqian Qi2, Jiangbin Wang2

1ChinaJapan Union Hospital, Jilin University, Changchun; 2China–

Japan Union Hospital, Jilin University, Changchun

Background: Although the efficacy of entecavir in patients with

chronic hepatitis B virus (HBV) infection without cirrhosis is well

established, few data are available in patients with cirrhosis.

Methods: This prospective study evaluated the clinical outcomes of

treatment with entecavir (0.5 mg) for 288 weeks in nucleoside-naive

patients with compensated or decompensated cirrhosis.

Result: The proportion of patients with Child-Pugh class A disease

was significantly increased at week 288 (98.5%) versus baseline

(47.1%; P\0.0001), the proportion of patients with Child-Pugh class

B disease and Child-Pugh class C disease were significantly decreased

at Week 288 versus baseline (P \ 0.05).The proportion of patients

with disease progression in decompensated cirrhosis group was 4.6%

during 288 weeks, No patients occurred disease progression in

compensated cirrhosis.Among patients with paired liver biopsies,

mean decreases in Knodell necroinflammatory score was 3.5 mean

decreases in Ishak Fibrosisscore was 1.3.

Conclusion: Entecavir is an effective treatment option for patients

with HBV-related compensated or decompensated cirrhosis, resulting

in sustained virological suppression, histological improvement, and

improvement or stabilization of liver function.

PP0177

Baseline quantitative hepatitis B core antibody titre can predict
HBeAg seroconversion in chronic hepatitis B patients with long-
term entecavir treatment

Sheng Shen1, Rong Fan1, Xiaoyun Hu1, Xieer Liang1, Yaobo Wu1,
Weiyin Lin1, Ling Ning1, Jinlin Hou1, Jian Sun1

1Hepatology Unit, Nanfang Hospital, Southern Medical University,

Guangzhou

Background: The predictive value of quantitative Anti-HBc (qAnti-

HBc) in CHB patients treated with first-line antiviral agents needs to

be further elucidated.

Methods: In this retrospective-prospective cohort study, HBeAg

positive CHB patients who were treated with entecavir (ETV) for at

least 1 year at Nanfang hospital from April 2005 to April 2015 were

enrolled. Quantitative anti-HBc evaluation was conducted by using

double-sandwich anti-HBc immunoassay. HBV DNA and HBsAg

levels were quantified with the platform of Roche COBAS Taqman

and ARCHITECT i2000SR. HBV genotype was analyzed by
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phylogenetic analysis based on the surface or overlapping polymerase

gene. Frequencies of G1896A, A1762T and G1764A mutations were

detected by pyrosequencing.

Result: 352 patients were included in this study with 294 (83.5%) of

them were male. The mean age, pretreatment HBV DNA, HBsAg,

qAnti-HBc, G1896A, A1762T, G1764A mutations and the median

level of ALT were shown in table 1. After 2.5 ± 1.8 years of follow

up, 134 patients (38%) achieved HBeAg seroconversion; Among all

the parameters at baseline, the baseline qAnti-HBc levels were only

positively correlated with the baseline ALT levels (r = 0.24, p \
0.001); Patients with HBeAg seroconversion were associated with

significantly higher pretreatment qAnti-HBc (4.6 vs 4.3 log10 IU/mL,

P\0.001) and ALT levels (3.0 vs 2.59 ULN, P = 0.027), compared

with those without achieving HBeAg seroconversion; The cumulative

incidence of HBeAg seroconversion at year 1–5 for patients with

baseline qAnti-HBc levels C4.4 log10 IU/mL was significantly higher

than those with baseline qAnti-HBc levels \4.4 log10 IU/mL (log-

rank p\0.0001, Fig. 1). Multivariate analysis revealed that baseline

qAnti-HBc levels was a strong independent factor associated with

HBeAg seroconversion (OR 1.89; 95% CI 1.29–2.78; p = 0.001),

other independent factors were baseline HBsAg (OR 1.45; 95% CI

1.02–2.07; p = 0.039), ALT (OR 1.57; 95% CI 1.07–2.32; p = 0.022)

and G1896A mutation (OR 1.54; 95% CI 1.01–2.35; p = 0.043).

Conclusion: Pretreatment qAnti-HBc level was an independent pre-

dictor for HBeAg seroconversion in patients with long-term ETV

treatment, which could be used for optimising the antiviral therapy of

CHB.

PP0178

Study on gene heterogeneity of HBV immune prophylaxis failure
mothers and children

Sheng Qiuju1, Ding Yang1, Dou Xiaoguang1

1Shengjing Hospital of China Medical University, Shenyang

Background: Due to correction function insufficiency of reverse

transciptase (RT) during HBV replication course, HBV gene hetero-

geneity is exist widely. Many studies are about influences of S gene

mutations on MTCT. However, on the selective pressure of NA drugs

widely use in clinic, P gene especially RT gene variation strains are

probably selected to be popular. Therefore, whether P gene variation

strains can influence hepatitis B surface antigen (HBsAg) character-

istic and function, produce new immune-escape strains, and lead to

HBV MTCT blocking failure is unclear.

Methods: 10 pairs of HBV immune prophylaxis failure mothers-

children and 18 HBV immune prophylaxis successful mothers

enrolled. Children all completed the full regimen of HBV vaccine. All

patients never accepted NA therapy. Detect HBV DNA loads, extract

DNA and sequence the whole P gene. Collect 8 HBV standard strains

from GenBank, select the same base alignment with our sequence,

and analyze with DNASTAR software. Megalign program was for

comparing the differences among multi-alignments and analyzing the

homology. Phylogenetic tree program was for classifying HBV

genotypes. EditSeq program was for amino acid translation and

classifying HBV serotypes. Protean program was for analyzing the

protein secondary structures.

Result: 1. Nine pairs of mother–child had the same genotype sepa-

rately. Three pairs had genotype B, and six pairs with genotype C.

Only one pair had different genotype between mother and child. All

the ten pairs of mothers-children were with the same serotype adr.

Nine pairs of FM-C were with homology [98%. One pair with dif-

ferent genotype only had homology of 94%.

2. There were no mutations happened on the P gene RT sites which

were usually occurred in strains resistant to NA therapy. However, there

were 3 pairs of FM-C had 14 (14/1032, 1.36%) nucleotide point

mutations on other sites of RT gene. Among them, four nucleotide point

mutations were sense mutation, including ntA289T (C3), ntC446G

(M1/C1), ntA895T (M3/C3 and M9/C9) and ntG1114A (M9/C9), and

leading to amino acid changes of rtT54S, rtS106C, rtS256C and

rtA329T. We found that a-helix, b-pleated sheet and b-turn of protein

secondary structure were different from the same genotype reference

strains, leading to diferences with molecular weight, length, isoelectric

point and antigenic index. S gene had N3SA (M10), 45T (C3) and L98 V

(M1/C1) mutations. Protein secondary structures analysis showed their

antigenic indexes were different from the same genotype standard

strains. However, there were no mutations found in the HBsAg ‘‘a’’

determinant (AA124-147).

Conclusion: HBV immune prophylaxis failure mothers-children had

different mutations in S gene outside of the ‘‘a’’ determinant from

HBV immune prophylaxis successful mothers. They were N3S, A45T

and L98 V. These mutations can lead to protein secondary structures

changes.

PP0179

Clinical observation of efficacy and safety of telbivudine to block
HBV vertical transmission in the middle-late pregnancy

Hui Li1, Jia Wei2, Bin hai Wang3, Dong xiao Yang3, Ming Gong3
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Research Center, the Second People’s Hospital of Yunnan Province,

Kunming; 2The Second People’s Hospital of Yunnan Province,

Kunming; 3NO. 2 Department of Liver Disease, the 3rd People’s

Hospital of Kunming, Kunming

Background: The purpose of this study was to assess the efficacy and

safety of telbivudine (Ldt) treatment for blocking HBV vertical

transmission in the middle-late pregnant women with chronic HBV

infection.

Methods: A total of 120 pregnant women with chronic HBV infec-

tion were enrolled. They had all refused termination of pregnancy and

accepted Ldt antiviral treatment. All pregnant women were randomly

divided into five groups (an average 20 people in each group),

including begin to receive LdT antiviral therapy in 20, 28, 24, 32 and

36 weeks of gestation. There were 20 pregnant women with chronic

HBV infection in control group, and they had all refused to accept the

LdT antiviral therapy.

Result: The levels of HBV DNA was detected before delivery, the

results of treatment groups were much lower than the results of

control group (t = -6.531, P\0.001). The levels of HBV DNA was

detected before delivery, there’s no statistical difference between the

24 and the 28th gestation week of treatment groups (t = -1.96, P =

0.057). The rate of HBsAg and HBV DNA was 0% at the 24 weeks

after birth. The pregnant women of the treatment groups had no

obvious adverse reactions during taking LdT antiviral treatment

period, their babies had no birth defects and related complications.

Conclusion: LdT can block the vertical transmission of HBV effec-

tively and safely.

PP0180

The long-term safety of autologous bone marrow stem cells
transplantation in patients with HBV-associated decompensated
liver cirrhosis

Huijuan Cao1, Shaoquan Zhang1, Weng WeiZhen2, Junfeng
Chen1, Liang Peng1, Zhiliang Gao1, Bingliang Lin1

1The Third Affiliated Hospital of Sun Yat-sen University,

Guangzhou; 2The Third Affiliated Hospital of Sun Yat-sen

University, Guangzhou

Background: The study is to evaluate the efficacy and long-term

safety of autologous bone marrow stem cells (ABMSC) transplanta-

tion in patients with HBV-associated decompensated liver cirrhosis.

Methods: This is an open, non-randomized prospective controlled

study. Forty-five inpatients with HBV-associated decompensated liver

cirrhosis were divided into two groups: control group and stem cell

group. 30 patients were in control group receiving comprehensive

therapy, and 15 patients in stem cell group receiving comprehensive

therapy adding on stem cells transplantation by hepatic artery or

portal vein. All patients were followed up for over 5 years. Bio-

chemical indicators were evaluated within the first 48 weeks. The

complications of cirrhosis and the cumulative rate of hepatocellular

carcinoma (HCC) were observed for 5–10 years.

Result: All patients in stem cell group generally well tolerated the

bone marrow aspiration and transplantation surgery. No complication

related to stem cell transplantation therapy was observed. The bio-

chemical indicators improved both in two groups. PT and MELD

scores in stem cell group decreased significantly compared with the

control group at week 4 (P = 0.011, P = 0.022 respectively).

Comparing the patients receiving ABMSC by different delivery

approaches, AFP increased in hepatic artery transplantation group at

week 4 (P = 0.033) than the portal vein transplantation group. The

rate of complications and HCC had no significant differences between

two groups follow-up 5–10 years.

Conclusion: Autologous bone marrow stem cells (ABMSC) trans-

plantation in patients with HBV-associated decompensated liver

cirrhosis is safe not only short time but also long term, and improved

liver function transiently.

PP0181

Systematic review on reporting quality of randomized controlled
trials in patients with hepatitis B or C in China

Na Zeng1, Cailun Zou1, Zhiying He1, Kong Yuanyuan1, Jidong
Jia1

1Beijing Friendship Hospital, Capital Medical University, Beijing

Background: In China viral hepatitis is prevalent and clinical studies

on their treatment have been progressed greatly in last two decades.

Randomized controlled trails (RCTs) offer best evidence on the

efficacy of the therapeutic modalities. However, there have been few

studies conducted to evaluate the reporting quality of RCTs in this

field. Therefore, the aim of thepresent study was to assess the

reporting quality of RCTs on the treatment of hepatitis B or C from

1991 to 2015 in China.

Methods: RCTs were identified via PubMed, Medline and Embase

from January 1991 to December 2015, with the key words ‘‘treat-

ment’’, ‘‘therapy’’, ‘‘hepatitis B’’, ‘‘HBV’’, ‘‘hepatitis C’’ ‘‘HCV’’,

‘‘China’’ and ‘‘Chinese’’. The studies of vaccination, pathogenesis,

diagnosis and prognosis, HBV or HCV with other diseases were

excluded. We divided the reports into 5 periods (1991–1995,

1995–2000, 2001–2005, 2006–2010 and 2011–2015) and assessed the

reporting quality by using the Consolidated Standards of Reporting

Trials(CONSORT)checklist and SPSS 16.0.

Result: After screen with inclusion and exclusion criteria, a total of

239 RCTs out of 4443 articles were included. Overall, the scores of

key component of CONSORT such as Randomisation, Implementa-
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tion, and Blinding were low (16.5, 2.8 and 11.3%, respectively). The

number of RCTs articles increased rapidly with time, while the

quality increased gradually with time. Articles published after 2010

(CONSORT 2010 statement and the National Science and Technol-

ogy Major Project on viral hepatitis in China were initiated) had a

significantly higher mean score than those published before 2010 (21

vs 18 in English articles, 18 vs 17 in Chinese articles, p\0.05). The

CONSORT score was strongly correlated with sample size, funding

and ethic approval.

Conclusion: The number of RCTs articles increased faster than the

quality of the articles in the last two decades. The key components of

CONSORT still need to improve.We hope that the present results will

lead to better understanding and help to improvethe quality of clinical

trials on hepatitis B or C.

PP0182

Response-guided route map therapy can obviously elevate
response for pegylated interferon alfa-directed therapy
in HBeAg-positive CHB patients

Yu Ming Wang1

1Third Military Medical University, Chongqing

Background: Pegylated interferon alfa (PEG IFN-a) has played both

antiviral and immunomodulatory roles, and therefore has a prominent

HBeAg seroconversion rate and HBsAg clearance rate compared to

nucleos(t)ide drugs (NUCs). However, individuals in China have

huge different response to PEG IFN-a, and there is no good way to

predict its efficacy. Currently, treatment is usually modified according

to response in 24 weeks. We have found that the early turning point, a

kind of the early virologic response, is of importance in HBeAg-

positive CHB patients. This study was to elevate the efficacy by early

turning point-guided route map therapy.

Methods: HBeAg-positive CHB patients who had received PEG IFN-

a for 12 weeks, according to a turning point (C or \2 logl0 IU/ml

decrease from baseline in HBV load), received continuous PEG IFN-

a (180 lg/week) monotherapy, PEG IFN-a (180 lg/week) and NUCs

sequential treatment, or combined treatment with PEG IFN-a and

NUCs, respectively. The primary endpoint was HBeAg seroconver-

sion. The total duration of treatment was C 48 weeks, and all patients

were further followed up during or after treatment.

Result: Total of 776 HBeAg-positive CHB patients were enrolled.

After 12-week treatment, if the patients have virologic response

(compared to the baseline, virus quantitative decrease C2 logl0 IU/

ml), the single PEG IFN-a treatment continues (monotherapy group, n

= 235). However, when the decrease of virus quantitation \2 logl0

IU/ml compared to the baseline, the patients were randomized into

two groups, PEG IFN-a + NUCs combination treatment (combination

group, n = 162) and PEG IFN-a & NUCs sequential treatment (se-

quential group, n = 153), respectively (Fig. 1). There were no

significant differences in sex, age, HBV genotype and HBsAg level

among the three groups. At the end of treatment endpoint, the HBsAg

loss or seroconversion rates in monotherapy group, combination

group and sequential group were 43.3% (94/217), 26.8% (40/149) and

13.4% (13/97), respectively (P \ 0.05; P \ 0.01); the HBeAg

clearance or seroconversion rates in monotherapy group, sequential

group and combination group were 29.0% (63/217), 29.9% (29/97),

and 2.7% (4/149), respectively (P\0.01), and no statistically signifi-

cant difference between monotherapy group and sequential group (P

[ 0.05).

Conclusion: Through the early turning point-guided route map gui-

ded therapy, the ideal response rate may be elevated dramatically, and

12 week may be the optimal time point for predicting outcome of

HBeAg-positive CHB patients with PEG IFN-a.

PP0183

LHBs can elevate the expression of MDR1 through HIF-1a
in patients with CHB infection: a comparative proteomic study

Shi-Ying Li1, Yixuan Yang1, Rong Ren1

1Key Laboratory of Molecular Biology for Infectious Diseases

(Ministry of Education), Institute for Viral Hepatitis, Department of

Infectious Diseases, The Second Affiliated Hospital, Chongqing

Medical University, Chongqing

Background: Hepatitis B virus (HBV) infection is a major risk factor

for liver cirrhosis and hepatocellular carcinoma (HCC). To gain a

better understanding of the pathogenesis of HBV infection, this study

aimed to investigate the differential expressed proteins (DEPs) in

liver tissues from patients with chronic hepatitis B (CHB) infection.

Methods: Liver samples from CHB patients and controls without

HBV infection were collected and subjected to isobaric tags for rel-

ative and absolute quantitation (iTRAQ) and mass spectrometric

analysis.

Result: Seventy-one DEPs were identified. Overexpression of multi-

drug resistance protein 1 (MDR1) was validated by RT-qPCR and

western blot analyses. Moreover, its expression was increased at both

the mRNA and protein levels in response to overexpression of HBV

large surface protein (LHBs). Furthermore, screening of transcription

factors suggested the possible involvement of hypoxia-inducible

factor 1a (HIF-1a) in the interaction between LHBs and MDR1. The

function of HIF-1a in the MDR1 activation was confirmed by EMSA

and reporter gene analyses.

Conclusion: These results imply that LHBs, in association with HIF-

1a, induces MDR1 overexpression, which may contribute to the

pathogenic changes in CHB infection.
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PP0184

Deubiquitylation of hepatitis B virus X protein (HBx)
by ubiquitin-specific peptidase 15 (USP15) increases HBx stability
and its transactivation activity

Zhi-Jun Su1, Jia-Shou Cao1, Yan-Fang Wu1, Wannan Chen1,
Xinjian Lin1, Yun-Li Wu1, Xu Lin1,2

1Key Laboratory of Ministry of Education for Gastrointestinal

Cancer, School of Basic Medical Sciences, Fujian Medical

University, Fuzhou; 2Fujian Key Laboratory of Tumor Microbiology,

Fujian Medical University, Fuzhou

Background: Hepatitis B virus X protein (HBx) plays important roles

in viral replication and the development of hepatocellular carcinoma.

HBx is a rapid turnover protein and ubiquitin–proteasome pathway

has been suggested to influence HBx stability as treatment with

proteasome inhibitors increases the levels of HBx protein and causes

accumulation of the polyubiquitinated forms of HBx. Deubiquitinases

(DUBs) are known to act by removing ubiquitin moieties from pro-

teins and thereby reverse their stability and/or activity. However, no

information is available regarding the involvement of DUBs in
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regulation of ubiquitylation-dependent proteasomal degradation of

HBx protein.

Methods: Ineraction between USP15 and HBx were confirmed by

GST pull-down assay and co-immunoprecipitation. The effect of

USP15 on the expression level, half-life and the ubiquitination status

of HBx were evaluated after over expression or siRNA knockdown of

endogenous USP15. The effect of USP15 on transactivation capacity

of HBx were investigated by cis-element reporter assay in which HBx

and USP15 were co-expressed together with the luciferase reporting

plasmids.

Result: USP15 directly interact with HBx via binding to the HBx

region between amino acid residues 51 and 80. USP15 increased HBx

protein levels in a dose-dependent manner and siRNA-mediated

knockdown of endogenous USP15 reduced HBx protein levels.

Increased HBx stability and steady-state level by USP15 were

attributable to reduced HBx ubiquitination and proteasomal degra-

dation. Importantly, the transcriptional transactivation function of

HBx is enhanced by overexpression of USP15.

Conclusion: USP15 could de-ubiquitinate the HBx through protein–

protein interaction, hence reduced degradation of HBx and sequen-

cially improved its trans-activation capacity.

PP0185

Biological significance of amino acid substitution Q129N
and T131N/M133T in hepatitis B surface antigen (HBsAg)
for glycosylation, antigenicity and immunogenicity of HBsAg
and hepatitis B virus replication

Yaoyue Kang1, Fahong Li1, Chunchen Wu2, Jiming Zhang1

1Department of Infectious Diseases, Huashan Hospital, Fudan

University, Shanghai; 2State Key Lab of Virology, Wuhan Institute of

Virology, Chinese Academy of Sciences, Wuhan

Background: Amino acid (aa) substitutions of hepatitis B surface

antigen (HBsAg) may affect the antigenicity and immunogenicity of

HBsAg, leading to immune escape and diagnostic failure. We aim to

biological significance of substitution Q129N and T131N/M133T in

HBsAg for glycosylation, antigenicity and immunogenicity of HBsAg

and HBV replication.

Methods: We generated a series of expression constructs of variant

HBsAg (vtHBsAg) with amino acid substitutions Q129N, Q129L,

T123N and T131N/M133T. The expression of vtHBsAg was detected

by Western blot and immunofluorescence (IF) staining with anti-HBs

antibodies after transient transfection in hepatoma cells. The ability of

vtHBsAg to bind anti-HBs was detected by specific HBsAg

immunoassays. The ability of vtHBsAg to induce anti-HBs was

determined by in vivo DNA immunization. Finally, replication

competent HBV clones with corresponding amino acid substitutions

were constructed and transfected into hepatoma cells. Intracellular

HBV replication intermediates was extracted and analyzed by

Southern blot analysis.

Result: A new band with a size of about 32 kDa was observed for

vtHBsAgs with a substitutions Q129N and T131N/M133T. Huh7

cells treated with PNGase F and EndoH which were used to remove

N-linked glycans or specifically cleave high mannose and certain

types of hybrid sugars show that only the 26 kDa band was observed

for wtHBsAg and the 2 vtHBsAgs. The vtHBsAg with Q129N and

T131N/M133T displayed weaker fluorescence intensity than wt-

HBsAg and the vtHBsAg with Q129N and T131N/M133T was

observed to be perinuclear distribution by IF staining with the anti-

HA. Reduced reactivity of vtHBsAgs with substitutions of Q129N

and T131N/M133T was observed in ELISAs based on mAbs S1, S11

and A11 compared with wt-HBsAg. The ability of mice immunized

with plasmids pHBsAg-T131N/M133T and Q129N to induce anti-

HBs antibody responses against wtHBsAg was greatly impaired, and

anti-HBs antibody in these mice could be hardly detected. Mice

immunized with vtHBsAgs with Q129N and T131N/M133T have

comparable levels of anti-HBs with mice immunized with wtHBsAg.

And mice immunized with Q129N has significant reduced viral load

than mice with wtHBsAg. While mice immunized with vtHBsAgs

with T131N/M133T have a comparable level of viral load with mice

immunized with wtHBsAg. No apparent differences were noted for

production of HBV virus in cells and HBsAg and HBeAg in super-

natant for hepatoma cells tranfected with wt- or vtHBsAg.

Conclusion: Amino acid substitutions Q129N and T131N/M133T

create additional N-glycosylation, which presents slight impact both

on the antigenicity and immunogenicity of HBsAg and has no effect

on HBV replication.

PP0186

Modulation of hepatitis B virus replication and hepatocyte
phenotype by hypoxia-induced gene domain protein-1a

Hongyan Liu1, Zhanglian Xie1, Geng Zhang1, Jinke Pang1, Jiming
Zhang2, Xiaoyong Zhang1

1Hepatology Unit, Nanfang Hospital, Southern Medical University,

Guangzhou; 2Department of Infectious Diseases, Huashan Hospital,

Fudan University, Shanghai

Background: Hepatitis B Virus (HBV) replication in hepatocytes is

restricted by the host immune system and various intracellular sig-

naling pathways. By microarray screening the differentially expressed

genes between immune tolerant and inactive HBV carriers, we

identified that Hypoxia-inducible gene domain 1A (HIGD1A)

expressed at higher level in inactive carriers and possibly contributed

to viral control in chronic hepatitis B patients. Here, we investigated

the effect of HIGD1A on HBV replication and explored the under-

lying mechanism.

Methods: HIGD1A expression vectors or specific siRNAs were

transfected into HBV-producing HCC cell lines. HBV replication,

transcription, antigen expression, promoter activities were examined

by southern blot, realtime RT-PCR, CMIA and luciferase reporter

assay. The cellular gene expression profiles and phenotypic change in

hepatocytes were analyzed by RNA-seq, realtime RT-PCR, prolifer-

ation assay, and FACS cell cycle analysis.

Result: Knockdown of HIGD1A by siRNA in HepG2.2.15 or Huh7

cells led to markedly increased HBV replication, transcription and

antigen expression. Inversely, overexpression of HIGD1A by co-

transfection with replication-competent plasmid HBV1.3 suppressed

HBV replication and antigen expression in Huh7 cells. Consistently,

HBV core promoter transcription activity was suppressed by

HIGD1A overexpression and was enhanced by HIGD1A knockdown.

RNA-seq analysis of the global cellular gene expression profiles in

HIGD1A stably knockdown HepG2.2.15 and Huh7 cells revealed that

the transcription factors negatively regulating HBV transcription

(NR2F1) and cell proliferation (NEK7 and JUN) were down-regu-

lated. These findings were further confirmed by real time RT-PCR.

Moreover, HIGD1A was expressed at relative higher level in malig-

nant than peritumoral liver tissue. Its overexpression in HCC cell lines

promoted cells growth, proliferation, G2/M cell cycle transition and

prevented hypoxia-induced cell apoptosis.

Conclusion: Our results demonstrated that HIGD1A transcriptionally

inhibited HBV replication through NR2F1 regulation and it might

represent an intrinsic host antiviral factor that restricted HBV pro-

longation in hepatocytes. In addition, the effect of HIGD1A on
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hepatocytes phenotype implicated its potential role in the liver

carcinogenesis.

PP0187

Different mechanisms may exist for HBsAg synthesis
and secretion during various phases of chronic hepatitis B virus
infection

Yunsong Li1, Qun Cai2, Xiangling Meng1, Zhenhua Zhang2

1Department of General Surgery, The First Affiliated Hospital of

Anhui Medical University, Hefei; 2Department of Infectious

Diseases, The First Affiliated Hospital of Anhui Medical University,

Hefei

Background: To characterize the expression and secretion of hep-

atitis B surface-antigen (HBsAg) in the hepatocytes of hepatitis B

virus (HBV)-infected patients in different phases of infection, the

association of intrahepatic HBsAg expression with virological

markers and histological characteristics was analyzed.

Methods: 302 chronic HBV infection patients who had not received

antiviral therapy were stratified by HBeAg status. The proportion of

HBsAg-positive cells was used as indicator for HBsAg expression

level.

Result: In HBeAg-positive patients, there was a significant correla-

tion between serum HBsAg and serum HBV DNA levels (r = 0.569, P

\0.001). Intrahepatic HBsAg expression and serum HBsAg level in

HBeAg-positive patients were higher than those in HBeAg-negative

patients (P = 0.002 and P\ 0.001, respectively). A significant cor-

relation between serum HBsAg level and intrahepatic HBsAg

expression was found in HBeAg-negative patients (r = 0.377, P \
0.001), but not in HBeAg-positive patients (r = 0.051, P = 0.557).

Very interestingly, the correlation between serum HBsAg level and

HBsAg expression in hepatocytes gradually increased along with

disease progression through the immune-tolerant, immune-clearance,

inactive, and recovery phases of HBV infection (r = - 0.184, 0.068,

0.492, and 0.575; and P = 0,238, 0,722, 0.012, and 0.002,

respectively).

Conclusion: Different mechanisms may be involved in HBsAg syn-

thesis and secretion in different phases of chronic HBV infection.

PP0188

Expression signature of MicroRNA-155 in chronic hepatitis B
patients and it regulates interferon-c production in natural killer
cells

Jun Ge1, Zuxiong Huang2, Geng Zhang1, Jie Peng1, Jian Sun1,
Jinlin Hou1, Xiaoyong Zhang1

1Hepatology Unit, Nanfang Hospital, Southern Medical University,

Guangzhou; 2Department of Hepatology, Mengchao Hepatobiliary

Hospital of Fujian Medical University, Fuzhou

Background: MicroRNAs (miRNA) can be detected in the serum and

peripheral blood mononuclear cells (PBMCs) and have been reported

to be differently regulated in a variety of liver diseases. miR-155 had

been identified as a key modulator of cellular functions in both innate

and adaptive immunity. The aim of this study was to clarify the

relationship between the expression of miR-155 and clinical outcome

in patients with Chronic Hepatitis B (CHB).

Methods: A total of 21 healthy controls (HC) and 120 patients with

chronic HBV infection, including 41 telbivudine based therapy and 24

peg-IFN-a-2a treated CHB patients, were enrolled in this study. miR-

155 expression in PBMC and serum samples were evaluated by

realtime RT-PCR, respectively. CD56+NK cells were sorted by

MicroBeads and were electronically transfected with miR-155 mimic.

Cytokines production and gene expression in NK cells were deter-

mined by FCAS Flow assay and realtime RT-PCR.

Result: miR-155 expression in PBMC (CHB vs HC, p = 0.560; CHB

vs IT, p\ 0.001) and serum samples (CHB vs HC, p = 0.757; CHB

vs IT, p = 0.013) from CHB patients with abnormal ALT levels was

comparable to HC, but higher than immunotolerant carriers and

inactive carriers. There was a positive correlation between miR-155

expression and ALT levels in CHB patients (p = 0.002, r = 0.495).

Accompanied with the reduction of ALT levels, miR-155 expression

in PBMC was gradually decreased during telbivudine or peg-IFN-a-

2a therapy. Interestingly, telbivudine-treated patients achieved

HBeAg seroconversion at week 52 exhibited higher miR-155 ex-

pression levels at baseline than non-responders (p = 0.007).

Furthermore, we found that miR-155 (p = 0.002) and IFN-c
expression (p = 0.015) in NK cells was significantly down-regulated

in CHB compared with HC. Inversely, SCOS1, a target of miR-155,

was up-regulated in NK cells of CHB. Finally, reconstitution of miR-

155 in NK cells from CHB patients led to a decrease in SCOS1

expression (p = 0.008) and an increase in IFN-c production (p =

0.001).

Conclusion: Our study established the correlations between miR-155

expression and liver inflammation or treatment outcome during HBV

infection and antiviral therapy. The in vitro data suggested that miR-

155 down-regulation in NK cells of CHB impaired IFN-c production

by targeting SOCS1, which may contribute to immune defects and

immunopathogenesis during chronic HBV infection.

PP0189

Quantitative hepatitis B core antibody level may serve
as an important indicator for initiation of antiviral treatment
in chronic hepatitis B

Jing Li1, Tianying Zhang2, Jiming Zhang1, Quan Yuan2

1Department of Infectious Diseases, Huashan Hospital, Fudan

University, Shanghai; 2State Key Laboratory of Molecular

Vaccinology and Molecular Diagnostics, School of Life Science and

School of Public Health, Xiamen University, Xiamen

Background: Recent studies demonstrated that the quantitative

hepatitis B core antibody level (qAnti-HBc) is a valuable biomarker

for the clinical management of chronic hepatitis B (CHB) patients.

Here, we investigated the relationship between qAnti-HBc level and

liver histology in CHB patients.

Methods: A total of 363 patients were included in this study. The

qAnti-HBc levels were quantified. The histological severity of hepatic

inflammation and fibrosis were scored using the modified Scheuer

system. The relationship between histology and serum markers was

systematically analyzed.

Result: Patients with moderate to severe hepatic inflammation (or

fibrosis) exhibited significantly higher (p\ 0.001) qAnti-HBc levels

compared to patients with no or mild hepatic inflammation (or

fibrosis). The qAnti-HBc level was found to have significant diag-

nostic value for either C G2 inflammation (AUROC = 0.764, 95% CI

0.712–0.815, p\0.001) or C S2 fibrosis (AUROC = 0.701, 95% CI

0.640–0.761, p\ 0.001). A novel index (denoted the AC index) for

the identification of C G2 inflammation, which combined the qAnti-

HBc and alanine aminotransferase (ALT) levels, significantly

improved diagnostic performance (AUROC = 0.813, 95% CI

0.765–0.861) compared to the use of ALT alone (AUROC = 0.779,
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95% CI 0.729–0.829). Furthermore, another novel index (denoted the

PACG index), derived from combining the qAnti-HBc level, platelet

count (PLT) and albumin globulin ratio (A/G), presented better

diagnostic performance (AUROC = 0.807, 95% CI 0.758–0.856) than

that of two commonly used fibrosis indexes, specifically the APRI

(AUROC = 0.723, 95% CI 0.665–0.781) and FIB4 (AUROC =

0.738, 95% CI 0.681–0.796).

Conclusion: The qAnti-HBc levels were significantly associated with

the histological severity of CHB patients and may serve as an

important indicator for initiation of antiviral treatment in chronic

hepatitis B.

PP0190

Evaluation of currently improved ARCHITECT� anti-HBs
reagents comparing to the results of other chemiluminescent
immunoassay autoanalyzers

Min Hyuk Choi1, Younhee Park1, Hyon-Suk Kim1

1Yonsei University College of Medicine, Seoul, Korea

Background: The hepatitis B surface antibody (anti-HBs) assay has

been widely used to monitor the protective immunity after vaccina-

tion and the recovery of HBV infection. Various kinds of assay

systems and commercial reagents have been used for the test of the

anti-HBs level. Recently the reagent of ARCHITECT� anti-HBs

assay had improved to new generation with revised the World Health

Organization (WHO) standard material. We evaluated the new

reagent comparing to the conventional and other commercially

available reagents.

Methods: Samples from 1064 patients for routine anti-HBs test were

collected to evaluate and compare the results of conventional and new

generation of ARCHITECT� anti-HBs reagents. To assess the per-

formance characteristics and determine the correlations of currently

available various assay systems, anti-HBs levels were measured with

Vitros anti-HBs assay, Roche Elecsys anti-HBs assay and Advia

CentaurXP anti-HBs assay in 511 samples close to clinical decision

level (10 and 100 IU/L).

Result: A total of 1064 samples were evaluated for the conventional

and newly improved ARCHITECT� anti-HBs assay reagents. New

reagents showed more higher and sensitive results with strong cor-

relation (slope = 1.51, intercept 0.40, r = 0.99; Fig. 1) to the old one.

And the new results were well correlated with other assay reagents

than previous generation. The assay specificities of the reagents were

between 53.5 and 98.7% when samples from patients with negative

Hepatitis B core antibodies (anti-HBc) status or if the sample was not

reactive (\10 IU/L) on more than 3 of 5 reagents were defined as true

negatives. Sensitivity ranged between 83.8 and 98.6% (Table 1).

Conclusion: New generation of ARCHITECT� anti-HBs reagents

showed improved sensitivity from 83.8 to 97.4% with lower speci-

ficity 98.7 to 84.3%. And this new reagent was better correlated with

other commercial assays. Further clinical monitoring of the low

positive patients, whose results around 10 IU/L, should be needed.

PP0191

Circulating CXCR5+CD8+ T Cells Benefit HBeAg Seroconversion
in Patients with Chronic HBV Infection

Zhou Shuang-Nan1, Zhang Ji-Yuan1, Chang Wen-Xian1, Wang
Fu-Sheng1

1Treatment and Research Center for Infectious Diseases, Beijing 302

Hospital, Beijing

Background: Although follicular CXCR5+CD8+ T cells have been

reported to curtail chronic viral infection, the characteristics of cir-

culating CXCR5+CD8+ T cells remain unknown.

Methods: Here, we characterized circulating CXCR5+CD8+ T cells

in both cross-sectional and longitudinal studies.

Result: These circulating CXCR5+CD8+ T cells are counterparts of

follicular CXCR5+CD8+ T cells and share similar phenotypic markers

and functional properties in patients with chronic HBV infection. The

frequency of circulating CXCR5+CD8+ T cells was higher in ente-

cavir–treated patients who had achieved HBeAg seroconversion in

both cross-sectional and longitudinal studies. These cells were less

exhausted and able to produce a significantly higher level of IFN-c,

TNF-a and CD107a after stimulation with HBV peptides. In vitro

CXCR5+CD8+ T cells inhibited the release of HBsAg from

HepG2215 cells in dose-dependent manner. Importantly, longitudinal

study showed responders displayed a continuous increase of
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CXCR5+CD8+ T cells before HBeAg seroconversion. However, non-

responders lacked this increase compares with responders.

Conclusion: CXCR5+CD8+ T cells may actively correlate with viral

clearance. The recovery of circulating CXCR5+CD8+ T cells may

represent a prognostic marker for favorable response in patients

undergoing entecavir treatment.

PP0192

The complex patterns of quasispecies in the reverse transcriptase
region of hepatitis B virus in telbivudine treatment

Wenxun Huang1, Liting Song1, Juan Kang1, Hong Ren1, Keyue
Ding1

1Key Laboratory of Molecular Biology for Infectious Diseases

(Ministry of Education), Institute for Viral Hepatitis, Department of

Infectious Diseases, The Second Affiliated Hospital, Chongqing

Medical University, Chongqing

Background: Telbivudine (LdT) is an anti-hepatitis B virus (HBV)

agent for its inhibitory effect on virus replication. There is a frequent

emergence of drug resistance mutations in the virus population in the

course of treatment, which are predominantly located in the reverse

transcrip-tase (RT) region. We characterized the components and

dynamic changes of quasispecies underling drug resistance in chronic

hepatitis B patients with LdT treatment.

Methods: HBV RT regions in 21 patients were sequenced using the

Sanger and Ion Torrent PGM� platform at five time points (i.e.,

baseline, weeks 1, 3, 12 and 24 after LdT treatment). After correcting

sequencing errors in original sequencing reads, we used a sequencing

read assembler—ShoRAH—to reconstruct quasispecies.

Result: During follow-up, we noted that the changes of HBV DNA

levels were significantly associated with virologic response (the

complete response, HBV DNA level B60 IU/ml at 24 weeks of

treatment; the incomplete response, 60\HBV DNA level B2000 IU/

ml; and no response,[2000 IU/ml) and HBV genotype (ANOVA, p

= 9.9e-07 and 1.9e-05, respectively). The complexity of viral

quasispecies (the Shannon entropy, Sn) did not differ with time

points, genotype and response (ANOVA, p = 0.15, 0.18, and 0.50,

respectively). The changes of mean genetic distance (p) were not

significantly associated with genotype (p = 0.33 and 0.06 for the

nucleotide and amino acid level, respectively) and response (p = 0.11

and 0.88). In addition, the changes of dN were not significantly

associated with genotype (p = 0.09) and response (p = 0.11).

Conclusion: There is no significantly change of quasispecies in the

HBV-RT region associated with LdT monotherapy for 24 weeks

between the groups of complete and incomplete/no response.

PP0193

Pegylated interferon-a-2a relieve Liver fibrsis of patients
with chronic B patients via downregulation Th17

Yu-e Cheng1, Hue-Ping Shang2, Guo-ning Wang3, Yan Yang2, Xia
Zhao4, Pei-pei Cao5

1Department of Gastroenology, Shizuishan First People’s Hospital,

Shizuishan; 2Department of Infection Disease, Ningxia General

Hospital Affiliated Ningxia Medical University, Ningxia;
3Department of Infection Disease, Taishan Medical University

Affiliated Hospital, Jinan; 4Department of B Ultrasound, The Central

Hospital of Shengli Oilfield, Dongying; 5The Graduate School of

Ningxia Medical University, Ningxia

Background: To investigate the mechanism whereby Pegylated

interferon-a-2a (PEG-IFNa-2a) relieve Liver fibrsis of patients with

Chronic hepatitis B (CHB).

Methods: Elisa was used to measure the Th17 cytokines in the blood,

immunohistochemistry was used to determine the Th17R positive

cells. The stastical analysis was used to evaluate the role of PEG-

IFNa-2a on Th17 secretion, Th17 positive cells and the fibrosis of the

liver.

Result: We showed that Th17 levels in the blood and Th17 positive in

the tissues of patients with CHB was significantly higher than the

normal control; and they showed a positively correlation with the

grade of the fibrosis of the patients. Meanwhile, we also showed that

the patients showed a significant decreasing of Th17 expression in the

blood and Th17 positive cells in the tissues upon PEG-IFNa-2a

treatment. Consistently, the data also showed that patients exhibited

decreased fibrosis after they received PEG-IFNa-2a treatment.

Conclusion: Taken together, our data showded that Th17 was a rik

factor for the fibrosis of patients with CHB, and that PEG-IFNa-2a

could relieve the fibrosis by downregulation Th17 expression.

PP0194

Hepatitis B virus X protein promotes human
hepatoma cell growth via upregulation of long non-coding RNA

NR_037597

Linxi Shi1, Yongguang Tao2, Xuegong Fan3, Ning Li1

1Department of Blood Transfusion, Xiangya Hospital, Central South

University, 87 Xiangya Road, Changsha, Hunan Province; 2Cancer

Research Institute, Central South University, 87 Xiangya Road,

Changsha, Hunan Province; 3Department of Infectious Diseases,

Xiangya Hospital, Central South University, Key Laboratory of Viral

Hepatitis, 87 Xiangya Road, Hunan Province, Changsha

Background: Hepatitis B virus (HBV) X protein (HBx) plays an

important role in HBV-associated hepatocellular carcinoma (HCC) by

activating a series of intracellular signaling pathways that are

involved in the progression from chronic hepatitis to cirrhosis and

eventually HCC. Previous studies reported long non-coding RNA

(lncRNA) NR_037597 expression was up regulated in LO2 cells with

stable expression of HBx gene (LO2/HBx) compared with the control

group transfected with blank plasmids (L02/pcDNA3.0). Here we

investigated whether lncRNA NR_037597 was involved in hepato-

carcinogenesis induced by HBx.

Methods: The growth of LO2 and HepG2 cells transfected with HBx

plasmid (LO2/HBx, HepG2/HBx) and control group (L02/pcDNA3.0,

HepG2/pcDNA3.0) was evaluated in vitro using MTT and colony

formation assays. HBx induced change of inflammatory factor

expression level in these cell lines was detected as well. Expression of

lncRNA NR_037597 was measured in LO2/HBx, L02/pcDNA3.0,

HepG2/HBx and HepG2/pcDNA3.0 cells. HBx and lncRNA

NR_037597 expression level in HBV-related HCC tissues and adja-

cent tissue were measured using qRT-PCR. RNA

immunoprecipitation (RIP) of lncRNA NR_037597 was performed.

Result: Cell proliferation assay showed HBx promoted proliferation

of LO2 and HepG2 cells. The expression of inflammatory factor IL1b,

IL6 and sCD40L was up regulated in LO2/HBx cells compared with

control L02/pcDNA3.0 cells. Further, Overexpressing HBx in normal

liver cells LO2 and hepatoma cells HepG2 increased the expression of

lncRNA NR_037597. We found that the expression of HBx and

lncRNA NR_037597 was reduced in the HBV-related HCC tissue
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compared with adjacent liver tissue. A positive correlation was found

between the level of lncRNA NR_037597 and HBx in 16 clinical

HCC samples (r = +0.659, P \ 0.05). The RIP assay showed that

messenger RNA (mRNA) stabilizing protein HuR (encoded by

ELAVL1) interacted with lncRNA NR_037597.

Conclusion: Our study showed that HBx upregulated lncRNA

NR_037597 expression both in tissues and cells, lncRNA NR_037597 may

play a role in HBV infection-induced HCC through interacting with HuR.

PP0195

Neutrophil expressed SRA mediated complement activation
contributes to the pathogenesis of fulminant hepatitis
via potentiating Fgl2/fibroleukin expression

Yuan Tang1, Hui fang Li1, Li yun Zhang1, Xiao Lu1, Jia Zhou1,
Zheng liang Chen1, Da ming Zuo1

1Department of Immunology, School of Basic Medical Science,

Southern Medical University, Guangzhou

Background: Viral fulminant hepatitis (FH) is a potentially fatal

disease and the underlying pathogenesis remains unclear. Scavenger

receptor A (SRA) is a pattern recognition receptor primarily expres-

sed on myeloid cells, playing an important role in maintenance of

immune homeostasis. However, the precise role of SRA in FH has not

been determined.

Methods: Liver tissues were isolated from FH patients and from mice

infected with murine hepatitis virus A59 (MHV-A59). SRA-deficient

(SRA-/-) mice and their wild-type (WT) littermates were infected

with MHV-A59, and the levels of tissue damage, cell apoptosis,

serum liver enzymes, fibrinogen-like protein 2 (FGL2), C5a and

cytokine production were measured and compared.

Result: SRA is dramatically up-regulated in the livers of FH patients

and of mice models. C5a production, FGL2,serum alanine aminotrans-

ferase activity, liver damage and mortality were significantly decreased

in SRA-/- mice infected with MHV-A59. Treated with C5aR antago-

nists (C5aRa) diminished the differences in liver damage between

MHV-A59-infected WT and SRA-/- mice. Surprisingly, depletion of

neutrophils but not macrophages abrogated the difference in C5a, FGL2

production and liver damage between the two groups of mice. Further

studies showed that neutrophils from virus-infected WT mice generated

more neutrophil extracellular traps,which containing neutrophil elastase

(NE) than those from SRA-/- mice. Moreover, no significant difference

of C5a and liver damage was observed between WT and SRA-/- mice

pretreated with a specific NE inhibitor, sivelestat sodium.

Conclusion: Neutrophil-expressed SRA promotes the pathogenesis of

virus-induced FH by enhancing the activation of complement and

subsequent coagulation via potentiating neutrophil elastase release.

Targeting SRA may be a novel strategy for the treatment of FH.

PP0196

Baseline toll-like receptor 7 mRNA expression is associated
with clinical relapse after nucleos(t)ide analogue discontinuation
in chronic hepatitis B patients

Zhandong Li1, Muye Xia1, Tao Yu1, Jun Ge1, Xiaoyong Zhang1,
Jie Peng1

1Hepatology Unit, Nanfang Hospital, Southern Medical University,

Guangzhou

Background: Chronic HBV (CHB) patients are recommended to

follow strict factors according to guidelines before discontinuation of

nucleos(t)ide analogues (NUCs), due to the possibility of severe

hepatic flare. Toll-like receptors (TLRs) plays an important role in the

immunopathogenesis of hepatitis B virus (HBV) infection. However

the relationship between TLRs expression and clinical outcome of

chronic HBV patients discontinued NUC therapy is not yet

elucidated.

Methods: Sixty-three CHB patients were followed since NUC dis-

continuation for at least 2 years in our prospective study according to

NUCs discontinued recommendation of Asia–Pacific Association for

the Study of the Liver guidelines in 2012. Patients were treated with

NUC if there was clinical relapse (defined as HBV [ 2000 IU/mL

with ALT[2ULN) and their PBMCs were collected at every 4 weeks

for the first three months then at every 12 weeks. Isolated PBMCs

from healthy controls and NUC-experienced CHB patients, with

undetectable HBV DNA levels and normal ALT levels, were stimu-

lated with TLR7 ligand imiquimod, TLR9 ligand CpG ODN, with or

without concentrated culture supernatant from HepG2.2.15 cells and

recombinant HBsAg. Total RNA samples and culture supernatant

were collected at 24 h after stimulation. The mRNA levels of TLRs

(TLR1-9) and Mx1 were analyzed by real time RT-PCR analysis.

Result: After 2 years follow-up of NUC discontinuation, 42.8% (27/

63) patients had a clinical relapse. Among TLR1-9, the baseline

TLR7 mRNA levels of sustained response (SR) patients was signifi-

cantly higher than patients had a clinical relapse (CR) (p = 0.019).

Furthermore, Cox regression analysis showed that factors indepen-

dently associated with clinical relapse included old age, high HBsAg

level on baseline after NUC discontinuation and low TLR7 mRNA

level on baseline (age: HR 1.058, 95% CI 1.005–1.114, p = 0.030;

baseline HBsAg level:HR 1.599, 95% CI 1.057–2.419 p = 0.026;

baseline TLR7 mRNA level:HR 0.990, 95% CI 0.982–0.998 p =

0.013). In a HBV DNA-levels paired analysis between SR (n = 10)

and CR (n = 10) group at the time point of week 12, when these 20

patients had a virological relapse (HBVDNA \2000 IU/mL with

normal ALT), the CR group had an elevated TLR7/9 mRNA levels at

12 week compared to the baseline, whereas the SR group shown no

differences. Moreover responses to TLR7/9 ligands were significantly

attenuated in the presence of both HBV virions and HBsAg in the

NUC-experienced CHB patients (n = 5).

Conclusion: Our data show that the baseline mRNA levels of TLR7

was a protective factor associated with clinical relapse after NUC

discontinuation, serving as a potential biomarker. Although an ele-

vated TLR7/9 expression accompanied with virological relapse before

hepatic flare was observed, we found out that HBV virions impaired

the function of TLR7/9, but not trigger the TLRs-mediated innate

immune response directly.
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Serum HBV RNA: indicative of intra-hepatic viral transcriptional
activity and potential significance in stratification
of histopathology

Jing Wang1, Guojun Li2, Chao Qiu1, Chuan Shen3, Yiqi Yu1,
Wenhong Zhang1

1Department of Infectious Diseases, Huashan Hospital, Fudan

University, Shanghai; 2Department of Hepatology, The Second

Hospital of Yinzhou of Ningbo, Ningbo; 3Department of Infectious

Diseases, The Third Hospital of Hebei Medical University,

Shijiazhuang

Background: Serum HBV RNA represents an additional serum

medium for detection of viral replicative intermediate and has been

implemented for predication of treatment response, for guiding dis-

continuation of therapy, and for monitoring emergence of viral

mutation during nucleos(t)ide analogues (NAs) therapy. However,

whether levels of serum HBV RNA correlate with levels of its intra-

hepatic counterpart or of other viral replicative intermediates remains

unknown and whether intra-hepatic HBV RNA is correlated with

histological necroinflammatory and fibrosis is an open question.

Methods: 74 patients of natural history divided into four clinical

phases and 46 patients with chornic hepatitis B (CHB) who had

started entecavir (ETV) monotherapy for at least 1 year were included

in this cross-sectional study. With serum and liver biopsy paired

samples, we quantified levels of HBV RNA using a method based on

digit droplet PCR technology which was established and employed

for specific quantifying HBV RNA spanning pre-Core segment and

then examined the correlation of concentration of serum HBV RNA

to levels of all circulating and intra-hepatic replicative forms and

histopathplogical scores.

Result: In natural history, serum HBV RNA tightly correlated not

only to the clinical laboratory biomarkers of viral replication in serum

(HBV DNA and viral antigens), but also to intra-hepatic HBV RNA,

cccDNA and total HBV DNA. Viral RNA remained detectable in 6

out of 18 (33.3%) serum samples of inactive carriers and in all liver

biopsies. In the context of ETV treatment, apparent lower levels of

serum HBV RNA were observed when compared with baseline

immune active patients (P = 0.000). However, the levels of intra-

hepatic HBV RNA of patients with therapeutically induced viral

control, even those achieved HBeAg seroconvertion, were still higher

than inactive carriers who were spontaneously controlling viral

replication at low levels (p = 0.005). Interestingly, serum HBV RNA

was not correlated with cccDNA anymore, although tightly with intra-

hepatic viral RNA and slightly with total HBV DNA. Moreover, we

found levels of serum HBV RNA correlated with histopathplogical

scores for either necroinflammatory or for fibrosis in patients under-

went NA therapy (r = 0.491 p = 0.001 for Grade, r = 0.635 p =

0.000 for Stage).The ROC curve showed that the AUC of serum HBV

RNA for assessing non-early fibrosis (Stage C2) was 0.86 while that

of HBsAg was 0.63 in ETV on-treatment patients.

Conclusion: Our findings suggest serum HBV RNA indicates intra-

hepatic ongoing viral transcriptional activity in the liver and its

potential use as non-invasive diagnostic marker for liver

histopathology in the context of NAs therapy, which has shed light on

the nature of viral RNA in pathogenesis of HBV infection and has

major implications for the monitoring of CHB during antiviral

therapy.

PP0198

Reduction of hepatitis B virus (HBV) gene expression in the liver
induces functional HBV-specific CD8 T cell responses
without liver disease

Keigo Kawashima1,2, Masanori Isogawa1, Satoru Saito2, Yasuhito
Tanaka1

1Department of Virology and Liver Unit, Nagoya City University

Graduate School of Medical Science, Nagoya, Japan; 2Department of

Gastroenterology and Hepatology, Yokohama City University School

of Medicine, Yokohama, Japan

Background: Hepatitis B virus (HBV) specific CD8 T cell responses

are required to eliminate HBV, however, thier effector functions are

usually impaired in chronic HBV patients. In a mouse model of

chronic HBV infection, antigen recognition in the liver induces HBV-

specific T cell exhaustion. Therefore, the objective of this study is to

examine the impact of intrahepatic antigen reduction on the effector

functions of HBV-specific CD8 T cells.

Methods: HBV transgenic (HBV-Tg) mice were adoptively trans-

ferred with splenocytes from T cell receptor (TCR) transgenic mice

that express a TCR specific for core 93–100 (COR93) or envelope

28–39 (ENV28) epitope, and then treated with HBV-specific siRNA

(siHBV) covered with lipid nanoparticles or control siRNA (siCTRL)

on day 3 (expansion phase) or day 17 (contraction phase). Intrahepatic

HBV-specific CD8 T cells were analyzed for their proliferation and

IFN-c production, and were associated with serum HBV antigen

levels, ALT activity, and intrahepatic HBV-mRNA expression.

Result: SiHBV treatment strongly reduced serum HBsAg level as

well as intrahepatic HBV-mRNA expression. When recipients were

treated with siHBV during expansion phase, the proliferation of

COR93- and ENV28-specific CD8 T cells was reduced in association

with HBV-mRNA expression, resulting in lower serum ALT activity.

However, COR93- and ENV28-specific CD8 T cells did not acquire

IFN-c producing ability, suggesting that antigen suppression alone

was insufficient to induce T cell effector functions. We then examined

whether intrahepatic HBV antigen suppression during expansion (day

3) or contraction (day 17) phase allows HBV-specific T cells to dif-

ferentiate into effector T cells upon immunization. To this end, HBV-

Tg mice that received COR93-specific CD8 T cells were treated with

siHBV or siCTRL on day 3 or day 17, and then immunized by sub-

cutaneously injecting COR93 peptide 4 days after siRNA treatment.

HBV-specific CD8 T cell responses were analyzed 7 days after

immunization. Again the proliferation of HBV-specific CD8 T cells

was reduced when HBV antigen expression was suppressed during T

cell expansion phase (day 3). Importantly, a larger fraction of HBV-

specific CD8 T cells now acquired IFN-c producing ability in the

siHBV treated HBV-Tg mice than in the siCTRL treated animals. In

contrast, neither the reduction of T cell proliferation nor the induction

of IFN-c was observed when siHBV was administered during T cell

contraction phase (day 17).

Conclusion: HBV antigen reduction during expansion phase induces

functional HBV-specific CD8 T cell responses without liver disease.

RNAi treatment may represent a promising therapeutic approach to

treat chronic HBV patients. However, more robust immunological
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interventions are required to restore T cell responsiveness once T cell

exhaustion is established.

PP0199

Analysis of the clinic curative effect of antiviral treatment
for chronic HBV infection with PNALT

Liu Zhi Hong1

1The First Affiliated Hospital of Guangxi Medical University,

Nanning

Background: An agreement has been reached on the anti-viral

treatment for CHB (chronic hepatitis B) patients with elevated ALT.

However, controversy remains over ant-viral treatment for HBV DNA

-positive infected CHB patients with persistent normal serum ALT

(PNALT). Some studies believe that the poor efficacy and the

increased risk of resistance would occur in these patients receiving

anti-viral therapy. Parts of studies have shown varying degrees of

hepatic histological damage in these patients and revealed risk of

disease progression without anti-viral treatment, insisting the neces-

sity of anti-viral treatment. Still, the efficacy of anti-viral therapy and

if the risk of virological breakthrough would increase remain

controversial.

Methods: The cohorts were divided into study cohort (with normal

serum ALT), control cohort I (with ALT 1-29 ULN), control cohort

II (with ALT C29ULN). The efficacy of anti-viral therapy in study

cohort was in contrast with control cohort I and control cohort II.

Result: 1. A total of 256 patients were included in this study,

including 182 men (71.1%) and 74 women (28.9%); 103HBeAg-

positive patients (40.2%) and153 HBeAg-negative patients (40.2%).

2. The cumulative probabilities of virological response in the cohorts

in 3 months, 6 months and 9 months were as follows, respectively:

study cohort, 64, 96 and 100%; control cohort I, 63, 91 and

99%;control cohort II, 73, 86, 95%. The average virological response

rates of the three cohorts were 71.43, 67.94 and 67.54% (P[ 0.05).

3.The cumulative rates of HBeAg conversion in year 1, 2 and 3

were : study group, 10, 22, 22%; control cohort I, 32, 54, 67%;control

cohort II, 44, 62, 62%. The average annual rates were 9.2, 31.65,

36.36%. The cumulative rate of HBeAg conversion in the study

cohort was less than that in the control cohort I and II (P\ 0.05).

4. The cumulative probabilities of virological breakthrough of year

1–3 in the study cohort were 4, 9 and 9%; 2, 16 and 18% in the

control cohort I; 2, 5 and 7% in the control cohort II (P = 0.083) .

5. The cumulative rates of relapse in the study cohort, control

cohort I and control cohort II were: 15, 37 and 16% (6 months after

cessation of treatment); 49, 61 and 43% (12 months after cessation of

treatment); 49, 66 and 69% (18 months after cessation of treatment),

respectively. The annual incidence rates of the three cohorts were

5.08, 9.75 and 9.3% (P[ 0.05).

Conclusion: 1. CHB patients with PNALT receiving anti-viral ther-

apy could obtain a good clinical virological efficacy. Moreover, the

risk of resistance and the relapse risk after withdrawal are not

increased.

2. The rate of immunological response in the study cohort was lower

than that in the control cohorts, indicating the necessity of longitu-

dinal anti-viral treatment in CHB patients with PNALT in order to

harbor better immunological outcome.

PP0200

Functional analysis of full-length hepatitis B quasispecies
in HBeAg-negative reactivation patients

Hui Heng Chong1, Guan-huei Lee1,2, Theresa may chin Tan3,
Seng Gee Lim1,2
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Background: The error-prone nature of the HBV reverse transcrip-

tase creates a mixture of genetically distinct but closely related

variants known as viral quasispecies. HBV quasispecies and naturally

occurring variants are hypothesized to play a crucial role in the

pathogenesis of the viral disease. The aim of this study was to

examine if specific viral strains have increased replication fitness and

to determine if mutations in transcription factor binding sites can alter

replication fitness.

Methods: Full-length HBV DNAs collected before and after reacti-

vation were transfected into Huh7 cells for functional analysis of their

replication fitness. The cells were harvested at 72 h post transfection.

Core-associated HBV DNA, HBV RNA and HBsAg were measured.

The point mutations identified in the promoter and enhancer regions

were further analysed using site-directed mutagenesis.

Result: Remarkable variation of the viral replication was observed

among the HBV clones, especially among the reactivation clones. In

transfected Huh7 cells, time-point-1 (before reactivation) clones

produced consistently lower amount of the extracellular viral DNA

while some of the time-point-2 (during reactivation) clones produced

a significantly higher amount of the extracellular viral DNA. These

results were correlated to the phenotype of the reactivation patients,

where the high viral load was observed during reactivation. Site-

directed mutagenesis analysis showed that mutations C1029T (X

promoter/enhancerI region) and A1626G (core promoter/enhancerII

region) did not alter the extracellular HBV DNA levels. In contrast,

mutations in the core promoter/enhancerII (C1726A) and X promoter/

enhancerI regions (A1122C + A1123C) were demonstrated to reduce

the amount of the extracellular HBV DNA levels (p = 0.0001, T test).

Conclusion: Reactivation clones exhibited higher HBV production in

Huh7 cells. The mutations in the core promoter/enhancerII (nt. 1726)

and X promoter/enhancerI (nt. 1122–1123) regions were shown to

play an important role in HBV replication.

PP0201

Drug resistance analysis of hepatitis B virus from patients treated
with nucleos(t)ide analogues during 2009–2015 in Beijing You
An Hospital

Xianghua Guo1, Feili Wei1, Jingren Shi1, Qing Li1, Yabo
Ouyang1, Luxin Qiao1, Tongwang Yang1, Jielin Wang1, Jianji
Xu1, Dexi Chen1

1Beijing Youan Hospital, Capital Medical University, Beijing

Institute of Hepatology, Beijing

Background: Heptitis B virus (HBV) infection increases a risk of

developing cirrhosis and hepatocellular carcinoma (HCC). 240 mil-

lion people worldwide have HBV, while Asia–Pacific region

including China accounts for nearly 50% of which. Although anti-
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viral nuleuos(t)ide analogs (NAs) therapy has effectively controlled

HBV replication in chronic hepatitis B (CHB), drug resistant muta-

tions in the HBV genome have reduced their efficacy. HBV rtA181T/

V mutation is our interested drug resistant mutation, because its high

relevance to HCC according to the reports. It’s vital to analyze HBV

mutations during NAs treatment, so that HBV infection could be

eliminated finally.

Methods: CHB patients treated with NAs during 2009–2015 in

Beijing You An Hospital were included in this study. The change of

NAs treatment and the number of NAs users in every year were

calculated. HBV DNA was extracted from the sera of CHB patients

and was performed sequencing of the full-length HBV reverse-tran-

scriptase (RT), following PCR amplification by the specific primers.

Drug resistant mutations data were collected and analyzed.

Result: From 2009 to 2015, most of CHB patients in Beijing You An

Hospital were treated with one or more NAs including lamivudine

(LAM), adefovir (ADV), Entecavir (ETV) and Telbivudine (LdT).

The number of LAM and ADV users declined year by year, whereas

which of LdT and ETV increased. In 2015, total patients received

NAs were 14057, and in which 7948 people were treated with ETV.

The resistant rate of 1 year, 2 years, 3 years, 4 years and 5 years for

LAM treatment is 24, 38, 49, 67, and 70%, respectively. Nevertheless,

which for ETV is 0.2, 0.5, 1.2, 1.2 and 1.2%, respectively. ETV users

climbed by years, which is related to the decreased positive rate of

drug resistant detection of CHB patients. As for the number of

patients with rtA181T/V mutation, it was 133 in 2009, and increased

gradually, with a peak of 281 in 2012 and a followed drop of 105 in

2015. The total detection rates of drug resistant mutations from 2009

to 2015 in Beijing You An Hospital were also calculated. M204I was

the most frequent HBV mutation in our data, that is, 21% of HBV

drug resistant mutations are M204I. rtA181T and rtA181 V mutation

account for 13 and 6%, respectively.

Conclusion: More CHB patients received NAs treatment, which was

confirmed by the fact that less than 6000 cases took NAs in 2009 in

our hospital, and beyond 14,000 cases did in 2015. The drug resistant

ratio reduced significantly due to the increasing use of ETV, a newer

NA. rtA181T mutation accounts for 13% HBV drug resistant muta-

tions in total 7 years in our hospital.

PP0202

Amino acid residues 118 (N) and 119 (E) of the hepatitis B virus X
protein are essential for its inhibition of MAVS-mediated innate
sensing pathways

Fan Wang1, Jieliang Chen1, Fang Shen1, Yang Wang1,
Zhenghong Yuan1

1Key Laboratory of Medical Molecular Virology, Ministry of

Education and Health, School of Basic Medical Sciences, Shanghai

Medical College, Fudan University, Shanghai

Background: Hepatitis B virus (HBV) triggers a limited innate

response during its infection and has been shown to evolve strategies

to evade the innate recognition. Several reports suggested that HBx, a

non-structural viral protein with pleiotropic regulatory functions,

could interact with the adaptor protein mitochondrial antiviral sig-

naling protein (MAVS) to counteract the pattern recognition receptors

(PRRs) pathway mediated by retinoic acid-inducible gene-I (RIG-I),

which was recently identified as an HBV sensor. However, we and

another study did not observe significant inhibitory effect of HBx on

that. Considering the high genetic variability of HBx and the HBV

genotypes (gt)-related differences in responses to IFN therapy, we

speculated that the conflicting results may be due to the hetero-

genecity of HBx proteins derived from different HBV strains.

Methods: We constructed a series of vectors expressing HBx with

different genotypes to compare their activities on the inhibition of

RIG-I-activated signaling transduction in 293T cells and in immor-

talized hepatic PH5CH8 cells. We further identified the amino acid

residue(s) essential for the HBx-mediated inhibitory effect and ana-

lyzed the underlying mechanisms.

Result: Compared to those HBx derived from HBV gt-A, -C and -D,

HBx from HBV gt-B had a stronger inhibitory activity on the RIG-I-

and Sendai virus-stimulated IFN-b induction. The effect of amino

acid substitution of the sites that are different between HBx-gt B and

other genotypes were analyzed, which revealed that asparagine (N) at

118 position and glutamicacid (E) at 119 position are essential for the

inhibitory activity of HBx. Reciprocal mutation experiments between

‘‘NE’’ and ‘‘KD’’ at 118 and 119 positions in transfection system and

HBV infection system further confirmed the role of residues 118 N–

119 E in HBx-mediated inhibition of the RIG-I pathway. Moreover,

the HBx with ‘‘NE’’ interacted with MAVS more efficiently com-

pared with the HBx with ‘‘KD’’, implicating a possible molecular

mechanism involved in the differential inhibitory effects of HBx with

different genotype on IFN induction.

Conclusion: We have identified two residues of HBx essential for

inhibition of MAVS-mediated PRRs pathways and implicated a

variable potential of the innate immune responses to HBV infection

across the genotypes.

PP0203

The genetic background of cytochrome B, MHC-I and -II
molecules differed in Chinese woodchucks with different
susceptibility to WHV infection

Bin Zhu1, Junzhong Wang1, Shunmei Huang1, Fanghui Li1, Lu
Wang1, Yanan Liu1, Qi Yan1, Mengji Lu2, Dongliang Yang1,
Baoju Wang1

1Union Hospital, Tongji Medical College, Huazhong University of

Science and Technology, Wuhan; 2Institute of Virology, University of

Duisburg-Essen, Essen, Germany

Background: Chinese woodchucks (M. himalayana) are fully sus-

ceptible to the experimental WHV infection. WHV infection in

American woodchuck (M. monax) was found to be endemic in areas

of the Mid-Atlantic States, but to be apparently absent from popula-

tion in New York and much of New England. Whether there is any

difference about the genetic background and the susceptibility to

WHV of Chinese woodchuck (M. himalayana) from different regions

is investigated in this study.

Methods: Chinese woodchucks (M. himalayana) from each area were

inoculated with WHV59 strains. The levels of WHsAg, WHsAb,

WHcAb were tested by ELISA. WHV DNA in the serum was

detected by real-time PCR. Cytochome B gene sequences were cloned

using total DNA template, while MHC molecules were cloned using

total RNA template. All of the sequences were analyzed by Clus-

talx1.8 and MEGA5.0.

Result: All the animals developed WHcAb. WHV DNA appeared at

the relatively low level in animals from GD and WL areas (referred as

low replicative animals), while were at the peak level of 1010-11

copies/ml in animals from TR and TD areas (referred as high

replicative animals). Sera WHsAg was undetectable in low replicative

animals, while was positive in 3 of 4 high replicative animals. We got

the partial sequences of mitochondrial cytochrome B gene from 37

animals. The nucleotide substitutions at nt 141, nt 186, nt 256, nt 331,
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nt 349, nt 571, nt 676, and nt 695 were identified. Based on the pattern

of the substitutions, all of the sequences were clarified to 8 alleles,

named as A, B, C, D, E, F, G, and H. Allele A and allele H were

predominant in the high and low replicative animals, respectively. We

got 179 partial sequences of MHC-I molecules from 33 animals, and

were clarified to 9 alleles, named as A01, A02, A03, B01, B02, B03,

B04, C01 and C02. Alleles A01 and A03 were predominant in the

high replicative animals, while allele B04 was predominant in the

high replicative animals. 7 alleles of MHC-II molecules were clarified

in Chinese woodchucks, named as A01 to A07. Allele A01 and allele

A07 were predominant in the animals with high and low replicative

animals, respectively.

Conclusion: Chinese woodchucks from TR and TD had a high level,

long-lasting viremia, while those from WL and GD had a low level,

transient WHV infection, though they belong to the same subspecies.

The genetic background of cytochrome B, MHC-I and -II molecules

differed in Chinese woodchucks with different susceptibility to WHV

infection, which maybe helpful for the understanding the pathogen-

esis of HBV infection in human.

PP0204

Increased HBV quasispecies evolution in patients who developed
acute on chronic liver failure

Ping Zhao1, Tao Yan1, Xueyuan Jin1, Yongqian Cheng1, Fan Li1

Hospital of PLA, Beijing

Background: Due to lack of proof-reading activity of reverse tran-

scriptase/DNA polymerase, HBV exist in a multitude of genetic

variants within the host known as quasispecies (QS). Previous studies

indicated that HBeAg seroconversion was accompanied by increase in

viral diversity. However, little is known about the viral QS evolution

in patients who developed acute on chronic liver failure (ACLF)

under nature course. During the past 20 years, patients admitted in our

hospital was asked whether they agreed their serum samples used for

lab tests were kept in serum bank for further scientific research, which

makes us possible to carry this study.

Methods: Serum samples from three ACLF patients were collected in

this study. The samples were collected at stage of ACLF and at least

one year prior to the diagnosis of ACLF. All patients had no history of

antiviral treatment before ACLF. HBV precore/core gene were cloned

(at least 20 clones per sample) and sequenced from three ACLF

patients and compared with sequences from matching samples col-

lected before ACLF. Sequences alignment and viral QS analyses were

performed using MEGA 5.0.

Result: Time interval between serum samples P1-1 and P1-2 (from

patient 1) was 25 months, and 36 months between serum samples P2-

1 and P2-2 (patient 2), 14 months between serum samples P3-1 and

P3-2 (patient 3). Clonal analysis revealed a trend in all three patients

for an increase in QS complexity at ACLF stage compared to their

corresponding liver cirrhosis stage (Fig. 1). However, statistically

significant difference of QS complexity was only found for patient 1.

Similarly, viral diversity (both dS and dN) was striking increase at

ACLF stage for all three patients (p value\0.05).

Conclusion: The high viral complexity and diversity was observed at

ACLF stage, indicating that HBV QS is strongly associated with the

severity of chronic HBV infection.

PP0205

Distinct quasispecies characteristics and positive selection
within the S gene of the carriers with coexistence of HBsAg
and anti-HBs

Zhongshu Pu1, Anhui Wang1, Haixia Su1, Zhongjun Shao1,
Yongping Yan1

1Department of Epidemiology, School of Public health, The Fourth

Military Medical University, Xi’an

Background: To investigate the quasispecies characteristics and

positive selection sites within the S gene of the carriers with coex-

istence of HBsAg and anti-HBs.

Methods: Nine carriers with coexistence of HBsAg and anti-HBs and

nine carriers with positive of HBsAg but negative of anti-HBs were

included. The S gene was amplified, cloned and sequenced. Quasis-

pecies complexity, diversity and positive selection sites of the S gene

were determined by bioinformatics analysis, and compared between

the two groups.

Result: Two groups were comparable with regard to their HBeAg

status (4/9 vs 3/9, P = 0.629), the serum ATL level (P = 0.691) and

HBV DNA concentration (P = 0.707). More point mutations within

the ‘‘a’’ determinant were detected in carriers with coexistence of

HBsAg and anti-HBs than in control. Both genetic distance and the

number of synonymous substitutions per synonymous site were sig-

nificantly lower in carriers with coexistence of HBsAg and anti-HBs

than in control. Moreover, more positive selection sites were present

in carriers with coexistence of HBsAg and anti-HBs than in control,

and the majority of these positive selection sites lay within the

immunity epitopes.

Conclusion: The carriers with coexistence of HBsAg and anti-HBs

showed distinct quasispecies characteristics with the carriers with

positive of HBsAg but negative of anti-HBs. It suggests that the S

gene of the carriers with coexistence of HBsAg and anti-HBs may

under a stronger positive pressure than control and are likely to

experience adaptive evolution.
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HBsAg internalization and regulation of cytokine production
in monocytes/macrophages are mediated by TLR4 and TLR4-
MyD88-associated signaling pathways

Bisheng Shi1, Jin Li1, Maya Kozlowski2, Zhong Fang2, Zhenghong
Yuan2

1Shanghai Public Health Clinical Center, Fudan University, Shanghai;
2Key Laboratory of Medical Molecular Virology of Ministries of

Education/Health, Institute of Medical Microbiology, Shanghai

Medical College of Fudan University, Shanghai

Background: Chronic hepatitis B virus (CHB) infection still poses a

huge burden to the humankind as it is associated with increased risk

of liver cirrhosis, liver failure and liver cancer. Accumulating evi-

dence have indicated that the level and duration of HBsAg in the

peripheral circulation of CHB patients impact the function of

monocytes/macrophages contributing to tolerance and

immunopathogenesis. At the present time, the exact mechanism by

which HBsAg modulates monocyte function still remains unknown.

We and other groups have found that HBsAg’s stimulation of

monocytes induces production of cytokines, including IL-6, IL-10 and

TNF-a. We also provided evidence for HBsAg-mediated suppression

of IL-12 production by TLR2/4 ligand in stimulated PBMCs of CHB

patients. We therefore hypothesized that HBsAg could directly

interact with TLRs expressed by monocytes leading to modulation of

cytokine production.

Methods: PMBCs and monocytes were purified from healthy donors.

HBsAg were gradient purified from CHB patients’ serum and

HBsAg-expression-CHO cells’ supernatant. Peritoneal macrophages

from TLR4 mutated or MyD88 knock-out mice were collected for

testing theri response to HBsAg stimulation.

Result: We demonstrated that, following binding, HBsAg is inter-

nalized into monocytes and co-localized with TLR4 and Rab5 in early

endosomes. Furthermore, the binding of HBsAg to monocytes could

be partially blocked by anti-TLR4 neutralizing antibodies. We further

found that HBsAg purified from either patients’ plasma or CHO cells,

could induce TNF-a, IL-10 and IL-6 production in monocytes from

healthy donors within 4 hs, and this induction could be profoundly

blocked by anti-TLR4 neutralizing antibodies. TNF-a production was

significantly reduced in macrophages from TLR4-mutated C3H/HeJ

mice and in the MyD88 but not TRIF knock-out mice macrophages.

In addition, HBsAg could promote IkBa degradation and ERK

phosphorylation in purified monocytes in vitro.

Conclusion: In conclusion, we demonstrated that internalization of

HBsAg and regulation of cytokine production requires TLR4 and

TLR4-MyD88-associated signaling pathways in mono-

cytes/macrophages. These results provide important insights into the

mechanism by which HBsAg manipulates monocytes/macrophages

responses in chronic patients. Further delineation of the mechanism

including targets of HBsAg in monocytes may lead to novel thera-

peutic strategies for treatment of Chronic Hepatitis B.

PP0207

On-treatment ALT flares are associated with HBsAg loss
in genotype A chronic hepatitis B-infected patients treated
with nucleotide analogue therapy

Darren Wong1,2, Renae Walsh2, Rachel Hammond2, Lilly Yuen2,
Peter Revill2, Anuj Gaggar3, Mani Subramanian3, Kathryn
Kitrinos3, Stephen Locarnini2, Alexander Thompson1,2

1Department of Gastroenterology, St Vincent’s Hospital, Fitzroy,

Melbourne, Victoria, Australia; 2Victorian Infectious Diseases

Reference Laboratory, Melbourne, Australia; 3Gilead Sciences, Foster

City, CA, USA

Background: HBsAg loss is the optimal outcome of therapy for

CHB, but is uncommon. The role of host-viral immune interactions in

effecting HBsAg clearance in the setting of nucleos(t)ide analogue

(NA) therapy is poorly understood. Serum ALT flares are a surrogate

marker for intrahepatic inflammation and immune activation. The aim

of this study was to determine whether serum ALT flares are asso-

ciated with HBsAg loss in genotype A patients receiving long-term

TDF therapy.
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Methods: The Gilead GS-US-174-0103 (G103) trial was a large

study of treatment-naı̈ve, HBeAg positive patients including major

genotypes A to D. On-treatment data from all genotype A participants

up to week 240 was analysed, and HBsAg response was recorded at

this timepoint. A complete response was defined as unde-

tectable HBsAg, a partial response as C1 log decline in HBsAg levels,

and non-response as\1 log decline. Pre-treatment data included age,

gender, BMI, fibrosis score, and quantitative levels of HBsAg,

HBeAg and hepatitis B DNA. Whether the patient had an ALT flare

(29 ULN and/or 29 baseline ALT) whilst on treatment was also

noted. The upper limit of normal (ULN) for ALT was set at 19 IU/L

for females, and 34 IU/L for males. Bivariate statistics were used for

comparison, followed by multivariate logistic regression.

Result: All genotype A patients on treatment for 240 weeks (n = 54)

were included in the analysis. Thirty (55.6%) patients were non-re-

sponders, 9 (16.7%) were partial responders, and 15 (27.8%) were

complete responders. Twenty-five (46.4%) patients experienced a

flare, 12 of whom achieved a complete response (p = 0.003). There

were three categories of ALT changes amongst complete responders:

(1) early flares; (2) late flares; and (3) subclinical (fluctuations in ALT

that did not meet above defined criteria). In those who achieved

complete response, there was a median time from flare to HBsAg loss

of 64 weeks (IQR 46–120 weeks).

Conclusion: These data show a strong association with on-treatment

ALT flares with eventual HBsAg loss in genotype A patients treated

with NA. The origins of this phenomenon require further investiga-

tion, but suggest an underlying host immune response to the virus.

The G103 cohort provides a unique opportunity to elucidate as yet

unknown host-viral interactions influencing this functional CHB cure.

PP0208

Safety and efficacy of direct acting antivirals (daclatasvir
and asunaprevir) in hepatitis C virus infected patients with renal
impairment

Katsumi Terashita1, Goki Suda2, Masato Nakai2, Takuya Sho2,
Kenichi Morikawa2, Koji Ogawa2, Yoshiya Yamamoto3, Atsushi
Nagasaka4, Naoya Sakamoto2

1Departments of Gastroenterology Kushiro Rosai Hospital, Kushiro,

Japan; 2Departments of Gastroenterology and Hepatology Hokkaido

University, Sapporo, Japan; 3Departments of Gastroenterology

Hakodate Municipal Hospital, Hakodate, Japan; 4Departments of

Gastroenterology Sapporo Municipal Hospital, Sapporo, Japan

Background: Hepatitis C virus infection is a risk factor for end-stage

renal disease, renal graft failure, and hemodialysis patient mortality.

However, the efficacy of direct-acting antiviral therapy for hepatitis C

virus-infected patients with renal impairment is unclear. Additionally,

the promising NS5B-inhibitor sofosbuvir has not been recommended

for patients with severe renal impairment. In this prospective, mul-

ticenter study, we evaluated the efficacy and safety of daclatasvir and

asunaprevir combination therapy, with a focus on patients with renal

impairment.

Methods: The study included 322 genotype 1 hepatitis C virus-in-

fected patients who received daclatasvir and asunaprevir combination

therapy. The safety and sustained virological response was examined

at 12 weeks after the end of treatment and safety was evaluated

according to renal function.

Result: Of 322 patients, 5% (16/322) and 2.5% (8/322) had chronic

kidney disease stage G3b (eGFR 30–44 mL/min/1.73 m2) and stage

G4/5 (eGFR 15–29/\15 mL/min/1.73 m2), respectively. Baseline

presence of the NS5A resistance-associated variant, previous

simeprevir treatment and hepatitis C virus RNA titers, which were

predictors of a sustained viral response, were similar between patients

with eGFR\45 and eGFR[45. Notably, the 12-week sustained viral

response rate was comparable in patients with eGFR \45 (100%,

24/24) and those with eGFR [45 (88.9%, 265/298; P = 0.07).

Treatment discontinuation rates and adverse events, including ALT

elevation, anemia, and renal disorders, were similar between the two

groups.

Conclusion: Daclatasvir and asunaprevir combination therapy for

patients with renal dysfunction was highly effective and safe

PP0209

A long-term, observational, follow-up study of patients treated
in phase 2 and 3 clinical studies for chronic HCV infection
with daclatasvir-based regimens: interim efficacy and safety
outcomes

Rajender K. Reddy1, Stanislas Pol2, Paul J. Thuluvath3,
Hiromitsu Kumada 4, Joji Toyota5, Kazuaki Chayama6, James
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Squibb, Wallingford, CT, USA; 18Bristol-Myers Squibb, Hopewell,

NJ, USA; 19Bristol-Myers Squibb, Princeton, NJ, USA

Background: Daclatasvir plus other direct-acting antivirals (DAAs)

and/or peg-interferon/ribavirin has achieved high rates of sustained

virologic response (SVR) in multiple clinical studies of patients with

chronic HCV infection. This follow-up study evaluates the long-term

efficacy and safety outcomes in these patients.

Methods: This 144-week observational study enrolled patients trea-

ted with C 1 dose of daclatasvir within 6 months of either completing

their parent phase 2/3 study or protocol availability at the study site.

The primary objective was to determine the long-term durability of

SVR achieved at parent study follow-up week 12 (SVR12). Sec-

ondary objectives included analysis of HCV sequences in non-
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responders or responders who relapsed, and characterization of hep-

atic disease progression events or hepatocellular carcinoma.

Result: This study enrolled 1503 patients treated with DAA-only (n

= 893) or interferon-containing (n = 610) regimens of daclatasvir, of

whom 60% were male, 18% were aged C65 years, 87% had HCV

genotype 1 infection, and 18% had cirrhosis; median duration of

follow-up from parent study follow-up week 12 was 111 weeks (data

cut-off, 13 October 2015). Of 1489 evaluable patients, 1329 were

parent study SVR12 responders, of whom 1316 (99%) maintained

SVR until their most recent follow-up visit. Nine responders relapsed

between parent study follow-up weeks 12 and 24; after follow-up

week 24 (during this follow-up study), three responders relapsed and

one was re-infected with a different HCV genotype. Relapse occurred

in 3/842 responders (0.4%) treated with DAA-only regimens, and

9/487 responders (2%) treated with interferon-containing regimens.

During this follow-up study, there were no treatment-related serious

adverse events or deaths. From parent study end of treatment, hepatic

disease progression (n = 15) or new hepatocellular carcinoma (n =

23) were diagnosed in 36 patients (two had both); median time to

diagnosis was 70 weeks (range, 0.4–206 weeks). Compared with all

1503 patients, these 36 patients were generally older (median 61 years

versus 56 years), more had cirrhosis at baseline (50 vs. 18%), and

most were infected with HCV genotype 1a (36%) or 1b (61%).

Complete replacement of emergent NS5A substitutions by wild-type

sequences was observed in 27/157 (17%) non-responders with HCV

genotype 1a (n = 21/92, 23%), 1b (n = 3/57, 5%), 3 (n = 1/5, 20%),

or 4 (n = 2/3, 67%) infection; complete replacement of emergent NS3

substitutions by wild-type sequences was observed in 35/47 (74%)

non-responders with HCV genotype 1a (n = 12/16, 75%) or 1b (n =

23/31, 74%) infection.

Conclusion: The results of this large follow-up study suggest that

SVR12 achieved with daclatasvir-based regimens is durable in the

long term. Hepatic disease progression events and new hepatocellular

carcinoma were infrequent.

PP0210

Grazoprevir and elbasvir in patients with genotype 1 hepatitis C
virus infection: a comprehensive efficacy and safety analysis

Yinan Yao1, Ming Yue2, Jie Wang3, Hongbo Chen4, Mei Liu1,
Feng Zang1, Jun Li2, Yun Zhang5, Peng Huang1, Rongbin Yu1
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Health, Nanjing Medical University, Nanjing; 2Department of
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Background: One of the most significant current discussions in

patients with hepatitis C virus (HCV) infection is to find a safe,

effective and interferon-free regimen in order to optimize therapy.

The main purpose of this study was to investigate the efficacy and

safety of the grazoprevir combined with elbasvir, with or without

ribavirin (RBV) through a comprehensive analysis, with data drawn

from 777 treatment-naive and treatment-experienced patients with

HCV genotype 1 infection in 3 randomized controlled trials (RCTs).

Methods: The research data in this theis was gathered from the fol-

lowing 3 trails: C-WORTHY (NTC 01717326), C-SALVAGE

(NCT02105454) and C-EDGT (NCT02105467). All patients were

treated by grazoprevir plus elbasvir with or without RBV for 12 or 18

weeks. The sustained virological response (SVR) 12 weeks after post

treatment was computed for overall and subgroups.

Result: A total of 568 (73%) patients were treatment-naive. 95% of

all patients (95% CI 93–96) achieved SVR12, 95% (95% CI 92–96)

have not be treated and 96% of all (95% CI 92–98) is previously

treated patients, respectively. There were no significantly different

between treatment duration and treatment regimen in SVR12 rates.

The most common adverse events (AEs) were fatigue (18–29%),

headache (20%), nausea (8–14%) and asthenia (4–12%). One patient

(\1%) receiving grazoprevir plus elbasvir alone, and one (\1%)

receiving grazoprevir plus elbasvir plus RBV had treatment-related

serious AEs.

Conclusion: The results indicate that 12-week grazoprevir plus

elbasvir therapy is safe and effective. The findings will be of great

significance in treatment-naive patients with HCV genotype 1.
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patients with advanced liver disease when treated
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Tracey Jones3, Susan Mason4, Dianne How-Chow5, Anton
Colman6, Sherryne Warner7, Emma Tilley8, Rosalie Altus8
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Background: Paritaprevir/ritonavir/ombitasvir plus dasabuvir

(PrOD) ± ribavirin was the first interferon-free compassionate pro-

gram delivered in Australia for the treatment of hepatitis C. The

Special Access Scheme (SAS) included genotype 1 patients with

advanced liver disease and intolerance or ineligibility for approved or

clinical trial therapy.

Published data demonstrated good safety and efficacy in clinical tri-

als, however data in the clinical setting was limited. The aim of this

study was to assess the efficacy and safety of PrOD in patients with

advanced liver disease in a ‘‘real world’’ clinical setting.

Methods: This prospective data registry incorporates data routinely

recorded in medical records. Data was collected from 122 patients

across eight Australian Liver Clinics from October 2014 to September

2015. Baseline characteristics, pathology results, adherence, compli-

ance, treatment outcomes and adverse events were collated and

analysed.

Result: Mean age 56 years, mean weight 85.3 kg, 64.8% male, 94.3%

Caucasian, 3.3% Indigenous Australian, 2.4% Asian. 63.9% genotype

1a, 47.5% treatment naı̈ve, 20.5% prior null-response, 89.3% cirrhosis

(F4 biopsy,[12.5 kPa FibroScan or equivalent) and 10.7% advanced

fibrosis (F3 biopsy,[10.0 kPa FibroScan or equivalent).

Overall sustained virological response (SVR12) rate was 95.1%

(116/122). One patient experienced virological failure and one patient

relapsed.

Five patients (4.1%) discontinued prematurely due to hyper-

bilirubinaemia (n = 3, 2.5%), infection (n = 1, 0.8%) and pre-existing

condition (n = 1, 0.8%). Two went on to achieve SVR12.

Comparable SVR12 rates were observed in naı̈ve (97%, 56/58)

versus experienced (94%, 60/64) and advanced fibrosis (100%, 13/13)

versus cirrhosis (94%, 103/109).

100% (37/37) genotype 1b patients achieved SVR12, genotype 1a

94%(73/78) and sub-type unknown 86%(6/7).

114 (93.0%) patients reported adverse events, mainly mild to

moderate fatigue, nausea and headache. Grade 4 hyperbilirubinaemia

was observed in three patients (2.5%).

Serious adverse events occurred in 16 (13.1%) patients, hyper-

bilirubinaemia (n = 4), decompensation (n = 3), anaemia (n = 1),

dehydration (n = 1) and suicidal ideation (n = 1).One potential drug-

drug interaction was identified resulting in lithium toxicity. All seri-

ous adverse events resulted in hospitalisation, no deaths were

reported.

Conclusion: This ‘‘real world’’ analysis of PrOD demonstrated

excellent SVR12 rates of 95.1% patients with advanced liver disease.

High SVR12 rates were maintained in patients with traditionally

‘‘difficult to treat’’ characteristics including with genotype 1a, cir-

rhosis and/or prior null response.

Reported serious adverse events in 13.1% of patients and potential

drug-drug interactions highlight the need for adequate monitoring.

Serious adverse events included hyperbilirubinaemia, decompensa-

tion and anaemia.

PP0212

Pharmacokinetics of paritaprevir, ritonavir, ombitasvir,
dasabuvir and ribavirin in Chinese, Korean and Taiwanese adults
with HCV genotype 1b infection
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Background: The 3-direct acting antiviral regimen (3D) of

ombitasvir/paritaprevir (identified by AbbVie and Enanta)/ritonavir

25/150/100 mg QD and dasabuvir 250 mg BID ± ribavirin (RBV) is

approved to treat HCV genotype (GT) 1 infection in various regions

of the world. The safety and efficacy of 3D with or without RBV for

12 weeks is being evaluated in two Phase 3 studies in China, Taiwan

and South Korea (Asia) in HCV GT1b infected adult subjects without

cirrhosis (3D) or with compensated cirrhosis (3D + RBV). SVR4 rates

in the cirrhotic and non-cirrhotic studies are 99–100%. The safety

profile is similar to the global registrational studies. Pharmacokinetic

(PK) parameters of 3D ± RBV were compared among Chinese,

Korean and Taiwanese subjects; results were also compared to

Western subjects.

Methods: In both Phase 3 Asia studies, sparse PK samples were

collected at Treatment Weeks 2, 4, 6, 8, 10 and 12. For cirrhotic

subjects who participated in the optional intensive PK sampling,

plasma samples were collected on or after the Week 2 study visit at 0,

2, 4, 6, and 24 h post dose, and PK parameters (Cmax and AUC) were

determined. Plasma concentrations collected between 22 and 26 h

after the last dose for QD drugs and 10–14 h after the last dose for

BID drugs were considered trough concentrations (Ctrough).

Result: Ctrough values were available for 287 non-cirrhotic and 101

cirrhotic subjects. AUC and Cmax values were available for 52 cir-

rhotic subjects, with geometric mean Cmax and AUC for paritaprevir,

ritonavir and ombitasvir being 30–50% lower in Korean than Chinese

and Taiwanese subjects, while those for dasabuvir and RBV were

comparable across the Asian population. The ranges of individual

Cmax and AUC values for 3D and RBV were comparable among

Chinese, Korean and Taiwanese subjects. In non–cirrhotic subjects,

geometric mean Ctrough values for each component of 3D were

comparable across the Asian population except for paritaprevir, which

was *40% higher in Taiwanese subjects. However, there was wide
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overlap in the range of individual exposures among Chinese, Korean

and Taiwanese subjects. In subjects with compensated cirrhosis,

geometric mean Ctrough values for each component of 3D were

comparable across the Asian population. Compared with Western

subjects, geometric mean Ctrough values for Asian subjects were

similar for paritaprevir, ritonavir, and ombitasvir and *twofold for

dasabuvir. In both non-cirrhotic and cirrhotic subjects, for each

component of the 3D regimen, there was wide overlap in the ranges of

individual Ctrough values between Asian and Western subjects.

Conclusion: Exposures of 3D ± RBV are comparable among Chi-

nese, Korean and Taiwanese subjects and generally comparable to

Western subjects. These PK data support the use of the same 3D

regimen doses in Asian and Western subjects.

PP0213

Efficacy and safety of daclatasvir and asunaprevir combination
therapy in elderly chronic hepatitis C patients

Rika Aso1

1Nihonkai General Hospital, Sakata, Japan

Background: Hepatitis C virus (HCV) infection has a poor prognosis

and high risk of hepatocellular carcinoma (HCC). Patients with HCV

genotype 1b infection had sustained virological response rates of

approximately 50% with pegylated interferon (PEG-IFN) and rib-

avirin (RBV) regimen. But, the treatment strategy for HCV has been

changing since the introduction of direct-acting antivirals, and DCV

and ASV have led to significant improvements in the SVR rates and

safety. The aim of this study is to evaluate the effectiveness and safety

of DCV and ASV for 24 weeks in elderly chronic hepatitis C patients

in Shonai area, northern part of Japan.

Methods: Forty-four patients were treated with DCV (60 mg orally

once daily) and AS (200 mg orally twice daily) combination therapy

for 24 weeks in Nihonkai General Hospital between December 2014

and September 2015. At pre-treatment points, the RAVs in NS5A

were investigated by a direct sequencing method or PCR-invader

assay. We evaluated the sustained virological response and adverse

events during treatment. The level of alanine aminotransferase (ALT),

and a-fetoprotein (AFP) as suppressive markers of HCC were also

measured.

Result: All patients had a chronic serogroup 1 HCV infection. The

patients were aged 41–79 years (mean, 67.8 years), and 50% (22/44)

of the patients were aged [70 years. Six patients had compensated

liver cirrhosis and the others had chronic hepatitis. Seventeen patients

had previously received IFN-based therapies, and others were naı̈ve to

HCV treatment. Three patients had NS5A RAVs at baseline. Com-

mon adverse events were headache, nasopharyngitis, and increased

ATL. Serum ALT level was elevated nearly three times the upper

limit of the normal value in 3 patients, but it improved rapidly after

postpone the treatment. No patient discontinued treatment due to

adverse events. Serum ALT and AFP levels were significantly

decreased after initiation of treatment. Serum HCV RAN decreased

rapidly and approximately 90% of patients achieved a rapid viral

response at 4 weeks after the initiation of treatment. A total of 95.5%

(42/44) of the patients achieved SVR even in patients with cirrhosis.

Thirty-three % (2/3) patients with RAVs in the NS5A region could

achieve SVR. Two patients had a virologic breakthrough, and one

patient had NS5A RAVs at baseline. HCC was detected after the

therapy in 4 patients. They were all male patients and two patients had

already compensated liver cirrhosis

Conclusion: DCV and ASV combination therapy was highly effec-

tive and well tolerated, even elderly patients who failed previous

therapy. However, HCC still developed if viral elimination had been

successful. There has been little information about the prognosis after

DAAs therapy. Thus, patients should be more closely followed up,

even if they achieved SVR.

PP0214

Impact of a 12-week oral regimen of elbasvir/grazoprevir (EBR/
GZR) on health-related quality of life (HRQOL) and fatigue
in treatment-naı̈ve patients with chronic hepatitis C virus (HCV)
genotype (GT) 1, 4, or 6 infection: data from the C-CORAL study

Wendy Cheng1, Abhasnee Sobhonslidsuk2, Thuy thi thu Pham3,
Fu-sheng Wang4, Youn-jae Lee5, Chi-jen Chu6, Jidong Jia7,
Pauline Lindore8, Liwen Liang8, Barvara Evans8, Joy Ginanni8,
Rohit Talwani8, Jean Marie Arduino8

1Royal Perth Hospital, Perth, Australia; 2Ramathibodi Hospital,

Mahidol University, Bangkok, Thailand; 3Hoa Hao Medical Ltd

Company, Hoa Hao Hospital, Ho Chi Minh; 4Beijing 302 Hospital,

Beijing; 5Inje University Busan Paik Hospital, Busan, Korea; 6Taipei

Veterans General Hospital, Taipei, Taiwan; 7Beijing Friendship

Hospital, Capital Medial University, Beijing; 8Merck & Co., Inc.,

Kenilworth, NJ, USA

Background: Chronic HCV infection negatively impacts patients’

HRQOL and causes fatigue. EBR/GZR is efficacious and well-tol-

erated in patients with HCV GT1 and 4 infections. C-CORAL, a

double-blind placebo-controlled, Phase 3 trial, randomized treatment-

naive HCV GT1, 4 or 6 infected subjects in a 3:1 ratio to immediate

treatment group (ITG; 12 weeks of EBR/GZR) or deferred treatment

group (DTG; 12 weeks of placebo, followed by 12 weeks of EBR/

GZR). Patients were enrolled in an ex-China cohort (Korea, Taiwan,

Vietnam, Thailand, Australia, and Russia) and a second cohort

(China). An aim of this study was to evaluate whether treatment with

EBR/GZR altered the HRQOL and fatigue profile.

Methods: HRQOL, overall health status, and fatigue were assessed

using the SF-36v2� Acute Health Survey, the EuroQol (EQ)-Visual

Analogue Scale (Overall) and the FACIT-Fatigue Scale, respectively.

Patients completed questionnaires at baseline and treatment week

(TW) 4, TW12, follow-up week (FW) 4, FW12 (ITG) and FW24

(ITG). Mean change from baseline scores and 95% confidence

intervals (CI) were estimated for physical functioning (PF), role-

limitations physical (RP), bodily pain (BP), general health (GH),

vitality (V), social functioning (SF), role-limitations emotional (RE),

mental health (MH), mental component summary (MCS), physical

component summary (PCS), overall health and fatigue-scale scores

(FS) by treatment group. Differences between EBR/GZR ITG and

placebo DTG mean change scores and 95% CI for differences

between treatment groups were estimated.

Result: Only data from the ex-China cohort are available; a total of

250 patients were enrolled in the ITG and 86 in the DTG. Mean age

(±SD) was 50 ± 12 years, 57% were females, 59% were Asian, 74%

were GT1b, and 19% were cirrhotic. Overall, [90% of patients

completed a baseline and C1 post-baseline assessment for each

questionnaire. Mean HRQOL, overall health, and FS were similar

between treatment groups at baseline. At TW12, EBR/GZR ITG had

mean improvements from baseline scores in GH, V, MCS and overall

health (Fig. 1). At FW4, EBR/GZR ITG had mean improvements in

six of the eight health domains (RP, GH, V, SF, RE and MH), MCS,

overall health and FS. Mean improvements in GH, V, MCS, overall

health and FS were maintained through FW12. The placebo DTG had

no significant mean changes in HRQOL or fatigue at TW12 or FW4.

There were no differences in mean change scores in HRQOL, overall

health and FS between EBR/GZR ITG and placebo DTG at TW12.

However, compared to the placebo DTG at FW4, EBR/GZR ITG had
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more favorable mean change scores (difference in mean change

scores) in SF [5.02 (95% CI 0.62, 9.42)], RE [6.58 (95% CI 1.75,

11.41)] and MCS [2.30 (95% CI 0.39, 4.21)]. Data will be presented

for both cohorts.

Conclusion: Treatment with EBR/GZR improved patients’ HRQOL

and fatigue profile.

PP0215

C-ISLE: grazoprevir/elbasvir plus sofosbuvir in treatment-naive
and treatment-experienced patients With hepatitis C virus (HCV)
genotype (GT)3 infection and cirrhosis treated for 8, 12 or 16
weeks

Eirum Chaudhri1, Graham R. Foster2, Kosh Agarwal3, Matthew
Cramp4, Sulleman Moreea5, Stephen Barclay6, Jane Collier7,
Ashley S. Brown8, Stephen D. Ryder9, Andrew Ustianowski10,
Daniel M. Forton11, Ray Fox12, Fiona Gordon13, William M.
Rosenberg14, David J. Mutimer15, Jiejun Du1, Christopher L.
Gilbert1, Janice Wahl1, Eliav Barr1, Barbara Haber1

1Merck & Co., Inc., Kenilworth, NJ, USA; 2The Royal London

Hospital, London, UK; 3Institute of Liver Studies, Kings College

Hospital, London, UK; 4South West Liver Unit, Derriford Hospital

and Peninsula School of Medicine and Dentistry, Plymouth, UK;
5Bradford Teaching Hospitals Foundation Trust, Bradford, UK;
6Glasgow Royal Campus, Glasgow, Scotland, UK; 7John Radcliffe

Hospital, Oxford, UK; 8Imperial College Healthcare, London, UK;
9NIHR Biomedical Unit in Gastrointestinal and Liver Diseases at

Nottingham University Hospitals NHS Trust and The University of

Nottingham, Nottingham, UK; 10North Manchester General Hospital,

Manchester, UK; 11St. Georges University of London, London, UK;
12Gartnavel General Hospital, Glasgow, Scotland, UK; 13Hepatology

Joint Clinical Research Unit, Bristol, UK; 14University College

London, London, UK; 15QE Hospital, Birmingham, UK

Background: Current approved therapies for HCV GT3 infection are

limited in patients with cirrhosis demonstrating suboptimal responses

(\90% sustained virologic response), especially in treatment-experi-

enced patients. In the UK, GT3-infected cirrhotic patients receive

sofosbuvir (SOF)/peg-interferon (P)/ribavirin (RBV) or daclatasvir/

SOF/RBV for 12–24 weeks. Supported by preliminary data showing

high efficacy in GT3-infected patients treated with elbasvir

(EBR)/grazoprevir (GZR)+SOF for 8–12 weeks, C-ISLE was devel-

oped as a regional study of HCV GT3-infected compensated cirrhotic

patients treated for 8–16 weeks with EBR/GZR+SOF±RBV.

Methods: 100 compensated cirrhotic patients with HCV GT3 infec-

tion were randomized to 1–5 treatment arms in C-ISLE (PN083).

Forty-seven patients were treatment-naive and randomized 1:1 to

EBR/GZR+SOF+RBV for 8 weeks or EBR/GZR+SOF for 12 weeks.

Fifty-three patients were P/RBV treatment-experienced and random-

ized 1:1:1 to EBR/GZR+SOF±RBV for 12 weeks or EBR/GZR+SOF

for 16 weeks. Presence of cirrhosis was confirmed by either liver

biopsy F4 (16%) or FibroScan� (84%; mean 25.44 kPa, range

12.6–69.1). The primary endpoint was the proportion of patients with

HCV RNA\15 IU/mL 12 weeks after treatment (SVR12).

Result: The mean age of the patients was 53.4 years (range 32–70),

68% were male, and 29% were South Asians (predominantly Ban-

gladeshi/Pakistani). At treatment week 4, the proportions of patients

with HCV RNA \15 IU/mL ranged from 71 to 88% (Table). At

treatment week 8, 100% of patients in all arms had HCV RNA levels

\15 IU/mL. Therapy was generally well tolerated. Five patients had

on-therapy serious adverse events (AEs) (cellulitis; pneumonia; chest

pain; opiate overdose; transient creatinine clearance decrease). Three

patients on RBV had hemoglobin\10 g/dL. One patient discontinued

due to an AE (cellulitis).

Conclusion: Rapid viral suppression was achieved in HCV GT3-

infected cirrhotic patients regardless of prior treatment history.

SVR12 results will be presented at the meeting.

PP0216

Real-life experience with ledipasvir/sofosbuvir as a treatment
option for patients with hepatitis C

Joseph Chang1, Duyen H. Pham1, Nicole P. Kleinman1, Rita
Gevorkyan1, Himika H. Patel1

1Kaiser Permanente, Los Angeles, CA, USA

Background: Ledipasvir-sofosbuvir (LDV/SOF) is a new and

emerging therapy for hepatitis C. The long term efficacy and safety in

real-life patients remains uncertain.

Methods: This retrospective study was aimed to resemble the three

Gilead phase 3 ION trials to determine the efficacy of LDV/SOF in

real-life patients with chronic hepatitis C infection. The patients

observed had HCV genotype 1, 4, or 6 and included treatment naı̈ve,

treatment experienced, cirrhotic, and liver transplant patients. Each of

these patients received either an 8 or 12 week treatment of LDV/SOF.

HCV viral loads were measured at baseline, monthly during treat-

ment, and every 3 months after treatment for up to 1 year. Patients

with an undetectable HCV viral load at three months were considered

successful with a sustained viral response (SVR 12). In monitoring

the long term renal impact of LDV/SOF, the baseline serum crea-

tinine (SCr) levels were collected at the end of treatment and

compared to levels measured at least 9 months after treatment com-

pletion. A 25% increase in SCr was considered to be clinically

significant.

Result: Data was collected from a total of 1202 patients who

achieved SVR 12; 754 males and 448 females with a group mean age

of 60. Out of these patients, 585 were followed up to 1 year post-

treatment. Serum creatinine levels were collected from a total of 582

patients. Thirty-one patients (5.3%) showed a[25% increase in SCr

at least 9 months after treatment completion. Cirrhotic patients (21/

7.4%) had a higher risk of developing a[25% increase in SCr than

non-cirrhotic patients (10/3.3%) (RR = 2.15, CI 1.03–4.49, P = 0.04).

Conclusion: Compared to the ION trials, this study showed similar

efficacy of LDV/SOF in treating patients with hepatitis C. Both

treatment groups, regardless of previous treatment or cirrhosis,

showed efficacy rates of SVR 12 greater than 95%. Patients’ SVR

measured at 1 year had a slightly lower total rate of SVR (91.5%)

(The efficacy of LDV/SOF decreased with patient measurements of

SVR 1 year after treatment.). This may have been due to a large
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number of patients discontinuing lab follow ups once SVR 12 was

achieved. Moreover, when comparing patients with viral loads \
6million IU per mL, there was no difference in efficacy between

patients receiving 8 or 12 weeks of treatment, consistent with the

results from the ION-3 trial.

When observing renal function with LDV/SOF, there was no signif-

icant difference observed between demographic groups. However,

cirrhotic patients who completed treatment experienced a significant

SCr elevation after 9 months compared to non-cirrhotic patients.

Providers should weigh the risk and benefit before initiating LDV/

SOF therapy for cirrhotic patients. Renal function should be moni-

tored during and post treatment. Additional studies with sufficient

power are needed to elucidate LDV/SOF’s potential impact on renal

function in patients with cirrhosis.

PP0217

A phase 3b, multicenter, open-label study to investigate
the efficacy and safety of ledipasvir/sofosbuvir (LDV/SOF),
with or without ribavirin (RBV), in HCV infected subjects who
have failed prior treatment with non-NS5A, SOF-based therapies
(RESCUE)

Edward Tam1, Parvez S. Mantry2, Sanjaya K. Satapathy3, Peter
Ghali4, Xianlin Shen5, LingLing Han5, Gregory Camus5, Amanda
Copans5, Lorenzo Rossaro5, William Guyer5, Robert s Brown,
Jr.6

1LAIR Centre, Vancouver, Canada; 2The Liver Institute, Methodist

Dallas, Dallas, USA; 3Methodis University Hospital Transplant

Institute, University of Tennessee Health Sciences Center, Memphis,

USA; 4MUHC Royal Victoria Hospital, Montreal, Canada; 5Gilead

Sciences, Foster City, USA; 6Weill Cornell Medical College, New

York, USA

Background: There are limited data on treatment of individuals with

LDV/SOF who have previously failed non-NS5A containing, SOF-

based regimens. This study evaluated the efficacy, safety, and optimal

duration of LDV/SOF ± RBV regimens for re-treatment of HCV in

patients who failed to achieve sustained virologic response (SVR)

with prior SOF-based therapies.

Methods: 87 genotype 1 (GT1) or 4 (GT4) adult subjects from the US

and Canada who relapsed after treatment with simeprevir

(SMV)+SOF±RBV or SOF+RBV±pegylated interferon (PEG) were

randomized to different treatment cohorts based on cirrhosis status:

Cohort 1 (non-cirrhotic)—Arm 1: LDV/SOF for 12 weeks, or Arm 2:

LDV/SOF+RBV for 12 weeks; Cohort 2 (compensated cirrhotic)—

Arm 3: LDV/SOF+RBV for 12 weeks, or Arm 4: LDV/SOF for 24

weeks. Randomization was stratified by genotype and whether or not

the prior regimen included SMV. NS5A experienced subjects were

excluded, as were those who experienced prior virologic break-

through. The primary endpoint was SVR12.

Result: Of 87 subjects randomized, 5 did not receive treatment and 14

(all from 24 week arm) have not yet reached the SVR4 time point. All

the remaining 68 subjects completed treatment; 74% were male, 28%

were black, mean age was 58, 51% were cirrhotic, 90% were GT1

(GT1a = 66%), and 94% were IL28B non-CC. 35% had failed prior

treatment with SMV + SOF, 43% SOF+PEG+RBV, and 22%

SOF+RBV. In cirrhotic subjects, 14% had baseline albumin B3.5 g/

dL and 26% had platelets B 100,000/lL. Overall SVR4 was 94% (64/

68); 97% (32/33) in cohort 1 and 91% (32/35) in cohort 2. All GT4

subjects achieved SVR4 (7/7). 79% experienced an adverse event;

there were no serious adverse events, no premature discontinuations

of study drug, none lost to follow up, and no deaths. Four subjects had

experienced virologic failure (2 prior SMV+SOF, 2 prior SOF+-

PEG+RBV, all GT 1a); 2/4 had baseline NS5A resistant associated

variants, none S282T. Additional safety and efficacy will be

presented.

Conclusion: In this SOF-experienced NS5A-naive population, high

SVR4 rates were achieved. LDV/SOF±RBV may be a safe and

effective re-treatment strategy for non-cirrhotic and compensated

cirrhotic GT1 and GT4 subjects relapsing after receiving prior SOF-

based DAA treatment. This study hallmarks an important step in

salvaging these patients.

PP0218

Efficacy and magnitude of resistance-associated variants (RAVs)
in daclatasvir/asnaprevir combination therapy

Hiroaki Haga1, Takafumi Saito1, Kazuo Okumoto1, Tomohiro
Katsumi1, Kei Mizuno1, Taketo Nishina1, Yoshiyuki Ueno1

1Yamagata University Faculty of Medicine, Yamagata, Japan

Background: Since the interferon (IFN) free therapy has been

available in clinical practice, the influence of individual resistance-

associated variants (RAVs) toward the virological efficacy should be

fully understood. Especially, the cost of measuring the RAVs, which

has not been covered by public medical insurance in Japan, prevented

the spread of these new therapy. In Yamagata prefecture, located

northern-east region of Japan, 42 specialized medical centers in

Yamagata Hepatitis Network have a privilege to measure RAVs. In

this study, we have analyzed the therapeutic effect of daclatasvir/

asnaprevir (DCV/ASV) combination therapy in this Yamagata

Hepatitis Network.

Methods: Total 629 patients with HCV infections have been evalu-

ated RAVs before receiving IFN free treatments until October 2016.

SVR12 rates in 185 cases treated with DCV/ASV combination ther-

apy and background factor in patients with treatment failure were

analyzed.

Result: Among 629 patients, the prevalence of any RAVs was 22.9%

(n = 144). After screening RAVs, 185 cases had been actually treated

with DCV/ASV therapy. Among these treatment-initiated patients,
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only 5.9% (n = 11) had RAVs. Treatment effects (ITT) in available

cases were: RVR 81.6% (151/185), EVR 94.6% (175/185), EOT

92.4% (171/185) and SVR12 88.1% (163/185). Failure cases were 22

cases (invalid/relapse/breakthrough/dropout = 6/8/7/1). Regarding

their background factors, resistance mutation (3.7 vs. 22.7%), pres-

ence of liver cirrhosis (19.0 vs, 36.4%), and history of IFN treatment

(54.0 vs. 68.2%) was distinct clinical factors between SVR cases and

virological failure cases, respectively. Available preserved serum

obtained from failure cases (n = 10) were re-evaluated for all the

mutations previously reported across the NS5A region. The fre-

quencies of NS5A F37, Q54, R30, Q24, L28, Y93 and L31 RAVs was

70% (7/10), 70% (7/10), 40% (4/10), 30% (3/10), 30% (3/10), 30%

(3/10) and L31 10% (1/10) respectively.

Conclusion: In DCV/ASV therapy, virological failure was tend to

observed in cirrhotic patients or patients with history of previous IFN

treatment. Mutations of F37 or Q54 was most common, and mutations

other than reported Y93 and L31 may also be involved in the thera-

peutic effect of DCV/ASV combination therapy.

PP0219

Efficacy of the addition of statins to interferon a and ribavirin
for hepatitis C: a meta-analysis

Zhao Jian1, Liang Caiquan1, Li Wei1, Yao Dingkang1

1Shanghai Changzheng Hospital, Shanghai

Background: To systematically evaluate the therapeutic efficacy of

statins as add-on therapy with interferon a and ribavirin for hepatitis

C.

Methods: A thorough search was done in PubMed, Web of Science,

Embase, Cochrane Library, CNKI, Wanfang Data, SinoMed and VIP

to collect articles on statins as add-on therapy with interferon a and

ribavirin for hepatitis C. Quality of each study was assessed and meta-

analysis on sustained virological response, rapid virological response

and early virological response was performed with Review Manager

5.3 software.

Result: Seven RCTs were included with 202 patients in statin group

and 198 patients in control group. The analysis shows triple therapy

with interferon a, ribavirin and statin was superior to therapy of

interferon a and ribavirin in achieving SVR and RVR (OR = 2.18,

95%CI 1.42–3.34, P = 0.0004; OR = 2.37, 95% CI 1.11–5.09, P =

0.03),while the difference in EVR rate was not significant (OR =

1.42, 95% CI 0.86–2.36, P = 0.17).For HCV genotype 1,the SVR rate

increase still remained significant (OR = 2.41, 95% CI 1.33–4.36, P

= 0.004).

Conclusion: The addition of statins to interferon and ribavirin can

improve sustained virological response and increase the cure rate of

hepatitis C.

PP0220

Cost per sustained virological response 4 (SVR 4) in genotype 1
patients treated with ledipasvir and sofosbuvir
with and without ribavirin: a detailed cost-mapping study

Lisa Nyberg1, Kevin Chiang2, Lindsay Santiago3, T. Craig
Cheetham4, Ekaterina Sadikova4, Jiaxiao Shi4, Zobair
Younossi5,6, Anders Nyberg1

1Kaiser Permanente, San Diego, CA, USA; 2Pharmacy Analytical
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4Department of Research and Evaluation, Kaiser Permanente,

Pasadena, CA, USA; 5Center for Liver Diseases, Department of

Medicine, Inova Fairfax Hospital, Falls Church, VA, USA; 6Betty and

Guy Beatty Center for Integrated research, Falls Church, VA, USA

Background: Telaprevir regimens for chronic hepatitis C (CHC)

genotype 1 (GT1) treatment have been associated with $189,000 cost

per SVR. New regimens are better tolerated thus may not incur costs

associated with the side effect management often necessary with the

previous regimens. This, together with their high efficacy, suggests

that cost per SVR will be lower for the new regimens compared to

that of prior regimens. Using detailed cost mapping, to determine cost

per SVR for CHC-GT1 patients treated with Ledipasvir/Sofosbuvir

(LDV/SOF) ± ribavirin (RBV).

Methods: This is a retrospective cohort study of Kaiser Permanente

Southern California (KPSC) patients C18 years of age. All inpatient

and outpatient cost codes associated with each patient undergoing

HCV treatment with LDV/SOF ± RBV from 1 Nov 2014–31 July

2015 were determined. Cost estimates were based on current Medi-

care rates for services, labs, durable medical equipment (DME) and

supplies, and diagnosis related group (DRG) codes. National drug

codes (NDC) were captured from prescription dispensing records and

used to determine wholesale acquisition costs (WAC). Costs were

derived from electronic sources (http://OptumIngenixEncoder

Pro.com or http://OptumDrugReimbursement.com). Derived costs

were then mapped to each unique code and all codes linked to every

patient who underwent HCV treatment witH LDV/SOF with or

without ribavirin during the study period.

Undetectable HCV RNA at post-treatment week 4 was defined as

SVR4. Given the high concordance (98–100%) of SVR4 with SVR12,

SVR4 was used as a surrogate for long-term cure. Cirrhosis was

defined as having a diagnosis code of cirrhosis or having a decom-

pensation event, prescriptions for hepatic encephalopathy, and/or an

aspartate aminotransferase to platelet ratio index (APRI) score[1.5.

Result: N = 1260 were included in the analysis. Mean age was 58.7

years, 64% were male, and 52% were Caucasian. Average cost per

SVR was $90,918 for non-cirrhotics and $122,339 for cirrhotics.

Average cost per SVR according to treatment group is shown in Table

1.

Conclusion: This detailed cost mapping study includes total inpatient

and outpatient costs associated with all medical care given to each

unique patient during treatment with LDV/SOF±ribavirin, thus it

includes costs over and above the expense of the medications.

Because of the better tolerability of the new agents and the high SVR;

cost per SVR using LDV/SOF with and without ribavirin for the

treatment of GT1-CHC in both cirrhotics and non-cirrhotics is lower

than that previously reported using interferon-based treatment with

and without first generation direct acting antiviral agents.
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Impact of HCV-1b-specific T cell responses on chronic-infected
patients receiving interferon-free direct-acting antivirals (DAAs)
therapy

Yuanyuan Cui1, Chao Zhang2, Shasha Wang1, Eryun Qin1, Junqi
Niu1, Rui Hua1

1The First Hospital of Jilin Universitiy, Changchun; 2Institut Pasteur

of Shanghai Chinese Academy of Sciences, Shanghai

Background: Recently, IFN-free direct-acting antivirals (DAAs)

formulations have advanced remarkably due to its high sustained

virological response (SVR) rate. HCV-specific T lymphocyte

responses are thought to play a crucial role in determining the course

of infection. Chronic HCV infection is often associated with viral

escape and T cell exhaustion. This study conducted research on

chronic HCV-1b infected patients who accepted IFN-free DAAs

therapy to observe whether the immunological HCV-specific T cell

responses can be reconstituted in the course of treatment.

Methods: HCV-specific T cells obtained from two clinical trials,

covering 20 chronically infected HCV-1b patients. Nine previously

treatment- naive patients recruited into AI447-114 clinical trial

(http://ChinaDrugTrials.org.cn, identifier CTR20150462), received

24-week interferon free therapy with daclatasvir/asunaprevir. The rest

of 11 patients from M13-767 (ChinaDrugTrials.org.cn, identifier

CTR20150588) clinical test, who were previously untreated or

received interferon/ribavirin treatment, took a 12-week interferon free

treatment with ombitasvir/paritaprevir/ritonavir. About 10 ml whole

blood of each patient was collected and peripheral blood mononuclear

cells (PBMCs) were stimulated with 39 peptide pools (about 20

peptides per pool, 18-mer long, 10-mer overlap), which were syn-

thesized based on a consensus polyprotein of HCV subtype 1b.

ELISpot assay was conducted to detect HCV specific IFN-c pro-

duction along with DAAs therapy.

Result: HCV viral load of the vast majority of patients from the two

clinical trials decreased below detection limit after 2 weeks of ther-

apy. Only one patient happened virological breakthrough after 16

weeks of therapy. In AI447-114, level of IFN-c showed slight

increase at week 1 and week 6 during the treatment. However, in both

clinical trials, HCV specific IFN-c production remained on a rela-

tively low level and did not show much variety along with the whole

therapy.

Conclusion: HCV specific T cell responses cannot be reconstituted

even with viral clearance after DAAs based therapy.

PP0222

Hepatitis C virus (HCV) reinfection and injection risk behavior
following elbasvir/grazoprevir (EBR/GZR) treatment in patients
on opioid agonist therapy (OAT): Co-STAR three-year follow-up
study

Edward J. Gane1, Gregory Dore2, Jason Grebely2, Frederick
Altice3, Alain H. Litwin4, Olav Dalgard5, Oren Shibolet6, Anne
Luetkemeyer7, Ronald Nahass8, Cheng-Yuan Peng9, Brian
Conway10, David Iser11, Hsueh-Cheng Huang12, Isaias N.
Gendrano12, Michelle Kelly12, Peggy Hwang12, Michael
Robertson12, Janice Wahl12, Eliav Barr12, Heather Platt12
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Institute, Sydney, NSW, Australia; 3Yale University School of

Medicine, New Haven, CT, USA; 4Albert Einstein College of

Medicine/Montefiore Medical Center, Bronx, NY, USA; 5Institute of

Clinical Medicine, Akershus University, Oslo, Norway; 6Liver Unit,

Department of Gastroenterology, Tel-Aviv Medical Center and Tel-
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USA; 9China Medical University Hospital, Taichung, Taiwan;
10Vancouver Infectious Diseases Centre, Vancouver, BC, Canada;
11St. Vincent’s Hospital, Melbourne, VIC; 12Merck & Co., Inc.,

Kenilworth, NJ, USA

Background: High rates of efficacy were observed in Co-STAR, a

12-week, phase 3 trial of EBR/GZR (NS5A inhibitor/NS3/4A pro-

tease inhibitor) in patients on OAT. HCV reinfection was observed in

6/296 (2%) of patients between the end of treatment (EOT) and fol-

low-up week 24. The aim of the Co-STAR Three Year Follow-up

Study (3YFU) is to evaluate HCV reinfection and injection risk

behaviors in patients treated with EBR/GZR.

Methods: This 3-years observational cohort study enrolled patients

who received at least one dose of EBR/GZR in the phase 3 trial.

Every 6 months, patients are tested for HCV RNA and if detected,

viral genotype and sequencing are performed. Patients complete a

questionnaire to assess drug use.

Result: Of 296 patients treated in Co-STAR, 185 patients (63%) were

enrolled in the 3YFU. Patients who enrolled in the 3YFU were

generally representative of the parent trial: average age, 49 years;

males, 76%; white, 79%; genotype (GT)1a, 73%; GT1b, 19%; GT4,

7%; GT6, 1%. Sixty percent and 58% of patients in the 3YFU study

and the phase 3 trial, respectively, had a positive urine drug screen

(UDS) result at enrollment. The median time from EOT to the first

visit during the 3YFU was 330 days (range 206–485). In addition to

the 6 reinfections observed between EOT and follow-up week 24, 2

viral recurrences were identified at the first visit in the 3YFU. One

patient had GT1a infection at baseline: the patient reported nonin-

jection drug use (intranasal cocaine, inhaled amphetamines, inhaled

cannabinoids) at follow-up, GT3 infection was identified, and opiates

and cannabinoids were detected by UDS. One patient had GT1b

infection at baseline and had HCV RNA (258 IU/mL) detected at the

first visit; however, the genotype was unable to be determined due to

low viral load, no drug use was reported by the patient for the pre-

vious 6 months, and no drugs besides OAT were detected by UDS.

This patient is not considered a reinfection while additional follow-up

is pending. Of the 185 patients in the 3YFU, 108 (58%) reported any

drug use (noninjection or injection) in the past 6 months. Injection

drug use in the past 6 months was reported by 47 (25%) patients.

Among those reporting injection drug use in the past 6 months (n =

47), injected drugs included heroin (n = 34; 72%), amphetamines (n

= 8; 17%), cocaine (n = 7; 15%), and other opioids (n = 7; 15%).
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Conclusion: HCV reinfection among patients on OAT following

EBR/GZR treatment is uncommon despite ongoing drug use. Addi-

tional follow-up is ongoing.

PP0223

Efficacy of the fixed dose combination of elbasvir/grazoprevir
versus daclastasvir plus asunaprevir in patients chronically
infected with hepatitis C genotype 1b: a systematic review
and indirect treatment comparison

Sam Keeping1, Keith Chan1, Eric Druyts1, Shelby Corman2,
Chizoba Nwankwo3

1Precision Health Economics, Los Angeles, USA; 2Pharmerit

International, Newton, USA; 3Merck & Co., Inc., New York, USA

Background: Genotype 1b accounts for the majority of chronic

hepatitis c virus (HCV) infections in high income countries in Asia.

The combination of daclastasvir plus asunaprevir for 24 weeks

(DCV24+ASV24) is currently licensed for the treatment of genotype

1b patients in Japan, Korea and Taiwan, and can be considered one of

the current standard of care in this population. The fixed-dose com-

bination of elbasvir/grazoprevir taken for 12 weeks (EBR/GZR12)

has also demonstrated high rates of sustained viral response (SVR) in

genotype 1b patients. We performed a systematic review and indirect

treatment comparison of EBR/GZR12 and DCV24+ASV24 in HCV

patients with genotype 1b.

Methods: Randomized or single-arm clinical trials of at least one of

the treatments of interest were identified by searching Medline (in-

cluding Medline in Process), Embase, and Cochrane Central Register

of Controlled Trials. For each intervention, an overall SVR across all

trials was calculated using a fixed-effects model with inverse-variance

weighting and no transformation of the underlying data. A naı̈ve

comparison was then made using standard statistical methods (2 9 2

contingency tables, Normal test for difference), without accounting

for differences across trial populations. Analyses were conducted for

the overall population as well as subgroups stratified by prior-treat-

ment experienced and cirrhosis status.

Result: A total of 27 relevant citations were identified with infor-

mation from 15 clinical trials (9 for EBR/GZR, 6 for DCV + ASV).

The pooled SVRs in all patients were 98.28% (95% CI 97.07%,

99.48%) for EBR/GZR12, and 86.68% (95% CI 84.73%, 88.62%) for

DCV24 + ASV24. In the naı̈ve comparison, a statistically significant

difference was observed between the two treatments with a relative

risk (RR) of 1.12 (95% CI 1.09, 1.16). The subgroup analysis showed

that EBR/GZR12 had higher SVRs than DCV24+ASV24 in all sub-

groups that were assessed. These differences in SVRs were also

statistically significant in all patient groups except in treatment-naı̈ve

patients with compensated cirrhosis [RR 1.10 (95% CI 0.99, 1.23)],

where the lower bound of the confidence interval approached 1 (see
Table 1). Due to a lack of head-to-head trials within the evidence base

or trials with a common control group, it was not possible to carry out

a network meta-analysis.

Conclusion: These results suggest that EBR/GZR12 is likely to offer

clinical benefits over DCV24+ASV24 in terms of higher SVRs in

patients with genotype 1b chronic hepatitis C infection.

PP0224

Real-world safety and efficacy of daclatasvir plus asnaprevir
for elderly patients over 75 years of age

Shinya Taki1, Hideyuki Tamai1, Yoshiyuki Ida1, Naoki Shingaki1,
Akira Kawashima2, Ryo Shimizu1, Kosaku Moribata1, Takao
Maekita1, Mikitaka Iguchi1, Jun Kato1, Taisei Nakao2, Masayuki
Kitano1

1Second Department of Internal Medicine, Wakayama Medical

University, Wakayama, Japan; 2Department of Internal Medicine,

Naga Municipal Hospital, Naga, Japan

Background: Although the clinical use of all-oral, dual direct acting

antivirals combination therapy using the non-structural (NS) 5A

inhibitor daclatasvir and the NS3/4A protease inhibitor asunaprevir

was first approved for interferon ineligible or intolerant patients

infected with genotype 1 hepatitis C virus (HCV) in Japan, there was

a few data about safety and efficacy for hepatitis C such as elderly

and/or cirrhotic patients with comorbidities in clinical trials. Fur-

thermore, patients aged more than 75 years old were excluded. This

prospective cohort study of daclatasvir plus asunaprevir was con-

ducted to evaluate the safety and efficacy for elderly patients over 75

years of age, and to clarify whether extremely high sustained viro-

logical response (SVR) rate can be achieved even in a real-world

setting, when the patients with NS5A RAVs and simeprevir failure

are excluded.

Methods: A total 110 patients with genotype 1b HCV were enrolled

in this study. Patients with NS5A RAVs, prior simeprevir failure, and

Child-Pugh class B or C are excluded. Daclatasvir (60 mg) plus

asnaprevir (100 mg) per day were orally administered for 24 weeks.

Patients aged 75 years and over was defined as old-old patients. The

negativity of HCV-RNA at week 12 after the end of therapy was

defined as SVR.

Result: Median age of patients was 73 (ranged 44–86) years. There

were 76 cirrhotic, and 104 interferon ineligible patients. In compar-

ison of factors between non-old-old and old-old patient groups,

baseline body weight and HCV-RNA levels at week 4 were signifi-

cantly lower in old-old patients than in non-old-old patients. The SVR

rates of overall, old-old, and non-old-old patients were 97% (107/

110), 98% (46/47), and 97% (61/63), respectively. Two patients (2%)

discontinued treatment due to adverse events. One was drug-induced

dermatitis in old-old patients, and the other was hepatic failure with

transaminase elevation in non-old-old patients.

Conclusion: Daclatasvir plus asnaprevir was highly safe treatment

even in patients over 75 years of age. When patients without pre-

existing NS5A RAVs and prior simeprevir failure are selected,

extremely high SVR rate would be achieved irrespective of age.
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Experimental research on drug interaction of combined therapy
against HCV

Xueyuan Jin1, Ping Zhao1,*, Wang Jianjun2

1International Center for Liver Disease Treatment, 302 Military

Hospital; 2302 Hospital of PLA, Beijing

Background: To investigate the drug interactions in safety and

pharmacokinetics between ribavirin and liver-protecting drugs for

combined therapy against HCV.

Methods: 1. The cytotoxicity of ribavirin and its combination with

silymarin, diammonium glycyrrhizinate, bicyclol and oxymarine

against HepG2 cells was investigated by MTT assay.

2. The subacute toxicity of ribavirin and its combination with

silymarin, diammonium glycyrrhizinate, bicyclol and oxymarine after

oral administration in rats was investigated.

3. The metablism induction and inhibition effects of silymarin,

diammonium glycyrrhizinate, bicyclol and oxymarine and their effect

on the harmacokinetics of ribavirin was investigated in rats after oral

administration.

Result: 1.Silymarin was effective to protect the HepG2 cells against

ribavirin induced cytotoxicity and the protection rate were 101.14 and

215.05% at 30 and 100 lM, respectively.

2. Co-administration of silymarin, diammonium glycyrrhizinate,

bicyclol or oxymarine with ribavirin (180 mg/kg) results decreasing

of the mortality. Silymarin and bicyclol can significantly antagonize

the reduction of WBC resulted by ribavirin; Silymarin, diammonium

glycyrrhizinate, bicyclol or oxymarine can reverse the increase of

PLT induced by ribavirin; Diammonium glycyrrhizinate significantly

inhibited the increase of ALT and bicyclol and oxymarine inhibited

the elevation of AST, while the co-administration of silymarin

resulted in further elevation of AST.

3. Bicyclol showed significant inhibition on the metabolism of

testosterone, phenacetin, and dextromethorphan.

4. A rapid, sensitive and highly selective LC–MS/MS assay was

developed to determine ribavirin and its metabolit in plasma. The

pharmacokinetic parameters of ribavirin when administrated alone or

in combination with silymarin, diammonium glycyrrhizinate, bicyclol

or oxymarine were determined. The results revealed that co-admin-

istration of ribavirin with silymarin, diammonium glycyrrhizinate or

bicyclol resulted in decrease of AUC of ribavirin, while co-admin-

istration of ribavirin with silymarin or bicyclol resulted in increasing

of V/F and decreasing of Cmax of ribavirin.

Conclusion: 1. There is significant drug interaction between

diammonium glycyrrhizinate, silymarin, glycyrrhizin or bicyclol with

ribavirin.

2. Silymarin was effective to protect the HepG2 cells against ribavirin

induced cytotoxicity. Co-administration of silymarin, diammonium

glycyrrhizinate, bicyclol or oxymarine with ribavirin (180 mg/kg)

results decrease of the mortality. Silymarin and bicyclol can signifi-

cantly antagonize the reduction of WBC; Silymarin, diammonium

glycyrrhizinate, bicyclol or oxymarine can reverse the increase of

PLT induced by ribavirin.

3. Co-administration of silymarin and bicyclol with ribavirin

resulted in decreasin of AUC and Cmax of ribavirin.

PP0226

Optimal time of pegylated interferon-a plus ribavirin therapy for
chronic hepatitis C in HIV-infected patients

Linghua Li1, Yingchun Ke2, Weiping Cai3

1Department of Infectious Disease, Guangzhou Eighth People’s

Hospital, Guangzhou; 2Department of Infectious Disease,

Guangzhou; 3Department of Infectious, Guangzhou

Background: Despite the quick arrival of DAAs era, currently the

standard therapeutic regimen for HCV was still pegylated-interferon

(pegIFN) and ribavirin (RBV) in China. It is recommended to conduct

anti-HCV treatment for HIV/HCV co-infected patients according to

CD4+ T lymphocyte counts, however, heretofore lack of evidences

and clinical trials support the proposal.

Methods: This is a prospective multicenter study. Totally 218

patients were recruited in this study and were divided into four groups

as follows, Group A had 79 HIV/HCV co-infected patients with CD4+

count above 350/ll, Group B had 45 HIV/HCV co-infected patients

with CD4+ count between 200 and 350/ll, Group C had 34 HIV/HCV

co-infected patients with CD4+ count below 200/ul, and Group D had

60 HCV mono-infected patients. The standard therapy for HCV

infection was 48-week course of PegIFNa-2a plus RBV. Group A and

D only received anti-HCV treatment, Group B received HAART

firstly and then anti-HCV treatment after achieving the drug tolerance,

and Group C did not commence anti-HCV treatment until the CD4+

count reached 200/ll more than 3 months after receiving HAART.

The efficacy of anti-HCV treatment in each group was observed at 0,

12, 24, 48 and 24 after weeks. The HCV load was assayed by COBAS

automatic viral load analysis system (lower limit of quantification =

15 IU/ml).

Result: The ratios of cEVR (complete early virological response),

eTVR (end of treatment virological) and SVR (sustained virological

response) in HIV/HCV co-infected patients (n = 158 cases) were

respectively 75.3% (119/158), 68.4% (108/158) and 48.7% (77/158).

The ratios of cEVR, eTVR and SVR In HCV mono-infected patients

(n = 60) were 93.3% (56/60), 90% cases (54/60) and 71.7% (43/60)

.Comparatively, the ratios of cEVR, eTVR and SVR in HIV/HCV co-

infected patients were significantly lower than those in HCV mono-

infected patients (All P = 0.000). In Group A, the ratio of cEVR was

78.5% (62/79), eTVR was 68.4% (54/79), SVR was 41.8% cases (33/

79); In group B, cEVR was 75.6% (34/45), eTVR was 80% cases (36/

45), SVR was 64.4% (29/45); In Group C, cEVR was 67.6% (23/34),

eTVR was 52.9% (18/34), SVR was 44.1% (15/34). Comparing

Group C with Group A, the cEVR, eTVR and SVR had no statistical

differences (P = 0.221, P = 0.118, P = 0.817) . Meanwhile, the

differences of cEVR and SVR between Group C and Group B had no

statistical meaning (P = 0.437, P = 0.072), but the eTVR in group C

was lower than that in Group B (P = 0.01). Furthermore, the cEVR,

eTVR in Group A and Group B were not statistically different (P =

0.824, P = 0.162), but the SVR in Group B was significantly higher

than that in Group A (P = 0.015).

Conclusion: HIV/HCV co-infected patients could achieve good anti-

HCV efficacy with PegIFNa-2a plus RBV despite lower virological

responses comparing with HCV mono-infected patients. Even when

the CD4+ count is above 350/ll, HAART could be applied firstly

before anti-HCV therapy for increasing SVR.
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Final results from a phase III study of the narlaprevir, a novel
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treated patients with genotype 1 chronic hepatitis C (the
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Background: In Russia the estimated number of patients with chronic

HCV infection exceeds 1.9 million and HCV-related mortality is

increasing. The most prevalent genotype (GT) of HCV in Russia is

1b. Narlaprevir (NVR) is a potent inhibitor of HCV NS3 serine

protease. NVR is co-administered with a CYP3A4 inhibitor ritonavir

(RTV). A randomized, placebo-controlled, double-blind phase 3 study

(PIONEER) has been completed. The PIONEER study was conducted

in 20 Russian centers to evaluate NVR efficacy and safety in 420 non-

cirrhotic patients with GT1 [treatment-naı̈ve or treatment-experi-

enced, relapsing after pegylated interferon alfa (P) with ribavirin (R)].

Methods: 272 (64.8%) treatment-naı̈ve and 148 (35.2%) treatment-

experienced patients were enrolled. They were randomized 2:1 into

one of the two treatment arms. 282 (67.1%) patients received NVR

200 mg with RTV 100 mg QD, added to PR, for 12 weeks, followed

by PR only for 12 weeks (total treatment duration was 24 weeks). 138

(32.9%) controls received double therapy with PR for 48 weeks, with

NVR/RTV placebo for the first 12 weeks. The arms were well-bal-

anced in terms of demographic characteristics. HCV RNA level was

determined by TaqMan HCV Quantitative Test Version 2.0 (Roche

Diagnostics) with LOD = LLOQ = 15 IU/mL. The primary efficacy

endpoint was SVR rate 24 weeks after end of treatment (SVR24).

Result: The HCV RNA level decreased in average for 5.3 log10 after

2 weeks of treatment, and for 5.9 log10 after 4 weeks of treatment in

the NVR/RTV/PR arm; in the control arm, the viral load after 2 and 4

weeks of treatment decreased for 1.5 log10 and 2.5 log10, respectively.

SVR24 was achieved in 89.1% (163/183) (95% CI 83.6%, 93.2%) of

treatment-naive and in 69.7% (69/99) (95% CI 59.6%, 78.5%) of

treatment-experienced patients in the NVR/RTV/PR arm. In the

control arm SVR24 was achieved in 59.6% (53/89) (95% CI 48.6%,

69.8%) treatment-naive and in 24.5% (12/49) (95% CI 13.3%, 38.9%)

PR-experienced patients (Fig. 1). Among treatment-naı̈ve patients

virological breakthrough occurred in 2.2% in the NVR/RTV/PR arm

and in 6.7% in the control arm; among treatment-experienced

patients—in 11.1% of in the NVR/RTV/PR arm and 16.3% in the

control arm. The type, frequency and severity of AEs and laboratory

abnormalities were similar in both arms (Table 1). 11 patients dis-

continued treatment due to AEs, 7 treated with NVR/RTV/PR and 4

with PR alone. 5 patients from NVR/RTV/PR arm had SAEs (all

unrelated to study treatment).

Conclusion: NVR increases efficacy of PR double therapy in non-

cirrhotic GT1 HCV-infected patients causing no excess in adverse

effects. The highest SVR values were seen in treatment-naı̈ve patients

and in patients relapsing after prior PR treatment.
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miR-1273g-3p is a good noninvasive test for the prediction of liver
fibrosis in patients with chronic hepatitis C
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Fu1, Jinghua Du1, Yang Wang1, Baoyu Wang1, Yuguo Zhang1

1The Third Hospital of Hebei Medical University, Shijiazhuang

Background: Our previous studies showed that miR-1273g-3p was

upregulated by miRNA microarrays in patients with hepatitis C virus

(HCV)-related fibrosis. As miRNAs have been suggested as promis-

ing non-invasive biomarker, we further assess whether miR-1273g-3p

could as an potential indicator of fibrosis progression in with chronic

hepatitis C infected patients.

Methods: One hundred and twelve CHC patients who performed

liver biopsy and underwent liver stiffness mearsure (LSM) using

FibroTouch in Hebei Medical University. Liver fibrosis was deter-

mined based on METAVIR classification, AST-to-PLT ratio index

(APRI) and Fibrosis 4 score (FIB-4) were acalculated. The diagnostic

performance of miR-1273g-3p, LSM, APRI and FIB-4 in predicting

fibrosis stage were evaluated and compared by ROC analysis. The

related factors of miR-1273g-3p were analyzed by Spearman

analyses.

Result: We found that miR-1273g-3p levels were correlated posi-

tively (r = 0.662) with the liver fibrosis stage (P \ 0.001). LSM,

APRI and FIB-4 the three kinds of noninvasive diagnostic method has

a good consistency with liver biopsy, and their Person correlation

coefficient were 0.815, 0.417, 0.522. The area under ROC curve of

miR-1273g-3p for F C 2 and F = 4 was 0.841 and 0.933, which was

lower than LSM (0.890 and 0.937), but higher than FIB-4 (0.791 and

0.766) and APRI (0.719 and 0.760) (Fig. 1). On Spearman analysis,

serum miR-1273g-3p levels were positively correlated with age, BMI,

ALT, AST and TBIL (r = 0.396, 0.219, 0.215, 0.228, 0.225), but

negatively with PLT (r = -0.318) (all P\ 0.05) (Fig. 2a–f). But it

was not correlated with baseline hepatitis C virus loads and genotype

(Fig. 2g, h).

Conclusion: Hence, we concluded that miR-1273g-3p, a novel non-

invasive test, may be an useful and easy tool to predict the stage of

liver fibrosis in patients with chronic hepatitis C and has better

diagnostic performance than FIB-4 and APRI. Futher prospective

studies are warranted to validate its efficacy.
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Genetic polymorphisms in the Th17-related RORC gene are
associated with spontaneous clearance of acute HCV infection
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Background: Among persons newly infected with hepatitis C virus

(HCV), 20–40% would resolve the infection spontaneously. Although it

is well established female sex and favorable IL28B genotypes are main

independent predictors of spontaneous clearance, there are still

numerous female individuals carried favorable IL28 genotype suffered

from chronic hepatitis C. Genetic Polymorphisms in genes encoded

HCV co-receptors, transcription factors and cytokines may have pos-

sibility to influence the susceptibility of host invaded by HCV.

However, besides sex and IL28B genotypes, host-related factors asso-

ciated with HCV spontaneous clearance remain poorly understand.

Methods: A total of 121 Chinese Han anti-HCV positive female indi-

viduals included chronic HCV carriers (n = 54) and HCV spontaneous

resolvers (n = 24 for HIV-coinfected and n = 43 for negative anti-HIV

response) were recruited in the present study. All participants were

restricted as favorable IL-28B genotypes (rs12909860 CC genotype,

rs8099917 TT genotype and rs12980275 AA genotype) and have never

received any types of anti-HCV therapies. Male or female carried

unfavorable IL-28B genotypes were excluded from our study. Blood

samples were collected for DNA extraction and 122 single nucleotide

polymorphisms (SNPs) in 23 genes encoded for HCV co-receptors,

transcription factors and cytokines were detected and compared. In

addition, in order to evaluated and compared the potential of Th17 dif-

ferentiation between chronic HCV carriers and HCV resolvers, PBMC

cells were stimulated with anti-CD3/anti-CD28, EBV BMLF1 peptides

and PMA/ionomycin in vitro respectively and cytokines IL-17A, IL-22

and IFN-c produced by activated CD4+ T cells were detected with

intracellular cytokine staining assay. All the statistical and graphic

analyses were performed using GraphPad Prism 5.0 and All P values

were two-tailed and considered significant when lower than 0.05.
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Result: SNPs of rs1521177 (P = 0.0242), rs2293088 (P = 0.0347) and

rs7540530 (P = 0.0319) in the RORC gene are significantly correlated

with the spontaneous clearance of acute HCV infection (Table 1). With

stimulation of anti-CD3/anti-CD28, the frequencies of IL17A-producing

CD4+ T cells is significantly higher in HCV resolvers than chronic HCV

carriers (P=0.039), while higher frequencies of IL22-producing CD4+ T

cells were also found in HCV resolvers group than HCV carriers group (P

= 0.003) when PBMCs were stimulated by EBV BMLF1 peptides (Fig.

1). However, no significant differences of IL17A or IL22 intracellular

production of CD4+ T cells upon in vitro stimulation between different

genotypes of the above three SNPs were presented in our study.

Conclusion: In the present study, we demonstrated that genetic

polymorphisms within human RORC gene are independently asso-

ciated with spontaneous clearance of acute HCV infection.

PP0230

Differences in IP-10, TLR4 and IRF5/3 between SVR and non-
SVR HCV-1 patients treated with PEG-IFN and ribavirin

Min Zhang1, Yongfang Jiang1, Xinqiang Xiao1, Milin Peng1, Feng
Peng1, Guozhong Gong2

Background: The association between the dynamic alterations of IP-

10 during PEG-IFN and RBV treatment of patients with HCV-1,

TLR4 expression on PBMCs and the development of the SVR,

remains to be fully elucidated. The present study investigated marked

alterations in IP-10, TLR4, IRF3 and IRF5 in patients with HCV

treated with PEG-IFN-based standard therapy. The results suggested

that decreasing levels of IP-10 were observed via a decrease in the

expression of TLR4 on PBMCs during PEG-IFN treatment. In addi-

tion, SVR may be associated with IP-10, IRF5 and TLR4 expression

on PBMCs in patients with CHC during antiviral therapy.

Methods: Patients The present study recruited 31 patients with CHC;

19 male, and 12 female, who were receiving treatment at the Second

Xiangya Hospital of Central South University (Changsha, China)

between September 2011 and September 2012.

Study design CHC participants received subcutaneous injections of

PEG-IFN-a 2a (180 mg/week) plus daily oral RBV (15 mg/kg) for 48

weeks.

Virological evaluations HCV RNA levels were measured using the

COBAS TaqMan HCV assa.

Detection of TLR4+ PBMCs.

IRF3/5 RNA quantited by RT-PCR.

Detection of IP-10 by ELISA. Serum IP-10 levels were examined with

ELISA (BD Biosciences).

Statistical analysis One-way ANOVA independent sample t test were

applied to analysis.
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Result: TRL4+ PBMCs gradually decreased, and was significantly

lower at 24 and 48 weeks in the SVR group compared with the non-

SVR group (Fig. 1a). IRF3 RQ values in the SVR group were slightly

lower than in the non-SVR group, but there was no statistically sig-

nificant difference between the two groups.

Conversely, the IRF5 levels in the SVR group decreased during

treatment compared with those of the non-SVR group, even though

similar levels were observed at baseline between the two groups. The

IRF5 levels in the SVR group were significantly lower than those in

the non-SVR group at times ranging between 24 and 48 weeks fol-

lowing the initiation of treatment, and 24 weeks following treatment

(Fig. 1c).

At 24–72 weeks, the IP-10 levels in the SVR group were signifi-

cantly lower than in the non-SVR group. (Fig. 1d).

Serum IP-10 levels exhibited a positive correlation with IRF5 RQ

values and with the frequency of TLR4+ PBMCs in the SVR group,

but not in the non-SVR group (Fig. 2). In addition, a positive corre-

lation was observed between IRF5 and the frequency of TLR4+

PBMC cells in the SVR group (Fig. 2).

Conclusion: In conclusion, the results of this study demonstrated an

association between the decrease in IP-10 levels and a favorable viral

kinetic response during combination treatment with PEG–IFN-a2a

and RBV in patients infected with HCV-1.

PP0231

Study of the interaction of hepatitis C virus NS4A protein
and calcium modulating cyclophilin ligand

Yongqian Cheng1, Ping Zhao1, Yan Liu1, Jun Cheng2

1Beijing 302 Hospital, Beijing; 2Beijing Ditan Hospital, Beijing

Background: Hepatitis C virus (HCV) NS4A protein is the major

non-structural component of virus particles. This study aimed to

identify the host interacting partners of HCV NS4A protein that could

contribute to viral pathogenesis.

Methods: The proteins interacted with HCV NS4A was screened and

identified with yeast two-hybrid in human leukocytes, and the CAML

gene was cloned. After the yeast expression vector of CAML was

constructed and back-cross was performed, the eukaryotic expression
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vector of HCV NS4A (pCMV/Myc-NS4A) and CAML (pcDNA3.1/

His-A-CAML) was constructed and co-immunoprecipitation was

performed in 293 cells. Bioinformatics methods were used to analyze

the full-length CAML gene, and the software, Vector NTl9.0, was

employed to align the CAML coding sequence and chromosome 5

q23 on which the CAML gene was located. After the yeast expression

vectors of different spliceosomes and deletion mutants of CAML gene

was constructed and transfected into yeast Y187, matching experi-

ment with AH109 transfected pGBKT7-NS4A was performed. The

pCMV/Myc-NS4A was transfected into 293 cells which stable trans-

fected CAML gene, and the gene expression change was detected by

microarray test.

Result: Fourty-five colonies were sequenced, among which, 29

colonies were CAML. The gene encoding CAML was cloned suc-

cessfully, and the interaction between NS4A and CAML was verified

by back-cross in yeast cells and co-immunoprecipitation in 293 cells.

The yeast Y187 transfected the yeast expression vectors of different

spliceosomes and deletion mutants of CAML gene could match

successfully with AH109 transfected pGBKT7-NS4A. The CAML

gene was successfully cloned and 3 splittings of CAML were iden-

tified in the cells. In these splittings, 634–698 bp, 173–633 bp or

173–698 bp of the CAML coding sequence were deleted, with the size

of 825, 429 and 363 bp, respectively. Fourty-eight up-regulated genes

and 36 down-regulated genes were detected by microarray test,

including 6 genes involved in Rho signal transduction.

Conclusion: The CAML gene was successfully cloned, and the

existence of CAML splittings in the cells was confirmed for the first

time. HCV NS4A could interact with CAML in yeast cells and

mammalian cells. The interaction site of HCV NS4A and CAML

located at the hydrophilic N-terminal 1-57 amino acid of CAML

protein. The previously noted transmembrane domains 2 and 3, which

were sufficient to activate Ca2+influx, and the N-terminal of CAML,

which was found interacting with other proteins, were all included in

those splittings. Maybe, the affection on the Rho signal transduction

way, related with apoptosis, could endure cells with resistant to

apoptosis via the interaction between HCV NS4A and CAML.

PP0232

Prevalence of naturally-occurring resistance-associated
substitutions to direct-acting antivirals agents in patients
with hepatitis C virus genotype 1b infection

Yang Wang1, Ruihong Wu1, Xiumei Chi1, Xiaomei Wang1,
Hongqin Xu1, Xiuzhu Gao1, Yun Pan1, Junqi Niu1

1Department of Hepatology, The First Hospital of Jilin University,

Changchun

Background: Resistance-associated substitution (RAS) in hepatitis c

virus variants is an important factor associated with the failure of

IFN-free, direct-acting antivirals (DAA)-based regimens. This study

aimed to investigate the prevalence of the naturally-occurring RAS in

treatment–naı̈ve HCV genotype-1b patients in Jilin Province, and

compare with that observed in China, Asia and other regions by

mining the NCBI Nucleotide Database.

Methods: RASs in NS5Aand NS5B regions were determined via

direct sequencing method in serum samples of treatment–naı̈ve

patients infected with hepatitis C virus genotype 1b. In addition, we

retrieved HCV sequences from NCBI Nucleotide Database in

December of 2015 using the key word ‘‘hepatitis C virus’’. Sequences

of \100 bp and DAA-treated were excluded. HCV genotype-1b

sequences were included.

Result: NS5A sequencing was performed in 38 patients. 50% (19/

38) of the patients presented at least one NS5A RAS. R30Q had

the highest prevalence rate of 34.2% (13/38), followed by Y93H

(18.4%, 7/38), Q54H (7.89%, 3/38), and R30H/L31F/A92T

(2.63%, 1/38). 20% (6/38) of the patients presented both Y93H and

R30Q. One patient presented both R30Q and L31F. One patient

presented both R30Q and Q54H. The prevalence rate of R30Q and

Y93H (34.2, 18.4%, respectively) in our study were higher than the

overall global prevalence in sequences retrieved from NCBI

Nucleotide Database: China (2.78, 7.14%), Asia (7.85, 6.65%),

Europe (20.15, 7.93%) and North-America (5.19, 1.86%). In con-

trast, the prevalence of Q54H (7.89%) in our study was lower than

that of China (36.9%), Asia (32.73%), Europe (35.6%) and North-

America (34.4%). In our study, no patient presented L28F/T, L31

M/I/V, P32L, S38F, P58D, A92K or Y93C/F/N/S. Similarly, the

global prevalence of them obtained based on NCBI database was

also extremely low. The highest prevalence rate was only 0.14%

(L31I). NS5B sequencing was performed in 9 patients. RAS C316

N to NS5B polymerase inhibitors was detected in all of the

patients. It was comparable with the prevalence in China (95.7%)

obtained from NCBI, whereas it was higher than Asia (74.47%),

European (24.42%), North-America (21.09%), South-America

(16.67%) and Africa (6.73). In our study, no patient presented

S282T, M289I/L or L320F (resistant to sofosbuvir), which was

similar to that observed based on database (0.12, 0.02 and 0.04%,

respectively).

Conclusion: Y93H and R30Q in NS5A, and C316 N in NS5B showed

higher prevalence rate in treatment–naı̈ve HCV genotype-1b patients

in Jilin Province, compared with worldwide isolates. The distribution

of HCV RASs was related to geographic location.

PP0233

Hepatitis C virus induces MDSCs-like monocytes through TLR2/
PI3 K/AKT/STAT3 signaling

Naicui Zhai1, Haijun Li1, Hongxiao Song1, Yang Yang1, An Cui1,
Tianyang Li1, Junqi Niu2, Ian Nicholas Crispe1,3, Lishan Su1,4,
Zhengkun Tu1,2

1Institute of Translational Medicine, The First Hospital of Jilin

University, Changchun; 2Department of Hepatobiliary and Pancreatic

Diseases, The First Hospital of Jilin University, Changchun;
3Department of Pathology, University of Washington, Seattle, USA;
4Lineberger Comprehensive Cancer Center, School of Medicine,

University of North Carolina, Chapel Hill, USA

Background: Recent studies reveal the accumulation of myeloid

derived suppressor cells (MDSCs) in human peripheral blood

mononuclear cells (PBMCs) following HCV infection, which may

facilitate and maintain HCV persistent infection. The mechanisms by

which HCV induces MDSCs are poorly understood. In the present

study, we investigated the mechanisms by which HCV induces

MDSCs that lead to suppression of T cell proliferation and expansion

of CD4+Foxp3+ regulatory T cells.

Methods: Purified monocytes from healthy donors were cultured with

HCV core protein (HCVc) or cell culture-derived HCV virions

(HCVcc), and characterized the phenotype and function of these

monocytes by flow cytometry, quantitative PCR, ELISA and western

blot assays. In addition, peripheral blood from healthy donors and

chronic HCV infected patients was collected, MDSCs and

CD4+CD25+CD127- regulatory T cells were analyzed by flow

cytometry.

Result: Both HCVc and HCVcc induced expression of IDO1, PD-L1

and IL-10, and significantly down-regulated HLA-DR expression in

human monocytes. HCVc-treated monocytes triggered CD4+Foxp3+

Tregs expansion, and inhibited autologous CD4+ T cell activation in

Hepatol Int (2017) 11 (Suppl 1):S1–S1093 S309

123



an IDO1-dependent fashion. We showed that HCV virions or HCV

core proteins induced MDSC-like suppressive monocytes via the

TLR2/PI3K/AKT/STAT3 signaling pathway. Monocytes derived

from patients with chronic HCV infection displayed MDSCs char-

acteristics. Moreover, the percentages of CD14+ MDSCs and

CD4+CD25+CD127- Tregs in chronic HCV infected patients were

significantly higher than healthy individuals, and the frequency of

MDSCs correlated with CD4+CD25+CD127- Tregs.

Conclusion: HCV induced MDSC-like suppressive monocytes

through TLR2/PI3K/AKT/STAT3 signaling pathway to induce

CD4+Foxp3+ regulatory T cells and inhibit autologous CD4+ T cell

activation. It will be of interest to test whether antagonizing sup-

pressive functions of MDSCs could enhance immune responses and

virus control in chronic HCV infection.

PP0234

First CE-IVD marked next-generation sequencing (NGS)-based
automated workflow for HCV genotyping and optional RAVs
detection

Elian Rakhmanaliev1, Zhang Rui1, Alex Yeo1, Pramila
Ariyaratne1, Wen Huang1, Charlie Lee1

1Vela Research Singapore Pte Ltd., Singapore, Singapore

Background: Detection of resistance-associated mutations (RAVs) is

increasingly used in HCV patients selected for treatment with direct

acting antiviral agents (DAAs). Accurate determination of HCV

genotypes (GTs) is essential for DAA treatment and conventional

interferon-based therapy. Sanger sequencing has been the standard

method in clinical diagnostics for several decades but it has recog-

nized limitations in sensitivity and turn around time (TAT). NGS

provides excellent accuracy, speed and sensitivity enabling detection

of rare mutants, HCV subtypes as well as mixed infections. The

objective was to develop and evaluate an automated NGS-based

workflow for HCV genotyping for in vitro diagnostics.

Methods: The novel Sentosa� HCV genotyping workflow comprised

of (1) a robotic liquid handling system for RNA extraction and NGS

library preparation (Sentosa� SX101); (2) Ion Torrent NGS platform;

(3) kits for RNA extraction, HCV NGS library preparation (Sentosa�

SQ HCV Genotyping Assay) and deep sequencing, and (4) data

analysis and reporting software. The data reports on GTs 1a and 1b

include 136 known RAVs in the NS3, NS5A and NS5B genes.

However, the system does not make direct treatment recommenda-

tions, which are left to the investigator. Clinical sensitivity and

clinical genotyping correctness was evaluated on 346 clinical samples

across all 6 HCV GTs.

Result: The Sentosa� HCV NGS workflow is highly automated and

required\3 h. hands-on time with total TAT about 26 h. The assay is

able to process up to 15 clinical samples simultaneously. The limit of

detection was determined to be 1000 IU/mL for GTs 1–4, and 2000

IU/mL for GTs 5 and 6; reproducibility was 98.9%. For clinical

evaluation we used a line probe-based test (VERSANT HCV Geno-

type 2.0 LiPA) in conjunction with the AutoBlot 3000H platform

(SIEMENS). Sanger sequencing was used as a reference method for

all discordant and indeterminate samples. Clinical sensitivity and

genotyping correctness aggregated were 86.4% (95% CI 82.4–89.6%)

and 93.7% (95% CI 90.3–95.9%) for VERSANT and 100% (95% CI

98.9–100%) and 100% (95% CI 98.7–100%) for Sentosa HCV,

respectively. Also, 56 GT1a and 54 GT1b samples were used for

further analysis of RAVs distribution. 52.7% (58/110) of HCV strains

were carrying 1 or multiple RAVs in 23 positions across all target

genes (Fig.). An unequal distribution of 4 mutations in the GT1

subtypes was observed. Frequency of the Q80 K mutation (NS3) was

25% (14/56) in GT1a and 1.9% (1/56) in GT1b. While mutations

Q54H and Y93H (NS5A) were prevalent in GT1b: 42.6% (23/56) and

18.5% (10/56), respectively.

Conclusion: Given the crucial role of accurate sequencing analysis in

HCV treatment management, the Sentosa� HCV NGS workflow

appears as a highly reliable tool for differentiating HCV GTs and

RAVs, which can help to prevent diagnostic errors potentially leading

to suboptimal treatment.
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The etiology analysis in 461 patients with non-cirrhotic ascites

Peiyan Liu1, Xiaowen Liu1, Hongjing Dong1, Yanqing Li1, Pujun
Gao1, Yanhang Gao1

1The First Hospital of Jilin University, Changchun

Background: Ascites is a common symptom in the clinical practice.

Even if there is a part of ascites caused by hepatic cirrhosis, the cause

of ascites is rather complicated. Roughly, it can be divided into car-

diac, hepatic, renal, tuberculosis, tumor, autoimmune and et al. There

are also some rare diseases with ascites as the only clinical mani-

festation. The pathogenesis of non-cirrhotic ascites is complicated and

interesting. The aim of this study is to show the clinical features and

prognosis of non-cirrhotic ascites and to provide guidance for clinical

practice.
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Methods: Retrospective analysis of 461 patients with unexplained

ascites, regardless of liver cirrhosis, in The First Hospital of Jilin

University from January 2010 to September 2016. Statistical software

was used to analyze the etiology of ascites.

Result: The three highest incidences of the non-cirrhotic ascites were

malignant ascites, unknown etiology of ascites and tuberculous

ascites. In 461 patients, 371 (80.48%) cases are malignant tumors

with an average age of 58.37 years, including 20 (5.39%) cases with

primary liver cancer, 166 (44.74%) cases with pelvic malignant

tumor, 32 (8.63%) cases with gastrointestinal malignant tumor, 24

(6.47%) cases with pancreatic malignant tumor, 2 (0.54%) cases with

pulmonary malignant tumor, 2 (0.54%) cases with lymphomas, 2

(0.54%) cases with mammary malignant tumors, 2 (0.54%) cases with

primary peritoneal malignant tumor, 121 (32.61%) cases with

malignant neoplasm of unknown origin; 19 (4.12%) cases are tuber-

culous peritonitis with an average age of 46.53 years, 4 (0.87%) cases

are pancreatic ascites with an average of 49.25 years, 2 (0.43%) cases

are Budd–Chiari syndrome with an average age of 30 years, 5

(1.08%) cases nephrotic syndrome with an average of 56.6 years, 4

(0.87%) cases are eosinophilic gastroenteritis with an average age of

26.75 years, 1 (0.22%) case is POEMS syndrome with an age of 51

years; 55 (11.93%) cases are unknown diseases.

Conclusion: The highest incidence of the non-cirrhotic ascites was

malignant ascites, and tuberculous ascites was the third place.

Malignant ascites accounted for a high proportion and the incidence

in females was significantly higher than in males, mainly because

of gynecologic tumors. The proportion of pelvic malignant tumor is

the largest in malignant ascites, which is consistent with the pre-

viously published literatures. The average age of malignant ascites

was significantly higher than that of tuberculous ascites. Unknown

causes of ascites is in a certain proportion, it is worth further

analysis and research. Typical cases are rare in clinical practice,

and the diagnosis is quite difficult. Therefore, biopsy shows its

superiority. It is of great significance to improve the diagnosis and

differential diagnosis of non liver cirrhosis ascites in division of

hepatology.

PP0236

The value of serum cystatin C for identification of renal
dysfunction in patients with liver disease: analysis of 3047 cases

Kun-yan Hao1, Yuecheng Yu1, Rui He2, Shou-ming Wang1,
Chang-lun He1, Xin Li1, Mao-rong Wang1

1Bayi Hospital, Nanjing University of Chinese Traditional Medicine,

Nanjing; 2Maanshan Infectious Disease Hospital, Anhui Province

Background: Liver disease, especially decompensated liver cirrhosis

and liver failure, are easily complicated with acute kidney injury

(AKI) or other patterns of renal injury, and this is an independent

predictor of poor prognosis. Early diagnosis of renal insufficiency and

subsequently rational treatment are very important for the outcome

improvement of those patients. This paper aims to investigate the

value of serum cystatin C (CyC) compared with other indicators in the

early and accurate assessment of renal dysfunction in patients with

such liver disease.

Methods: Clinical and laboratory data of 3047 patients with chronic

hepatitis (group B), compensated cirrhosis (group C), decompensated

cirrhosis (group D) or liver failure (group E) were retrospectively

collected and analyzed, with 147 healthy adults (group A) as the

controls. Serum CyC, creatinine (Scr) and estimated glomerular fil-

tration rate (eGFR) were selected as the main indices for detection of

renal function. The sensitivity and specificity of those indices in the

identification of renal dysfunction were compared with each other

among different groups.

Result: (1) The mean levels of Scr had significant difference between

male group (93.73 ± 64.54) and female group (67.78 ± 40.45), as

well as the levels of CyC (1.67 ± 0.99 versus 1.41 ± 0.81, p\0.01).

(2) The mean level of eGFREPI of male group was 85.26 ± 40.20 ml/

min, lower than that of female group (92.74 ± 40.32); but the mean

levels of eGFRCHN were 68.30 ± 25.28 and 71.94 ± 27.24 ml/min in

male and female groups respectively (p \ 0.01). (3) The eGFR less

than 90 ml/min was considered as the golden threshold of renal

insufficiency. By eGFREPI analysis, the area under the curve (AUC)

of CyC and Scr were 0.98 and 0.91 respectively; however, when

analyzing with eGFRCHN, the AUC of CyC and Scr were 0.98 and

0.81 respectively. The AUC above 0.9 indicates a higher diagnostic

value. (4) According to the stratification by age or gender, CyC

showed a more sensibility in prediction of higher risk of renal dys-

function than Scr, and even eGFR.

Conclusion: For the earlier identification of renal dysfunction in

patients with various patterns of liver diseases, serum CyC and eGFR

have higher sensitivity and reliability than Scr. eGFRCHN formula

may be more suitable than eGFREPI formula to calculate the eGFR for

Chinese population. As a new indicator for renal dysfunction, CyC is

not only more sensitive than Scr, but also may be more sensitive than

eGFR.

Fig 1. Comparison of serum Cystatin C (CyC, Fig I), creatinine

(Scr, Fig II) and eGFR (Fig III and Fig IV) among healthy controls

(A) and groups with chronic hepatitis (B), compensated cirrhosis (C),

decompensated cirrhosis (D) or liver failure (E)

PP0237

4 Cases report of malignant peritoneal mesothelioma in patients
with non-cirrhotic ascites

Xiaowen Liu1, Peiyan Liu1, Hongjing Dong1, Yanqing Li1,
Yanhang Gao1

1The First Hospital of Jilin University, Changchun

Background: Ascites is one of the most common clinical manifes-

tations in hospitalized patients with liver diseases, and liver cirrhosis

is the main cause of ascites. However, a considerable part of the cause

of ascites is not clear, or it is not easy to get the exact diagnosis.

Malignant peritoneal mesothelioma (MPM) is a rare cause of ascites

due to its low incidence and relatively difficult diagnosis. In this

report, we summarized the clinical features of 4 cases of malignant

Hepatol Int (2017) 11 (Suppl 1):S1–S1093 S311

123



peritoneal mesothelioma as cause of ascites in patients without liver

cirrhosis, which might give a certain enlightenment for diagnosis and

differential diagnosis of cirrhosis or non-cirrotic ascites.

Methods: 4 cases of MPM were retrospectively analyzed from March

2011 to September 2016 originated in the First Hospital of Jilin

University, including clinical manifestation, laboratory tests, imaging

examinations and pathological features diagnosed by laparoscopy or

ultrasound guided peritoneal biopsy.

Result: Among 4 cases, they were 2 males and 2 females. The

average age was 53.25 years. In clinical initial symptoms, 2 cases

with abdominal pain, 2 cases with abdominal distension. Serum tumor

markers including AFP, CEA, CA199, CA125 had no specific sig-

nificance; Ascites were all effusion. CT scan showed 1 case for

thickening and turbidity of the great retina, and the changes of the

nodules in multiple patches, 1 case for cystic and solid mixed space

occupying lesion, 1 case for thickening peritoneum, greater peri-

toneum and pelvic floor peritoneal, local nodules and strip and the

forth case with non apparent abnormality. Pathology diagnosis for all

4 cases was malignant peritoneal mesothelioma, and 2 cases diag-

nosed as well differentiated papillary mesothelioma; in

immunohistochemical typing, 4 cases for WT1(+) and Calretinin (+),

3 cases for CK516(+), Vit(+) and D2-40(+), 2 cases for CK-pan (+)

and Ki-67 (+20%).

Conclusion: The clinical manifestation and laboratory examination of

malignant peritoneal mesothelioma are atypical, manifested as

abdominal pain, abdominal distension and abdominal mass, which

prone to misdiagnosis and missed diagnosis. The diagnosis is mainly

based on peritoneal biopsy although CT scan can provide some useful

information. The above 4 summarized cases of MPM suggested us to

pay more attention to the rare or unknown causes of non-cirrhotic

ascites, in particularly, make an effective differential diagnosis be-

tween MPM and tuberculous peritonitis, non-cirrhotic peritonitis and

metastatic peritoneum cancer.

PP0238

Changes in prevalence of aetiology and complications in cirrhotic
patients in northern China: a 12-year in hospitalized patients
study

Shuzhen Wang1, Zheng Wang1, Chunlei Fan1, Lei Li2, Huiguo
Ding3, Wenming Zhao4

1Beijing You’an Hospital, Affiliated with Capital Medical University,

Beijing; 2Beijing You’an Hospital, Affiliated with Capital Medical

University, Beijing; 3Beijing Youan Hospital, Capital Medical

University, Beijing; 4Beijing You’an Hospital, Affiliated with Capital

Medical University, Beijing

Background: HBV is the most common cirrhotic aetiology in China.

However, the changes in prevalence of aetiologies and complications

of liver cirrhosis were few studied.

Methods: We identified all in hospitalized patients diagnosed as

cirrhosis using ICD-10 codes K74.1, K74.3, K74.6, K70.3, K76.1,

K75.4, K83.0, I85.0, I85.9 from Electronic Medical Record Man-

agement System from January 2002 to December 2013. The

demographic data and complications were recorded. The changes in

prevalence of etiologies and complications of cirrhotic patients in

northern China were analysed.

Result: Total 12948 in hospitalized cirrhotic patients were enrolled in

recent 12 years. Male was accounted 69.02% and female 30.98%. The

average age was 51.29 years old. HBV/HCV, alcohol or concomitant

with one of other etiology were accounted for 65.04, 12.35, and

12.41%, respectively. HBV/HCV and alcoholic liver cirrhosis domi-

nated in male, while the autoimmune and NASH related cirrhosis

were predominant in female. The prevalence of HBV related cirrhosis

declined from 56.45 to 50.73% (P \ 0.01). The HCV, alcoholic,

autoimmune and cryptogenic cirrhosis were respectively increased

from 8.07 to 19.27%, 7.68 to 16.52%, 2.65 to 10% and 0.72 to 5.27%

(P \ 0.01). Of all cirrhotic etiologies, NASH related cirrhosis was

accounted for 3.76%. Ascites was the most common complication

accounted for 66.34%. The prevalence of solely ascites or gastroin-

testinal bleeding was decreased. While, the concomitant with two or

more complications was increased.

Conclusion: The prevalence of HCV, alcoholic, autoimmune and

NASH related cirrhotic patients are significantly increased in northern

China. Ascites remains a major complication.

PP0239

Poor microbial coverage of 3rd cephalosporins for treatment
spontaneous bacterial peritonitis in frequently hospitalized
cirrhotic patients

Peiling Dong1, Chunlei Fan2, Junfu Zheng3, Huiguo Ding3

1Beijing You’an Hospital, Affiliated with Capital Medical University,

Beijing; 2Beijing You’an Hospital, Capital Medicine University,

Beijing; 3Beijing You’an Hospital, Capital Medical University,

Beijing

Background: The 3rd-generation cephalosporins are recommended

as first-line treatment for spontaneous bacterial peritonitis (SBP) in

cirrhotic patients. The aims of this study were to define efficacy and

microbial coverage rate of the empirical 3rd-generation cephalos-

porins treatment in hospitalized cirrhotic patients with SBP

Methods: A retrospective cohort study of SBP episodes with positive

ascitic culture (2007–2011) was conducted in Beijing Youan Hospi-

tal. Episodes of SBP were classified into community, healthcare

system, or nosocomial. All data included demographic information,

cirrhotic etiologies, complications and other information was

retrieved from Electronic Medical Record Management System

records.

Result: Total 180 patients with episodes of SBP were analyzed: 18%

(33 cases) community-acquired (CA), 37% (67 cases) healthcare

system-acquired (HCR) and 45% (80 cases) nosocomial-acquired

(NA). 55%, 60% gram-negative bacilli were respectively found in CA

and HCR group. However, NA group had a higher ratio of gram-

positive cocci (64%), P\0.001. These resistant microorganisms were

defined as extended-spectrum b-lactamase-producing gram-negative

bacilli, non-fermentative bacteria, methicillin-resistant coagulase

negative staphylococcus. The antibiotic effective coverage rate of

3rd-generation cephalosporins was 67, 51, 39% in CA, HCR and NA

group, respectively. However, 70% of them were initial empirical

3rd-generation cephalosporins. Independent predictors of mortality

were NA or HCR related SBP, Child C, failure of empirical antibi-

otics and a serious inflammatory response syndrome.

Conclusion: Poor microbial coverage of 3rd-cephalosporins for SBP

in frequently hospitalized cirrhotic patients are observed. It is sug-

gested that empirical antibiotics treatment those patients may have

high failure in clinical practices.

PP0240

A analysis of the levels of sex hormones in male patients
with chronic hepatitis, cirrhosis and liver failure

Yuerong Zhang1, Hui Wang2
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Background: It is reported widely that cirrhosis has a sex hormone

level disorders cause by decompensated live function failured to

eliminate hormones. So we want to know if the levels of sex hor-

mones are closely related to severity of diseases. Then, it is studied

the correlation between the levels of seven kinds of sex hormones

(E2, FSH, LH, PRL, PROG, TSTO and DHEA-SO4) and liver

function of patients for male with chronic hepatitis, cirrhosis and liver

failure.

Methods: According to diagnoses, a total of 94 patients were enrolled

and divided into three groups, chronic hepatitis group (32 patients),

liver cirrhosis group (50 patients) and liver failure group (12 patients

with SACLF), aged between 24 and 76 years old, mean 49.1 ± 7.8

years old. 30 healthy subjects who underwent physical examination

were enrolled as control group. All group subjects were detected the

levels of serum E2, FSH, LH, PRL, PROG, TSTO and DHEA-SO4 by

studied the changes of sex hormone levels of male patients in four

group and relationship with liver function.

Result: The levels of serum E2, FSH and PRL of chronic hepatitis

group were not different compared with control group. The levels of

E2, FSH and PRL of cirrhosis group and liver failure group increased

compared with control group and hepatitis group (F = 464.004, P =

0.000, F = 16.771, P = 0.000, F = 52.306, P = 0.000), but were not a

positive correlation with the severity of disease. The levels TSTO and

DHEA-SO4 decreased correlated with cirrhosis group and liver fail-

ure group, especially serum DHEA-SO4 had a good relative to assess

severity of disease than TSTO. The levels of LH have not a significant

statistics comepared with four groups.

Conclusion: Serum E2, FSH, PRL, TSTO, DHEA-SO4 levels can

assess the degree of liver dysfunction, but it is limited because the

levels of sex hormones are influenced by many factors. (stress state,

age, etal). DHEA-SO4 decrease is negatively correlated with the

extent of the disease, and it may be a valuable factor to assess the

severity of diseases than TSTO.

PP0241

Peritoneal tuberculosis in chronic liver disease -a diagnostic
dilemma: role of ADA in diagnosis and outcome
with antitubercular therapy

Amol Sonyabapu Dahale1, Amarender Singh Puri1, Anil Kumar
Agarwal1, Sanjeev Sachdeva1, Ajay Kumar1

1G B Pant Hospital, GIPMER, New Delhi, India

Background: Chronic liver disease (CLD) is one of the most

important predisposing factors for peritoneal tuberculosis (PTB).

Peritoneal tuberculosis is great masquerader and presence of under-

lying chronic liver disease makes it worst case scenario for clinicians

to diagnose and treat. We prospectively evaluated diagnostic role of

ascitic fluid (AF) adenosine deaminase (ADA) in suspected PTB

patients with underlying CLD and also studied their outcome.

Methods: Study was carried out at GIPMER, New Delhi, India

during period of Sept. 2013 to Dec. 2015. Proven PTB with CLD

patients were included as cases. Patients having only PTB enrolled as

control. Patients with ascites of other etiology were taken as valida-

tion cohort. All patients were undergoing diagnostic abdominal

paracentesis. AF biochemical and cytological analysis along with

ADA was done. Peritoneal biopsy done in suspected peritoneal

tuberculosis cases. Characteristic histopathological appearances on

biopsy or acid fast staining positivity were taken as gold standard.

Result: Total 91 patients had suspected PTB, 13 patients were

excluded. 78 patients had confirmed PTB, 30 (38.46%) of these had

CLD. Rest 48 patients with PTB were taken as controls. Alcohol was

most common etiology for CLD (56%). Total 208 patients included in

validation cohort (CLD-102, Spontaneous bacterial peritonitis-31,

malignant ascites-31, pancreatic ascites-20). Male were 80% in cases

while female dominated in control group (62.50%, p\0.005). Mean

age of cases was 4 years older than control group.

Clinical features do not differ in cases and controls (p = NS). In both

AF analysis revealed low SAAG (cases = 0.99 vs. controls = 0.77 vs.

validation cohort = 1.52 gm/dl, p \ 0.005) with increased in total

leukocyte count (668 vs. 600 vs. 386 cells/ll, p = 0.02), total protein

(3.46 vs. 5.22 vs. 2.10 gm/dl, p\ 0.005), albumin (1.55 vs. 2.44 vs.

0.97 gm/dl, p\0.005) and ADA (64 vs. 77 vs. 22 U/L, p\0.005) in

both group when compared to validation cohort. Mountoux positivity

seen less common in PTB CLD group (50%) compared to PTB group

(79.16%, p\ 0.005).

PTB had good response on ATT. In cases 86% patients cured.

Three patients died (Mortality-10%) and one lost to follow up.

Compared to this 95% in control group cured (p = 0.28), two patients

lost follow up and none died (p = 0.02). Seven patients had adverse

drug reactions in cases while only three in control group (p = 0.02).

Compared to gold standard, ADA showed good sensitivity

(93.33%), specificity (93.26%) and accuracy (93.27%) in PTB-CLD

group. It also should be noted ADA till have false positive results in

14 patients of various etiology.

Conclusion: CLD is major risk factor for PTB and affects outcome

and prognosis. ADA is good noninvasive screening test with very

good sensitivity and specificity. Antitubercular therapy has good

prognostic impact on PTB patients with CLD.

PP0242

Role of new biomarkers in predicting AKI in patients
with advanced liver cirrhosis

Myung Seok Lee1, Sang Kyung Jo2, Won Yong Cho2, Min Sun
Joo1, Sang Hoon Park1
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Background: Acute kidney injury is known to be common and have

poor prognosis in cirrhotic patients. Although early, accurate detec-

tion of AKI in these patients may allow more targeted therapy, current

diagnostic criteria using serum creatinine or urine output lacks sen-

sitivity in early prediction. The purpose of this study is to examine the

prognostic performance of urinary biomarkers in early prediction of

AKI in cirrhosis.

Methods: This is a single center, prospective cohort study enrolling

cirrhotic patients who admit to Hallym University Kangnam Sacred

Hospital due to diverse etiologies. Urine was collected for measure-

ment of urinary neutrophil gelatinase associated lipocalin (NGAL),

liver type fatty acid binding protein (L-FABP) and patients’ clinical

outcome was prospectively collected.

Result: Of 41 patients, AKI developed in 16 patients during the

hospital admission (39%). AKI was associated with higher in hospital

mortality (AKI vs. non-AKI, 25% vs. 8%, p \ 0.05). Etiologies for

admission, prior use of diuretics, initial serum creatinine (0.78 ± 0.53

vs. 0.73 ± 0.58 mg/dL), fractional excretion of sodium (FENa, 0.28 ±

0.07 vs. 0.15 ± 0.17%), fractional excretion of urea (FEurea, 10.3 ±

4.8 vs. 18.9 ± 11.4%) were not different between AKI and non-AKI

cirrhotic patients. However, baseline Model for End stage liver dis-

ease score (MELD score, 18.4 ± 6.3 vs. 13.5 ± 7.2, p = 0.027), initial

plasma NGAL (219 ± 105.7 vs. 88 ± 47.1 ng/mL, p = 0.016),

urinary L-FABP (12.9 ± 7.6 vs. 7.7 ± 6.72 ng/mL, p = 0.05) were

significantly higher in patients who subsequently developed AKI.

Conclusion: This ongoing study shows that the incidence of AKI is

high and portends poor prognosis in cirrhotic patients. High MELD

score, plasma NGAL and urinary FABP might be useful biomarkers

for early detection of AKI in cirrhosis.

PP0243

Clinical characteristics and corresponding risk factors of portal
vein thrombosis in liver cirrhosis

Jing-ping Xiong1, Yue-xin Zhang1

1The First Affiliated Hospital of Xinjiang Medical University, Ürümqi

Background:
Objective To investigate the clinical characteristics and the corre-

sponding risk factors of portal vein thrombosis (PVT) in patients with

liver cirrhosis.

Methods: The data of hospitalized patients diagnosed as liver cir-

rhosis from January 2012 to July 2017 were retrospectively analyzed.

Among them hundred patients diagnosed as liver cirrhosis with PVT

were in PVT group and hundred sixty-there patients with liver cir-

rhosis without PVT were in non-PVT group. Demography

characteristics and clinical data were recorded and analyzed.

Result: The results show that there were no statistically significant

differences in age, sex, nation, smoking, combined, hypertension,

combined diabetes, white blood cell, platelet, international normal-

ized ratio, activated partial thromboplastin time, fibrinogen,

creatinine, total bilirubin, spleen thickness, spleen length, splenic vein

diameter, diarrhea, hepatorenal syndrome and hepatic encephalopathy

between the two groups (P[0.05). Compared with those of non-PVT

group, the differences were statistically significant in etiology of

cirrhosis, portal vein diameter, cystatin, porthrombin time, coagula-

tion time, D-dimmer, fibrinogen degradation product, glutamic-

pyruvic transaminase, bilirubin direct, alkaline phosphatase, hemo-

globin, albumin, Child–Pugh score, splenectomy, abdominal pain,

fever, ascites, upper gastrointestinal bleeding and spontaneous

bacterial peritonitis of PVT group (all P \ 0.05). D-dimmer (OR =

1.003 P = 0.000), portal vein diameter (OR = 6.922, P = 0.026),

splenectomy (OR = 13.113 P = 0.000), Child–Pugh score (OR =

4.127 P = 0.000), were independent risk factors of PVT in patients

with liver cirrhosis. ROC curve analysis indicated that the AUC of

D-dimmer, portal vein diameter, splenectomy, Child–Pugh score was

0.937, 0.569, 0.622, 0.706.

Conclusion: The incidence of PVT is high in patients with illness

weight, high D-dimmer, high fibrinogen degradation product, wide

portal vein diameter, high cystatin, long porthrombin time, coagula-

tion time, high glutamic-pyruvic transaminase, bilirubin direct,

alkaline phosphatase, low hemoglobin, albumin, and complications

were significantly increased in patients with cirrhosis and PVT.

D-dimmer, portal vein diameter, splenectomy, Child–Pugh score were

independent risk factors of PVT in patients with liver cirrhosis.

Key words: Liver cirrhosis; Portal vein thrombosis; Clinical charac-

teristics; Risk factors; D-dimmer
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The effects of tolvaptan short-term treatment on survival
in cirrhotic patients with ascites and hyponatremia

Xin Zhang1, Peng Li1, Huiguo Ding2, Tao Han3, Wen Xie4,
Yonggang Li5, Hong Ma6
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Hospital, Affiliated with Capital Medical University, Beijing;
2Beijing Youan Hospital, Capital Medcal University, Beijing;
3Department of Gastroenterology, Tianjin the Third Central Hospital,

Tianjin; 4Department of Hepatology, Beijing Ditan Hospital,

Affiliated with Capital Medical University, Beijing; 5Department of

Hepatology, PLA 302 Hospital, Beijing; 6Liver Diseases Center,

Beijing Friendship Hospital, Affiliated with Capital Medical

University, Beijing

Background: Tolvaptan has been shown effectiveness in treatment

cirrhotic ascites and hyponatremia. The improving survival of

tolvaptan therapy cirrhotic patients with ascites and hyponatremia has

been questioned. The aim of this study was to evaluate the long-term

survival in cirrhotic patients with ascites and hyponatremia using

tolvaptan short-term treatment.

Methods: A multicentre cohort study enrolled 249 cirrhotic patients

with ascites was set up from 3 tolvaptan clinical trials conducted in 5

medical centers from May 2008 to January 2012. All patients were

randomly assigned to receive placebo or tolvaptan therapy when they

participated in clinical trials. Patients were followed up in real-life

clinical practice for 6 months after they finished those clinical trials.

Result: A total of 230 patients were enrolled in this cohort study. Of

them, 169 patients took tolvaptan and 61 patients took placebo.

Compared with placebo, the mean serum sodium in the tolvaptant arm

increased after 4, and 7 days treatment (p = 0.047). The serum

sodium of most patients in tolvaptan treatment was stable during 6

months. The overall survival to 3 months, and 6 months in hypona-

tremia patients treated with tolvaptan was longer than the placebo.

The cumulative mortality of the patients with tolvaptan and placebo

were 25.4, and 26.2%, respectively (p = 0.904). However, the mor-

tality of the patients resolved from hyponatremia using tolvaptan

therapy was lower than the unresolved patients (27 vs 37.5%, p \
0.05). Among the patients of unresolved hyponatremia, the mortality

of patients with tolvaptan was lower than the placebo till 6 months

(37.5 vs 54.5%). The long-term adverse events related to tolvaptan,

including liver and renal function, were not observed.
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Conclusion: Tolvaptan short-term therapy may improve the long-

term survival and safety in cirrhotic patients with resolved

hyponatremia.

PP0245

Bedside large volume paracentesis: a 3-month case series
in a single tertiary center

Edric Jin Hao Hee1, Kuo Chao Yew1

1Department of Gastroenterology and Hepatology, Tan Tock Seng

Hospital, Novena, Singapore

Background: Approximately 10% of patients with ascites require

regular large volume paracentesis (LVP) owing to a failure of

diuretics and a low sodium diet. While it is a relatively simple pro-

cedure, there remains a potential for complications. This case series

aims to improve patient outcomes through detailing our observations

relating to LVP in our institution.

Methods: This is a retrospective case series of consecutive patients

admitted into a single tertiary referral center between June to August

2016 for LVP, with 27 patients completing a total of 51 sessions.

Severity of ascites was based on criteria set out by the International

Ascites Club: mild, moderate and large volume. 16G cannulas were

used in all sessions. The differences between the goal drainage vol-

umes (procedurist-determined) and the actual drainage volumes, and

all associated complications were recorded. 100 ml of albumin 20%

was infused over 2 h for every 2.5 L of ascites fluid drained.

Result: There were 10 females and 17 males. Cryptogenic liver cir-

rhosis was the commonest etiology (10, 37%), followed by alcoholic

(5, 18.5%), hepatitis B (5, 18.5%), cardiac (3, 11%) and finally,

hepatitis C (1), autoimmune hepatitis (1) and combination factors (2).

Goal drainage volumes were determined by clinical examination

(Correlation coefficient 0.875, P = 0.000). Actual drainage volumes

did not achieve their goals in 73% of cases. However, actual volumes

were related to goal volumes (Correlation coefficient 0.533, P =

0.000). Factors explaining this difference include an over-estimation

of ascites volume, equipment failure, and patient non-compliance.

Asymptomatic hypotension (systolic blood pressure\90mmHg) was

observed in 2 patients. Both recovered with 250 ml of fluid, and were

subsequently discharged on the same day as admission. There were no

other complications.

Conclusion: Despite its utility in refractory ascites, issues associated

with LVP include difficulty in accurately determining drainage vol-

umes and procedure-associated complications. Asymptomatic

hypotension, although rarely cited in current literature, occurred in

4% of our patients. Clinical assessment of ascites volume is limited

by its low sensitivity and specificity; bedside ultrasonography can be

used for a more accurate assessment. An objective criterion

employing sonographic measurements for ascites volume quantifica-

tion could be helpful in clinical practice. Patient parameters, medical

co-morbidities and severity of liver decompensation should also be

considered in determining goal drainage volumes. An optimal pro-

cedure would include pre-procedural risk assessment, accuracy in

determining goal drainage volumes, and a controlled rate of drainage.

Table 1: Description of patient characteristics.

PP0246

The diagnostic value of spot urine sodium-to-potassium (U Na/K)
ratio compared to 24-hour urine sodium (24-hr UNa)
in natriuresis evaluation of cirrhotic patients with ascites

Sukanta Chandra Das1, Chanchal Kumar Ghosh2, MD. Abdur
Rahim Miah2

1District Hospital, Narayanganj, Bangladesh; 2Bangabandhu Sheikh

Mujib Medical University, Dhaka, Bangladesh

Background: Ascites is a major complication of liver cirrhosis.

Diuretics are used in treatment of ascites in addition to salt restriction.

Monitoring of diuretic response can be achieved by measurement of

24 h urinary sodium. The ‘‘spot’’ urine sodium/potassium (UNa/K)

ratio is a convenient tool to identify 24 h urinary sodium excretion.

The aim of the study was to evaluate the accuracy of spot UNa/K as

an alternative to 24-hr UNa in assessment of natriuresis in cirrhotic

patients with ascites.

Methods: This was a cross-sectional study to evaluate natriuresis in

patients with decompensated liver cirrhosis with ascites admitted in

the department of Gastroenterology of Banghabandhu sheikh mujib

medical university from October 2014 to October 2015. 100 patients

were included in this study. The UNa/K ratio was calculated based on

the values of sodium and potassium in ‘‘spot’’ urine sample which was

obtained before or after completion of 24-hr urine collection. Col-

lection of 24-hr urine sample was done in a sterile plastic containers

recording the volume starting at 8:00 a.m. Instructions was given to

assure completeness of urine collection. All samples were processed

on the day of collection. The correlation between the 24hr-UNa and

spot UNa/K ratio was evaluated by the Pearson’s correlation coeffi-

cient. Diagnostic accuracy of the spot UNa/K ratio was analysed by

estimating the area under the receiver operating characteristics curve

(AUROC) and by calculating accuracy, sensitivity, specificity, posi-

tive and negative predictive value.

Result: All (100) urine specimens were completely analyzed. Mean

value of 24-hr UNa was 100.55 ± 83.62 mmol/day (range 3.60–310

mmol/day). 48 (48%) subjects had excreted C78 mmol/day of sodium

and 52 (52%) subjects excreted \78 mmol/day. On the other hand,

mean value of spot sodium and potassium in urine sample was 61.55

± 42.85 and 30.78 ± 11.71 (mmol/L) respectively and mean of their

ratio was 2.31 ± 2.07. Spot UNa/K ratio was seen to have significant

correlation with 24-hr UNa excretion with coefficient (r) value =

0.409 (p = 0.001). When compared 24-hr UNa C78 mmol/d to spot

UNa/K ratio C1; the sensitivity, specificity, PPV, NPV of UNa/k was

87.5, 63.5, 68.9 and 84.6%, respectively. In this study, cut off value of

spot UNa/K ratio 1 was found to be a good marker as demonstrated by
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ROC curve (Area under ROC .872). This study also revealed that

patients with lower urinary sodium had more advanced liver disease

in term of higher Child–Turcotte–Pugh score and MELD score.

Conclusion: Spot urine Na/K ratio has adequate sensitivity and

accuracy for assessment of natriuresis compared with 24 hr urinary

sodium in cirrhotic patients with ascites at cut off value 1. So, spot

UNa/K ratio is an accurate, cost-effective and convenient method for

replacing 24-hr UNa. But large multicentred studies are needed to

recommend this test as a routine practice.

PP0247

Profile and outcome of acute kidney injury (AKI) in pediatric
patients with liver disease

Seema Alam1, Bikrant Bihari Lal2, Vikrant Sood2, Rajeev
Khanna2

1Professor Pediatric Hepatology, New Delhi, India; 2Institute of Liver

and Biliary Sciences, New Delhi, India

Background: Lack of data on pediatric AKI in the world literature.

To study the prevalence, outcome and its predictors in children with

AKI and hepatorenal syndrome (HRS) in pediatric liver disease on

medical management.

Methods: Data of all children upto 18 years of age presenting with

liver disease was scanned for presence of AKI. Definition and staging

of AKI was done as per KDIGO guidelines. HRS was defined as per

IAC guidelines. Doubling of serum creatinine from baseline was

considered significant rather than absolute value of [1.5 mg/dl. All

children with HRS were managed with albumin 1 g/kg/day and ter-

lipressin 30 lg/kg/day or noradrenaline at 0.1 lg/kg/min. Response to

therapy was defined as return of creatinine to baseline.

Result: There were 53 children (Mean age 9.9 ± 5 years) satisfying

the definition of AKI of whom 20 were decompensated CLD, 14 were

ACLF and 15 were ALF. Fifteen patients (12.6%) of our total cohort

of 119 ALF patients had AKI. Among ACLF patients (n = 67), 14

(21%) developed AKI. 3.9% (21/535) of our CLD patients developed

AKI. The main cause of AKI was shock/other pre-renal insult (n =

24), HRS (n = 12) and sepsis (n = 8). Drug nephrotoxicity was

implicated in 3 patients. Most patients (44, 83%) had grade 3 AKI

(Rise in creatinine more than 3 times). The mean peak creatinine was

1.54 ± 0.72 mg/dl. Mean bilirubin, albumin, INR and PELD were

16.3 ± 13 mg/dl, 2.32 ± 0.54 g/dl, 3.16 ± 2.2 and 28.5 ± 9.8

respectively. Oliguric renal failure was seen in 42 (79.2%). Response

to medical therapy was seen in 22 (41.5%).

Twelve patients satisfied the definition of HRS. All were type 1 HRS.

Seven were ACLF and 5 were decompensated CLD. SBP was present

in 5 (42%) of children with HRS. 75% had oliguria. Eight children

were treated with albumin and terlipressin. Two infants were treated

with albumin and noradrenaline and 2 with cerebral edema were not

given albumin or terlipressin. 5 out of 8 (62.5%) children treated with

albumin and terlipressin showed resolution of HRS of which 1 also

required dialysis. Mean duration of terlipressin and albumin therapy

was 3.5 days. 6 patients (50%) did not survive at 3 months follow up.

On univariate analysis, presence of oliguria, high PELD and presence

of sepsis predicted poor response to medical therapy. On multivariate

analysis, higher PELD at the time of development of AKI predicted

poor response to therapy. At a cutoff PELD [20, OR for failure to

response to therapy was 15.5 (95% CI 2.16–111).

Conclusion: AKI developed in 4% of all CLD and 22% of those

presenting with ACLF. The main cause of AKI were prerenal/septic

shock, HRS and use of nephrotoxic drugs. Creatinine values in chil-

dren are lower than in adults and interval change is more important.

62.5% of children with HRS responded to terlipressin and albumin.

Mortality at 3 months among patients with HRS was 50%. PELD

score[20 predicted poor response to medical therapy.

PP0248

Clinical study of patients with blood cell decreasing of cirrhosis
hypersplenism with octreotide

Hongyun Dong1

1Tianjin Second People’s Hospital, Tianjin

Background: To evaluate the efficacy of octreotide in the treatment

of liver cirrhossis hypersplenism.

Methods: 176 cases blood cell decreasing of liver cirrhosis hyper-

splenism patients dosage regimens were octreotide 0.2 mg iv bid.

Duration of treatment was 14 days.

Result: After treatment with octreotide. Serum creutinine increased

marketly than before treatment for white blood cell (N) and red blood

cell (P\ 0.05). Portalvein blood flow rate and spleen destend didn’t

improved markedly.

Conclusion: Octreotide was effective and safe in the treatment of

hypersplenism.

PP0249

Nosocomial and community-acquired spontaneous bacterial
peritonitis in patients with liver cirrhosis in China: comparative
microbiology and therapeutic implications

Lei Shi1, Enqiang Qin1, Fusheng Wang1

1Beijing 302 Hospital, Beijing

Background: Spontaneous bacterial peritonitis (SBP) is the common

complication disease of liver cirrhosis. The study was performed to

compare the microbiological characteristics of nosocomial and com-

munity-acquired episodes of bacterial peritonitis in China.

Methods: Five hundred and seventy-five strains isolated from ascites

in cirrhotic patients from Beijing 302 Hospital were isolated between

January 2014 and December 2014. Antibiotic susceptibility test was

performed with Kirby-Bauer (K-B) or minimal inhibitory concen-

tration (MIC) method.
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Result: The patients in community-acquired SBP (n = 311) and

nosocomial SBP (n = 264) groups exhibited significant differences in

clinical symptoms (P \ 0.01). In both groups, most bacteria were

Escherichia coli, Klebsiella pneumoniae, Coagulase negative

staphylococcus and Enterococcus. There were more frequent gram

positive coccus (G+ C) in nosocomial group (n = 170) than in

community-acquired group (n = 109), P \ 0.05. Compared with

community-acquired group, the proportion of Enterococcus was sig-

nificantly increased in nosocomial group (9.0 vs 16.6%, P \ 0.05).

There were obvious differences in susceptibility to piperacillin, cef-

triaxone and SMZ of Escherichia coli between two groups (P\0.05).

Besides, two groups exhibited differences in susceptibility to cefe-

pime of Klebsiella pneumoniae (P \ 0.05). Susceptibility to

Clindamycin of Staphylococcus aureus in community-acquired group

were stronger than that in nosocomial group (P\ 0.01). For Coagu-

lase negative staphylococcus, its susceptibility to Amikacin in

community-acquired group was stronger than that in nosocomial

group (P\ 0.05). The resistance rate of main pathogenic bacteria to

first-line drug recommended in the guideline is very high.

Conclusion: Community-acquired and nosocomial SBP groups

exhibit differences in antibiotic susceptibility test. Optimal treatments

should be provided for these patients. Cefoperazone/sulbactam,

piperacillin/tazobactam are suggested for the empirical treatment for

SBP. In nosocomial case, if necessary, it should be combined with

Vancomycin, Linezolid or Teicoplanin.

PP0250

Assessment of presence and dynamic evolution of organ failures
during early intensive management by MERCIC model can guide
inappropriate ‘Futile Care’ in the first week in critically ill
cirrhotic

Rakhi Maiwall1, Priyanka Jain1, Amrish Sahwney1, Guresh
Kumar1, Lalita G Mitra1, Prashant Agarwal1, Shiv Kumar Sarin1

1Institute of Liver and Biliary Sciences, New Delhi, India

Background: Admission of patients with cirrhosis with organ failures

to the intensive care unit (ICU) is associated with high mortality

despite aggressive management and involves a complex resource

usage. We aimed to develop and validate a dynamic model, the

Model for Early Recovery for Critically Ill Cirrhotics (MERCIC) to

predict intensive care futility in a prospective cohort of critically ill

cirrhotics.

Methods: Consecutive (n = 291) patients with cirrhosis admitted to

dedicated Liver ICU, were included, 145 in the derivation and 146 in

validation cohort. Binary logistic regression models were used to

identify score parameters and the derived estimated coefficients were

used as relative weights to compute the score which was also tested

for sequential use with repeated measures Generalised Estimating

Equations. The predictive ability of the score was compared to

MELD, CTP and SOFA scores.

Result: Patients aged 48 (±11) years, 87% males, with mean MELD

of 30 (±8.3) and SOFA score of 11.6 (±4.5) were enrolled. At day

7131 (45%) patients recovered of which 97% were alive at 28 days.

Presence of circulatory shock (none versus one versus two vaso-

pressors), serum bilirubin (gm/L) (\5 versus 5–15 versus[15), PaO2/

FiO2 ratio (\200, versus 200–350 versus C350) and urine output

(\0.5 ml/kg/h versus C0.5 ml/kg/h) at day 0 were identified as sig-

nificant predictors of non-recovery at day 7 and as components of the

MERCIC. Further, each unit change in score was significantly asso-

ciated with recovery at day 7 (p\0.001, OR 0.74, 95% CI 0.68–0.81)

on sequential evaluation from day 0 to day 7. Patients who recovered

at day 7 showed decline (p\0.05) in bilirubin (OR, 95% CI) [(0.91,

0.87–0.95), (0.95, 0.91–0.99)] and improvement in mean arterial

pressure [(1.04, 1.02–1.06; (1.03, 1.01–1.05)], PaO2/Fio2 ratio [(1.27,

1.02–1.59); 1.17, 1.01–1.4) and urine output [(1.02, 1.003–1.03);

1.02, 1.005–1.04)] in both the derivation and validation cohorts

respectively. The AUROC of model was 0.85 and 0.74 in the

derivation and the validation cohorts which was better than the

MELD (0.57, 0.50), CTP (0.50, 0.52) and SOFA scores (0.66, 0.61)

respectively (p \ 0.05). The model also predicted 28-day mortality

with fair accuracy Harrell’s C-index (0.67, 0.70) (p\0.001, HR 1.18,

95% CI 1.11–1.25).

Conclusion: The MERCIC model can be used as an accurate tool to

guide intensive care futility in the first week in critically ill cirrhotics.

PP0251

Clinical significance of urinary neutrophil gelatinase-associated
lipocalin measurement in differentiating various etiologies
of acute kidney injury in cirrhotic patients

Jong Ho Lee1, Eileen Laurel Yoon1, Seong Eun Park1, Minseong
Kim1, Ji Young Park1, Jeong Min Choi1, Tae Joo Jeon1, Won
Chang Shin1, Won-Choong Choi1

1Inje University Sanggye Paik Hospital, Seoul, Korea

Background: Diagnosis of hepatorenal syndrome (HRS) is frequently

delayed while excluding other etiologies of acute kidney injury

(AKI). Inappropriate diagnosis of AKI and delay in time in turn may

aggravate the prognosis of a patient. There have been several reports

that urinary neutrophil gelatinase-associated lipocalin (u-NGAL)

might have a role in differentiating various etiologies of AKI in liver

cirrhosis patients. We aimed to assess the clinical significance of

u-NGAL measurement in management of AKI that occurs in cirrhotic

patients.

Methods: Cirrhotic patients who developed AKI were prospectively

enrolled between 2015 and 2016. AKI was defined by the definition of

International Club of Ascites-Acute Kidney Injury (ICA-AKI). On

clinical judgement, AKI was subgrouped into 4 groups according to

the etiologies. They were pre-renal type (group 1), HRS (group 2),

infection (group 3), and acute tubular necrosis (ATN) (group 4),

respectively.

Result: A total of 53 AKI patients were included in this study.

Number of patients in each group were 20, 11, 12 and 10 patients in

pre-renal type, HRS, infection and ATN, respectively. The proportion

of male was not different among the groups, ranging from 67 to 80%.

Number of patients with decompensated cirrhosis (Child–Turcotte–

Pugh score C7) were 15 (75.0%), 10 (91.0%), 10 (83.4%), and 10

(100%), respectively (p = 0.795). Median serum creatinine (sCr)

levels were 1.44 (range 0.90–2.57) mg/dL, 2.24 (range 1.24–3.42)

mg/dL, 1.79 (range 1.18–13.17) mg/dL, and 2.69 (range 1.18–5.65)

mg/dL in each of 4 groups. Differences in sCr levels were only sig-

nificant in comparison between pre-renal type vs. HRS (p\ 0.001),

and pre-renal type vs. ATN (p\0.001). However, sCr levels were not

different between the HRS and ATN group. Meanwhile, median

U-NGAL levels were 29 (range 10–132), 68 (range 23–1419), 1061

(range 241–3000), and 2416 (range 406–3000) in each of 4 groups.

U-NGAL levels showed difference in comparison of any of the two

groups among various etiologies except infection vs. ATN. Especially

median U-NGAL level of HRS was clearly different from those levels

of pre-renal type (p\ 0.001), infection (p = 0.002), and ATN (p\
0.001).

Conclusion: Median U-NGAL levels in each group showed great

difference according to etiologies of AKI in cirrhotic patients.

Therefore, U-NGAL levels may be of help in differentiation of HRS

from ATN. The cut-off levels of each settings should be defined in a
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further study with a larger cohort to utilize U-NGAL level in real-life

practice.

PP0252

Granulocyte colony-stimulating factor for advanced liver disease:
a meta-analysis

Ashish Kumar1, Praveen Sharma1, Anil Arora1

1Sir Ganga Ram Hospital, New Delhi, India

Background: Liver transplantation is the only curative option for

patients with advanced liver diseases such as decompensated cirrhosis

or acute-on-chronic liver failure; however, liver transplantation is not

universally available and many patients die while awaiting trans-

plantation. Few recent randomized controlled trials have shown that

granulocyte colony-stimulating factor (GCSF) may improve out-

comes in patients with advanced liver disease. We aimed to perform a

meta-analysis of the randomized clinical trials comparing GCSF with

placebo for improving survival in patients with advanced liver

disease.

Methods: The PubMed, EMBASE, Science Direct, and Cochrane

library databases were searched for randomized controlled trials

comparing GCSF treatment for advanced liver disease. A meta-

analysis was performed using ORs with 95% CI as the effect sizes.

Result: Overall, 12 trials were initially retrieved from the database

searches, of which five randomized controlled trials were included in

the meta-analysis. The characteristics of the studies are given in the

Table. The probability of death was significantly lower in the GCSF

group as compared to the placebo group (OR 0.30; 95% CI 0.17, 0.53;

p\ 0.01). There were no significant adverse effects of GCSF in any

trials.

Conclusion: The results of this meta-analysis indicate that GCSF

therapy significantly improves survival of patients with advanced

liver disease as compared to placebo. The therapy is well tolerated

without any significant adverse effects. Thus GCSF may be useful in

patients awaiting transplantation to prevent worsening or death during

waiting period.

Characteristics of the studies

Forest Plot

PP0253

Acute kidney injury (AKI) among cirrhotic patients on non-
selective beta-blocker (NSBB) after paracentesis: an incidence
and risk association study

Jeffrey Pascion Mora1, Jade d Jamias1

1National Kidney and Transplant Institute, Quezon City, Philippines

Background: Liver cirrhosis is one of the leading causes of mortality

in the Philippines. Non-selective beta-blockers (NSBB) are part of the

cornerstone of its medical management. However, recent studies

suggest that NSBB may be effective only within a particular clinical

window of advanced liver disease. This study aims to provide insights

on this emerging concept on deleterious effects of NSBB. It specifi-

cally seeks to determine the incidence of acute kidney injury (AKI)

after paracentesis. The study further aims to determine the demo-

graphics of patients and risk factors associated with the development

of AKI.

Methods: The study employed a retrospective, cross-sectional

research design. It included all consecutive cases of liver cirrhosis,

maintained on NSBB, and underwent paracentesis at National Kidney

and Transplant Institute (NKTI) from January 2010 to June 2015.

Result: The overall incidence rate of AKI among cirrhotic patients on

NSBB after paracentesis was 40.7% (24/59 cases). The respective

incidence rates of AKI among those that underwent initial versus

repeated paracentesis were 51.7 vs 30%, large-volume paracentesis

(LVP) versus non-large volume paracentesis were 46.2 vs. 39.1%, and

with albumin infusion versus without albumin infusion were 38.1 vs

47.1%.

Among the cases that developed AKI, mean age was 60.46 years (SD

± 13.17 years), male (58.3%) slightly outnumbered female (41.7%).

Majority of the cases had co-morbidities on enrollment (75%), with

cardiovascular disease (77.8%) being the most common. The most

frequent etiology of liver cirrhosis was Hepatitis B (62.5%).

Two variables were identified to have significant association with

the development of AKI, the Child–Pugh Class C and the MELD

Score of 20–29 (p = 0.039 and p = 0.006, respectively). Furthermore,

these two variables were likewise found to be independent predictors

to the development of AKI (OR 5, p = 0.0145 and OR 6.88, p =

0.0043, respectively). Two other parameters showed a trend towards

statistical significance, the baseline serum sodium and the frequency

of paracentesis (p = 0.08 and p = 0.089 respectively).

Conclusion: We conclude that the overall incidence rate of AKI

among cirrhotic patients on NSBB in our institution is 40.7%.

Majority of cases that developed AKI had more advanced and severe

liver cirrhosis (i.e. Child–Pugh C and MELD score of 20–29). There

was no other significant difference as to the demographics, bio-

chemical, clinical, and procedural characteristics of cases that

developed AKI versus those that did not.
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PP0254

Terlipressin treatment of hepatorenal syndrome (HRS) clinical
efficacy and safety meta-analysis

Zhenjuan Chen1

1QingDao No. 6 People’s Hospital, QingDao

Background: Terlipressin hepatorenal syndrome, a comprehensive

analysis from the perspective of evidence-based medicine for its

efficacy and safety in order to provide medical evidence for clinical

application.

Methods: terlipressin, hepatorenal syndrome keyword search,

retrieval time for the deadline to January 2016, the database of CNKI,

Articles, PubMed, CBM, Embase, CCTR and Medline; Cochrane

systematic evaluation methods, to meet the screening criteria Docu-

ment Review Manger6.0 using Meta-analysis software.

Result: In the 51 retrieved documents 4 English literature, a total of

234 cases of HRS patients were randomized controlled clinical trials;

follow literature Cochrane quality evaluation criteria included four

English literature are Class B, the conclusion has good clinical utility;

Meta analysis showed: for the treatment of patients with HRS, terli-

pressin group and control group study showed statistically significant

differences in efficiency (OR = 6.85, 95% CI [3.47–13.55], P \
0.00001); the studies will exclude each after Meta-analysis, there was

no significant publication bias, results are more stable; in the use of

terlipressin in patients with HRS, some adverse reactions, but are

better tolerated general patients relieve themselves after a little severe

symptomatic interventions can be effectively alleviated.

Conclusion: terlipressin can significantly increase the survival rate of

patients with HRS, lower creatinine levels, increased urine output,

improve renal function, has good efficacy and safety.

PP0255

Association of arginine vasopressin receptor 1a gene
polymorphisms with hepatorenal syndrome

Yu Zhe1

1Fifth Department of Internal Medicine, Hangzhou Xixi Hospital,

Hangzhou

Background: Type I hepatorenal syndrome (HRS) is a special type of

acute kidney injury, one of the most serious complications of

decompensated cirrhosis and acute liver failure (1) and an important

sign for poor prognosis and independent prediction parameter for

death (2). During treatment, it was discovered that HRS prevalence in

patients with advanced liver diseases is obviously different. Patients

with the same liver function rating level would not all have HRS as

complication, and it can be inferred that gene differences may con-

stitute a risk factor for HRS.

Terlipressin has a selective effect on vasoconstriction, and thus is one

of the recommended therapeutics in type I HRS (3). Arginine vaso-

pressin receptor 1a (AVPR1A) antagonist can block the

vasoconstrictor effect (4). It has been found that AVPR1A gene

promoter-6951 locus’ single nucleotide polymorphisms (SNPs) in

primary hypertension patients are closely associated with vasocon-

strictor effect (5). Thus, the associations of genotype and allele

frequencies with the disease were assessed by detecting AVPR1A

gene promoter SNPs-6951 locus in type I HRS patients, in order to

identify molecular markers of HRS early detection.

Methods: Twenty-eight patients with type I HRS and thirty-two

individuals with cirrhosis (controls) admitted to our hospital from

January 2012 to June 2014 were included in this study. AVPR1A

gene rs113481894 locus SNPs were analyzed by High Resolution

Melting (HRM) methods. Statistical analysis was performed with the

SPSS software (version 17.0) for Windows.

Result: Statistically significant differences were found in the distri-

butions of AVPR1A gene rs113481894 locus T allele between type I

HRS patients and the control group (OR = 2.230, P = 0.040).

Conclusion: T allele located at AVPR1A receptor promoter

rs113481894 locus may be associated with the pathogenesis of type I

HRS.

Table 2. Distribution and risk of disease of genotypes and alleles

for two groups
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PP0256

Effect on renal function of telbivudinetreatment in hepatitis B
cirrhosis patiens

Yu-yong Jiang1, Shang-heng LI1, Yu-ying Yang1, Hao Yu1, Xian-
bo Wang1

1Beijing Ditan Hospital Capital Medical University, Beijing

Background: Hepatitis B cirrhosis should actively carry out anti-viral

treatment when who were HBV DNA positive. Liver cirrhosis

patients often co-exist a variety of risk factors affecting renal func-

tion, when choose anti-viral treatment must pay attention to therenal

function.

Aim: To observe the changes ofliver and kidney function in hepatitis

B cirrhosis patients who received telbivudine (LdT) or LdT + Ade-

fovirdipivoxil (ADV).

Methods: This retrospective study collected hepatitis B cirrhosispa-

tients who received LdT or LdT + ADV, and received LdTtreatmentat

least49 weeks, from October 2008 to December 2011 in Beijing Ditan

Hospital affiliated to Capital Medical University. All patients fol-

lowed up 49–306 weeks (mean 144.11 ± 64.30 weeks). Study mainly

observed liver function (ALT, AST and ALB), renal function (serum

creatinine, eGFR) and HBV DNA changes of these patients,

recordedindicators every 6 months.

Result: Study included 36 Hepatitis B cirrhosis patients and 23 cases

were male, mean age was 49.69 ± 10.69 years, mean ALT level was

67.92 ± 74.48 U/L, Crwas 72.14 ± 12.40 lmol/L, eGFRwas96.97 ±

21.35 ml/min/1.73 m2 at baseline. After 6 months, ALT levels

reduced to 30.51 ± 19.72 U/L, andat 6, 12, 18, 24, 30 months ALT

levels weresignificantly lower than baseline. HBV DNA negative rate

was 88.24% at 6 months. Cr was 63.25 ± 10.99 lmol/L at 18 months,

and was significantly lower than baseline at 18, 24, 30 months. At 18

months eGFRrised to116.28 ± 18.99 ml/min/1.73 m2 and was sig-

nificantly higher than baseline at 18, 24, 30 months. In the subgroup

(eGFR\ 90 ml/min/1.73 m2,[45 years), eGFR significantly higher

than baseline after 18 months with LdT treatment.

Conclusion: Early treatment (within 6 months) could suppression the

inflammatory, and significantly reduce ALT levels and potent inhi-

bition of HBV DNA replication with LdT. Long-term treatment with

LdT, especially reached more than a year and a half can significantly

improve renal function. The renal benefits were also expressed in[45

years patients who had mild renal injury and received combination

therapy.

PP0257

Prevalence and risk factors of minimal hepatic encephalopathy
in a tertiary care hospital

Aping Peng1, An-Jiang Wang1, Bimin Li1, Li Pei1, Na Gan1,
Zhong Jia Wei2, Bushan Xie1, Guihai Guo1, Jian Wang1, Xuan
Zhu1

1The First Affiliated Hospital of Nanchang Universitiy, Nanchang;
2The First Affiliated Hospital of Nanchang Universitiy, Nanchang

Background: Minimal hepatic encephalopathy (MHE) occurs in the

early stages of hepatic encephalopathy. There is still a lack of gold

standard for the diagnosis of MHE, and data concerning risk factors of

MHE are sparse. The aims of this study is to investigate the preva-

lence of MHE in a tertiary care hospital and identify the risk factors

associated with MHE.

Methods: A total of 213 consecutive cirrhotic patients were selected

from August, 2015 to November 2015 from outpatient department of

gastroenterology, the First Affiliated Hospital of Nanchang Univer-

sity. MHE were defined by neuropsychological tests including

number connection test-A (NCT-A) and digit symbol test (DST). The

relevant clinical data were collected. The severity of impaired liver

function was evaluated based on Child–Pugh score and MELD score.

Result: In 213 cirrohtic patients, 133 patients (62.4%) had a single

abnormal result of NCT-A, and 61 patients (28.6%) had a single

abnormal result of DST. In total, 56 patients (26.3%) had abnormal

results in both NCT-A and DST, who were defined as MHE. The

detection rate of MHE in Child–Pugh A, B, C was 22.1, 34.4 and

26.7% respectively. Compared with non-MHE patients, Serum albu-

min to globulin ratio (p\0.001), ALT (P\0.05), Child–Pugh score

(P\0.05), MELD score (P\0.05) were significantly different in the

MHE patients after univariate analysis. After multivariate Logistic

analysis, A/G ratio (OR = 0.205, 95% CI 0.081–0.397) and Child–

Pugh score (OR = 1.556, 95% CI 1.307–1.853) were the risk factors

of MHE. There was also no significant difference between MHE and

non-MHE patients in the inner diameter of portal vein system
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including portal vein, splenic vein, superior mesenteric vein and

inferior mesenteric vein.

Conclusion: The detection rate of MHE in cirrhotic patients was

26.3%, in which there was no difference among different levels of

Child–Pugh classification. Low serum albumin to globulin ratio and

high Child–Pugh score were risk factors of MHE.

PP0259

Implications of fibroscan in cirrhosis of liver patients
for the prediction of complications

Ahmed Lutful Moben1, Farjana Majid2, Mohammad Noore
Alam3, Faiz Ahmed Khondaker4, M Abdur Rahim5, Mamun Al
Mahtab6

1Kurmitola General Hospital, Dhaka, Bangladesh; 2Tairunnessa

Memorial Medical College, Gazipur, Bangladesh; 3Shaheed Tajuddin

Ahmad Medical College, Gazipur, Bangladesh; 4Shaheed Suhrawardy

Medical College, Dhaka, Bangladesh; 5Abdul Malek Ukil Medical

College, Noakhali, Bangladesh; 6Bangabandhu Sheikh Mujib Medical

University, Dhaka, Bangladesh

Background: Patients with cirrhosis of liver needs regular follow up

with clinical evaluations as well as various investigations. We have

intended to evaluate fibroscan as an investigation during follow up for

the prediction of complications.

Methods: A cross sectional study had been done in 50 patients with

cirrhosis of liver irrespective of etiology and in whom fibroscan was

not complicated anyway. Among these patients’ size of the varices,

variceal haemorrhage, hepatic encephalopathy evaluated within 3

months of enrollment.

Result: Mean age of the patients was 35.20 ± 11.61 (18–70) years, 31

(62%) were male. Hepatitis-B was the leading cause 36 (72%) fol-

lowed by NASH 9 (18%), HCV 2 (4%), Wilson’s disease 1 (2%) and

cryptogenic 2 (4%). Liver stiffness measurement (LSM) not be able to

predict G-I oesophageal varices well [area under the curve (AUC) =

23.6%] but can predict G-II-III oesophageal varices (AUC = 85.2%)

with sensitivity, specificity, negative predictive value (NPV) and

positive predictive value (PPV) respectively 82.7, 84, 76% (cut off

value = 32.52 kPa). LSM 21.45 kPa predicts (AUC = 79.9%) var-

iceal haemorrhage with sensitivity 65.71% and specificity 94.74%.

Whereas hepatic encephalopathy can be predicted at a cut off value

29.3 kPa with sensitivity 82.14%, specificity 81.82%, NPV 78.26%,

PPV 85.19% (AUC = 89.7%).

Conclusion: Liver stiffness measurement may be a good noninvasive

tool for the follow up to predict the complications of patients having

cirrhosis of liver.

PP0260

Sepsis-induced cholestasis is associated with increased rates
of complications and 1-year mortality in patients with liver
cirrhosis

Bin Fan1

1161PLA Hospital, Wuhan

Background: Patients with liver cirrhosis are prone to bacterial

infection. However, the occurrence of sepsis-induced cholestasis in

cirrhotic patients has been seldom reported. The objectives of the

study were to investigate sepsis-induced cholestasis in liver cirrhosis

and its correlation with complications and short-term mortality.

Methods: 1028 consecutive patients with liver cirrhosis were

screened for cholestasis. Cholestasis was defined as total plasma

bilirubin levels[3 mg/dL.

Result: Of the 704 patients meeting the inclusion criteria, 134

patients (21.3%) developed cholestasis. Five hundred and seventy

patients with sepsis but did not develop cholestasis as control. Of the

134 patients who developed cholestasis, sepsis was a major factor (n

= 58, 43.3%). Other causes of cholestasis included viral hepatitis (n

= 42, 31.3%), drug hepatotoxicity (n = 23, 17.2%), and unknown

reasons (n = 11, 8.2% p = 0.000). Among them, 1-year mortality rate

was significantly higher in sepsis-induced cholestasis group compared

to control group (15.5 versus 4.9%, p = 0.000). Eighteen (31%)

patients with sepsis-induced cholestasis developed at least one com-

plication, as compared to fifty-seven (10%) patients in the control

group (P = 0.021).

Conclusion: Sepsis was a major cause of cholestasis. Since

cholestasis per se is contributing to hepatic encephalopathy, renal, and

GI complications; prevention and treatment of a potential infection

could reduce the development of complications and the death rate in

patients with liver cirrhosis.
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PP0261

Effects of Si Mo Decoction combined with lactulose on cirrhosis
with intestinal pseudo-obstruction

Fuchun Jing1, Su Mei Zhang1

1Baoji People’s Hospital affiliated to Yan’an University, Baoji

Background: To study the effects of Si Mo Decoction combined with

lactulose on cirrhosis with intestinal pseudo-obstruction (CIPO).

Methods: 52 CIPO patients were devided into therapeutic and control

groups. The methods of fasting, intestinal decompression, purgative

enema, nutrition support was administered to all patients for 7 days

and meanwhile Lactulose Oral Solution and Si Mo Decoction Oral

Solution were given to the patients of the therapeutic group

additionally.

Result: The total effective rate observed in the therapeutic and con-

trol groups were 53.8 and 80.8% respectively after 7 days therapy (P

\ 0.05). The scores of intestinal pseudo-obstruction symptoms

observed in the therapeutic group were obviously decreased (P \
0.05).

(see Tab 1 and Tab 2)

Conclusion: Lactulose and Si Mo Decoction may be used to treat

CIPO patients.

PP0262

Sleep disturbances in patients of liver cirrhosis with minimal
hepatic encephalopathy before and after lactulose therapy

Jatinderpal Singh1, Barjesh Chander Sharma1, Vinod Puri1,
Sanjeev Sachdeva1, Siddharth Srivastava1

1GB Pant Institute of Postgraduate Medical Education and Research,

New Delhi, India

Background: Minimal hepatic encephalopathy (MHE) represents the

mildest form of hepatic encephalopathy without cognitive impair-

ment, but patients have abnormal neuropsychological and/or

neurophysiologic findings. Sleep disturbances and excessive daytime

sleepiness have been reported in patients with cirrhosis of liver. In this

study, we compared various sleep parameters including

Polysomnography (PSG), Epworth sleepiness scale (ESS), Pittsburg

sleep quality index (PSQI) and Health related quality of life

(HRQOL) in patients of liver cirrhosis with and without MHE and

effect of lactulose therapy on these sleep parameters

Methods: 100 patients of cirrhosis (50 with MHE and 50 without

MHE) enrolled. Assessment of MHE was done by psychometric

hepatic encephalopathy score (PHES) and critical flicker frequency

(CFF). All patients underwent basic laboratory investigations along

with arterial ammonia estimation, PSG, ESS, PSQI and HRQOL

using SF-36 questionnaire and both the groups were compared.

Severity of liver disease was assessed by child turcotte pugh score

(CTP) and model for end stage liver disease (MELD). Patients with

MHE were given lactulose therapy for 3 months and all these

parameters were repeated after 3 months. Statistical tests used as

appropriate.

Result: Basic characters were similar in all 100 patients including

Child and MELD score. Mean PHES score in patients with MHE was

-7.64 as compared to -1.22 in patients without MHE. CFF score was

significantly lower (34.8 ± 3.54 vs. 42.4 ± 5.4 Hz) and arterial

ammonia was significantly higher (93.74 + 14.83 vs. 60.92 + 18.47) in

MHE group as compared to no-MHE group. PSG parameters such as

total sleeping time (261.4 ± 36.3 vs. 322.6 ± 46.4 min), sleep effi-

ciency (46.3 ± 11.2 vs. 60.1 ± 12.6%) and REM sleep (21.5 vs.

28.4%) were significantly lower whereas sleep latency (43.3 ± 6.6 vs.

24.4 ± 5.3 min) was significantly higher in patients with MHE.

Patients with MHE had poor sleep quality (PSQI 8.6 vs. 4.7),

excessive day time sleepiness (ESS 12.5 vs. 8.3) and poor quality of

life (SF-36 composite score 39.6 vs. 61.4) with p value\0.05. After 3

months of lactulose therapy 21/47 patients with MHE showed

improvement in MHE as measured by PHES score. There was sig-

nificant improvement in day time sleepiness, sleep quality and other

sleep parameters as measured by PSG.

Conclusion: MHE decreases sleep quality, causes excessive day time

sleepiness, disturbs sleep pattern and impairs health related quality of

life in patients with cirrhosis. Lactulose therapy reverses MHE in

almost 44% of patients and improves sleep quality and reverse sleep

pattern and improves health related quality of life in patients with

cirrhosis.

PP0263

Usefulness of serum ferritin and transferrin saturation
for predicting mortality in cirrhotic patients with sepsis

Chalermrat Bunchorntavakul1, Pisai Kaewrungroung1

1Rajavithi Hospital, Bangkok, Thailand

Background: Serum ferritin (SF) is an important marker for iron

homeostasis and systemic inflammation. Recently, elevated SF has

been shown to predict mortality and liver-related complications

(LRC) in cirrhotic patients. This study was aimed to evaluate the role

of SF and iron markers for predicting clinical outcomes of cirrhotic

patients with sepsis.

Methods: This prospective study was conducted at a tertiary center

between January 2015 and 2016. Consecutive cirrhotic patients

admitted from sepsis were enrolled. Patients with severe septic shock,

hemochromatosis, hemophagocytic syndrome, chronic renal failure,

active GI bleeding and advanced cancer were excluded. Levels of SF,

serum iron (SI) and total iron binding capacity (TIBC) were tested at

the time (D1) and on the fifth day (D5) of admission. LRC was

defined by the development of hepatic encephalopathy, spontaneous

bacterial peritonitis (SBP), variceal bleeding and/or hepatorenal

syndrome (HRS).
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Result: 30 cirrhotic patients with sepsis were included; 77% were

men with a median age of 53 years. The common etiologies of cir-

rhosis were alcohol (43.4%) and viral hepatitis (40%). The median

Child–Pugh (CTP) score was 12; with 26.7 and 73.3% were classified

as CTP B and C, respectively. SBP was the most common type of

infection (63.3%), followed by spontaneous bacteremia (23.4%), and

66.7% were community-acquired. The overall 30-day mortality was

43.3% (12 from infections and 1 from HRS). The mean SF on D1 in

patients who died tended to be lower than in those who survived, but

not statistically significant (1225 vs 3237 lg/L; p = 0.529). The mean

of ratio of SF on D1/D5 after admission in patients who died tended to

be lower than in those who survived, but not statistically significant

(1.05 vs 2.39, p = 0.719). In addition, there was no significant dif-

ference in mortality among patients with different baseline SF levels

using cut-off [400 and [200 lg/L. The mean transferrin saturation

rates (TSAT = SI/TIBC) on D1 in patients who died were signifi-

cantly higher than in those who survived (65.38 vs 34.41%, p =

0.012); OR 1.04 (95% CI 1.01–1.08). Among patients with TSAT

\30% (n = 11), 81.8% (9/11) survived and 18.2% (2/11) died during

admission (p = 0.045). Whereas among patients with TSAT C30% (n

= 19), 42.1% (8/19) survived and 57.9% (11/19) died during

admission (p = 0.045). Others factors that were associated with

30-days mortality included HE (OR 5.0; 95% CI 1.73–14.48), hos-

pital-acquired pneumonia (OR 3.21; 95% CI 1.54–6.66), SBP (OR

2.89; 95% CI 1.7–4.9) and septic shock (OR 3.89; 95% CI 1.56–9.7).

During admission, 13 patients developed LRC and there was no

statistically significant association between SF and LRC.

Conclusion: SF levels do not predict mortality and LRC in cirrhotic

patients with sepsis. However, high TSAT[30% was associated with

high mortality and may be served as an early predictor of mortality in

cirrhotic patients with sepsis.

PP0264

Validating new paper pencil test battery for the diagnosis
of minimal hepatic encephalopathy in liver cirrhosis patients
in Korea

Jae Yoon Jeong1, Dae Won Jun2, Joo Hyun Sohn3

1Hanyang University Guri Hospital, Hanyang University College of

Medicine, Seoul, South Korea; 2Hanyang University Hospital,

Hanyang University College of Medicine, Seoul, South Korea;
3Hanyang University Guri Hospital, Hanyang University College of

Medicine, Seoul, South Korea

Background: Korean association for the study of the liver and

Working Party recommends that the diagnosis of minimal hepatic

encephalopathy (MHE) requires at least two of the following tests:

number connection test-A (NCT-A), number connection test-B (NCT-

B), block design test and digit symbol test. It also recommends use of

psychometric hepatic encephalopathy score. But there are some

limitations in Korea because of absence of each norm or copyright.

The aim of this study was to make and validate new paper pencil test

battery to diagnose MHE in Korean.

Methods: New paper pencil test battery composed of NCT-A, NCT-

B, digit span test and symbol digit modality test. The norm of new test

was based on 147 healthy individuals between the ages of 20 and 70

years. Another 31 healthy subjects and 32 patients with liver cirrhosis

were included as validation cohort. All participants of validation

cohort were administered new paper pencil test, critical flicker fre-

quency (CFF) and computerized cognitive function test (visual

continuous performance test, CPT). MHE was defined as performance

impaired under -1.5 standard deviations above 2 tests.

Result: Each score of NCT-A, NCT-B, digit span test, and symbol

digit modality test increased according to age. Total score of new

paper pencil test battery for the control group was differed signifi-

cantly from that of cirrhosis group (0.58 ± 2.09 vs -1.88 ± 3.57, p =

0.002). CFF score was higher in healthy control than cirrhosis group

(32.6 ± 3.23 vs 30.8 ± 4.04, p = 0.048). Twelve patients (37.5%)

diagnosed with MHE in cirrhotic patients. Mean score of new paper

pencil test battery was lower in MHE compare to without MHE

patient (0.45 ± 1.96 vs -5.75 ± 1.77, p\0.001). CFF score (32.05 ±

3.76 vs 28.79 ± 3.79 Hz, p = 0.028) was lower and reaction time of

computerized cognitive function test (38.05 ± 7.30 vs 32.36 ± 5.18, p

= 0.030) was higher in MHE than without MHE group.

Conclusion: We make new paper pencil test battery to evaluate MHE

in Korea free for any users (http://www.hepaticencephalopathy.kr).

The new Korean paper pencil test battery for the diagnosis of MHE

was comparable with other neurocognitive function test.

PP0265

Validation of Thai EncephalApp in smartphone for the diagnosis
of covert hepatic encephalopathy

Atchara Sereepaiboonsub1, Sakkarin Chirapongsathorn2,
Dollapas Punpanich1, Sainatee Intaramarn2, Theeranun Sanpajit2

1Department of Medicine, Phramongkutklao Hospital and College of

Medicine, Bangkok, Thailand; 2Division of Gastroenterology and

Hepatology, Department of Medicine, Phramongkutklao Hospital and

College of Medicine, Bangkok, Thailand

Background: Covert hepatic encephalopathy (CHE) has a significant

impact on quality of life and increases risk of overt hepatic

encephalopathy (OHE). Early detection is the mainstream treatment

of CHE. EncephalApp is a new smartphone based test which is

promising to practically diagnose CHE and thereafter increase the rate

of treatment for potential patients with CHE. The aim of this study

was validated Thai EncephalApp among Thai population.

Methods: One hundred and ten cirrhotic patients without OHE and

110 healthy volunteers with age matched were enrolled then given

both psychometric tests and Thai EncephalApp test. Data analysis by

receiver operating characteristic (ROC) in order to compare diag-

nostic accuracy, and to define optimal cutoff times in the Thai

EncephalApp for diagnosis of CHE. Psychometric tests used number

connection test (NCT-A), serial dotting test (SDT), Line tracing test-

time (LTT-t) and Line tracing test-number of error (LTT-e). The CHE

was defined as performance impaired[2 standard deviations (SDs) on

C 2/4 psychometric tests. Thai EncephalApp measures: time to

complete five correct runs in off stage (OffTime), time to complete

five correct runs in on stage (OnTime), OffTime + OnTime, OffTime

- OnTime, and number of runs required to complete 5 off and on

runs. The CHE by Thai EncephalApp was defined as OffTime +

OnTime[2 SDs beyond controls.

Result: In one hundred and ten cirrhotic patients; causes of cirrhosis

were HBV 34%, HCV 23%, alcohol 17% and others 26%; Child–

Turcotte–Pugh (CTP) A 90%, B 9%, C 1%; average model for end-

stage liver disease (MELD) 9; 30% with prior OHE before enroll-

ment. All patients performed worse on psychometric tests and Thai

EncephalApp tests than healthy volunteers. Cirrhotic patients were

diagnosed CHE, 43 (39%) from psychometric tests and 38 (35%)

from Thai EncephalApp (P = 0.49). Cirrhotic patients with prior

OHE had more CHE than those without prior OHE, by Thai Ence-

phalApp 25 (74%) vs 13 (17%) (P \ 0.001). By using Thai

EncephalApp, OffTime+OnTime cutoff for cirrhotic patients younger

than 45 years old was C170 and C211 s for those C 45 years old.

OffTime + OnTime value of [200 s identified all cirrhotic patients
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with CHE with an area under the ROC value of 0.90 (83.7% sensi-

tivity and 79.1% specificity).

Conclusion: A Thai version of smartphone application called Ence-

phalApp has good efficacy when compare with standard psychometric

tests and good face validity for the diagnosis of CHE in Thai

population.

ROC analysis of OffTime + OnTime against standard psycho-

metric tests in all cirrhotic patients (AUC, 0.9).

Comparison of OffTime + OnTime between groups. CHE diag-

nosed by gold standard psychometric tests. Significantly higher

OffTime + OnTime in patients with CHE than those without CHE in

entire cirrhosis group compared with controls (P B 0.001).

PP0266

The influences by anticoagulation therapy on esophagogastric
variceal hemorrhage to liver cirrhosis patients with portal vein
thrombosis

Chen yan Jie1, Li Yuan1, Wang Jian1

1The First Affiliated Hospital of Nanchang University, Nanchang

Background: Portal vein thrombosis (PVT) is one of the common

complications of decompensated liver cirrhosis (LC), now the most

common method for thrombosis is anticoagulation therapy, the clin-

ical use of anticoagulant treatment to portal vein thrombosis is very

careful, even patients with portal vein thrombos are may not use

anticoagulant therapy because of the risk of bleeding. But there are

reports that anticoagulant therapy does not increase the incidence the

upper gastrointestinal bleeding, and clinical tests show that patients

giving anticoagulant therapy after endoscopic variceal sequential

therapy does not increase the risk of upper gastrointestinal bleeding.

Therefore, whether giving anticoagulation therapy for liver cirrhosis

with portal vein thrombosis is still not unified.

Methods: Review 239 cases of cirrhosis patients diagnosed in our

hospital from 2012.1 to 2012.12, 33 cases of liver cirrhosis combined

with PVT patients were thrombosis group. 10 patients giving anti-

coagulant therapy of 33 cases were anticoagulation therapy group,

and the other 23 cases were control group. In the 33 cases of cirrhosis

patients with portal vein thrombosis, the 10 patients with esopha-

gogastric variceal hemorrhage were hemorrhagic group, 23 patients

without bleeding were not hemorrhage control group. Recording

patients age, gender, etiology, whether there was a history of diabetes

and splenectomy, spleen thickness and width of portal vein, the

degree of esophageal and gastric varices, with or without portal

hypertension and liver ulcer, ascites extent, Child–Pugh score, with or

without endoscopic variceal sequential therapy and taking propra-

nolol, as well as laboratory tests. Using anticoagulant drugs in the

treatment of cirrhosis patients with PVT to observate whether upper

gastrointestinal bleeding in nearly 1 years to analysis the influences

by anticoagulation therapy on esophagogastric variceal hemorrhage,

in order to elaborated the risk factors and preventive measures for

liver cirrhosis patients with PVT with esophagogastric variceal

hemorrhage.

Result: 1. The degree of esophageal and gastric varices was a risk

factor, P \ 0.05; endoscopic variceal sequential therapy was a pro-

tective factor, the bleeding rates compared with sequential therapy

and no treated people was 30 and 73.9% respectively, a significant

difference (P \ 0.05). 2. The bleeding rates between anticoagulant

therapy group and control group in the use of anticoagulant drugs was

40 and 26.1% respectively, no significant difference (P[ 0.05).

Conclusion: The esophagogastric variceal hemorrhage of cirrhosis

patients with PVT was closely related to the degree of varicose vein.

The endoscopic variceal sequential therapy can significantly reduce

the risk of variceal bleeding of cirrhosis patients with PVT. Antico-

agulant therapy for cirrhosis patients with PVT may not increase

esophagogastric variceal hemorrhage incidence.
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Videography test and other relevant factors

The influences by anticoagulation therapy on esophagogastric
variceal hemorrhage
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Risk factors for hepatocellular carcinoma in cirrhotic patients
with chronic hepatitis B

Yuan-qing Zhang1, Li-jun Peng1,2, Zhiping Zeng1, Yirong Cao1,3,
Yujing Wu1, Hong Shi1, Shiyao Chen1, Jiyao Wang1, Scott L.
Friedman4, John J. Sninsky5, Jinsheng Guo1

1Division of Digestive Diseases, Zhong Shan Hospital, Fu Dan

University, Shanghai; 2Department of Gastroenterology, Linyi

People’s Hospital Affiliated to Shandong University, Linyi,

Shandong; 3 Huadong Hospital, Fudan University, Shanghai;
4Division of Liver Diseases, Icahn School of Medicine at Mount

Sinai, New York, USA; 5Celera Corporation, Alameda, USA

Background: To investigate the clinical and genetic risk factors

associated with hepatocellular carcinoma (HCC) in cirrhotic patients

with chronic hepatitis B (CHB).

Methods: 949 Chinese Han patients with chronic hepatitis B (CHB)

were studied, including non-cirrhotic patients without HCC (N =

234), cirrhotic patients without (N = 281) and with HCC (N = 434).

Patients were genotyped for ten candidate single nucleotide poly-

morphisms (SNPs) by polymerase chain reaction (PCR)-ligase

detection reaction (LDR) method.

Result: By multivariate logistic regression analysis adjusted for

Child–Pugh scores, non-effective antiviral treatment, drinking his-

tory, family history of HCC, and age C50 years old were associated

with HCC risk (OR for [odds ratio] = 5.923, 2.456, 2.241, 1.955,

respectively). Sixty-two of 170 cirrhotic patients who achieved sus-

tained virologic suppression (SVS) by anti-viral treatment developed

HCC, with fatty liver disease, family history of HCC, and family

history of HBV infection as the risk factors (OR = 11.646, 3.339,

2.537, respectively). The polymorphisms associated with HCC risk in

patients with cirrhosis and CHB were rs11536889 in TLR4 and

rs2853744 in SPP1. Polymorphisms of TLR4 rs2149356, AP3S2

rs2290351, STXBP5L rs2169302, MLEC rs7976497, and SOCS3

rs4969168 were associated with HCC risk in specific stratified anal-

yses with gender, age, and drinking history in the cirrhotic patients.

Conclusion: Inadequate antiviral treatment, family history of HCC,

drinking history, and age C50 are risk factors for HCC. Sustained

suppression of HBV does not eliminate the risk of HCC. Specific host

genetic factors may impact HCC development in Han Chinese cir-

rhotic patients with CHB including SNPs in TLR4, SPP1, AP3S2,

STXBP5L, MLEC, and SOCS3, which warrant further validation in

different cohorts.

PP0268

The value of liver and spleen stiffness measured by FibroTouch
transient elastography for assessing the diagnosis and prognosis
of portal hypertension in liver cirrhosis patients

Huang Lin Lin1, Zheng Rong Jiong1, Bi Hai Xia1, Ma Rui1, Lu
Xiao Bo1, Zhang Yue Xin1

1The First Affiliated Hospital of Xinjiang Medical University, Ürümqi

Background: Esophageal gastric varices is one of the common and

dangerous complications in patients with cirrhosis. Early diagnosis

and take active intervention therapy, to improve the survival rate of

patients with cirrhosis is particularly important. As a repeated, inva-

sive operation, endoscopy is difficult to accept by patients. Therefore,

it is important to find noninvasive methods to assess the degree of

portal hypertension and to predict the risk of esophageal and gastric

variceal bleeding to improve the prognosis of liver cirrhosis.

Methods: A total of 120 cirrhotic patients, who underwent gas-

troscopy in the Department of infectious disease of First Affiliated

Hospital of Xinjiang Medical University during Janury 2014 to Jan-

uary 2016, divided into four groups based on the results of the level of

esophageal varices. And 30 healthy controls were enrolled. All the

patients and controls were evaluated for spleen and liver stiffness by

FibroTouch, abdominal color doppler ultrasonography to record

portal vein width, spleen volume, and splenic vein width and the

number of platelet. R ceiver operating characteristic (ROC) curves

were generated and the areas under the curves (AUCs) were calcu-

lated to assess the accuracy ofthe FibroScan liver and spleen stiffness

measurements to predict esophageal varices. Pearson’S correlation

analysis was used to assess the relationship between clinical features.

Result: Liver and spleen stiffness were higher than healthy controls.

Liver stiffness was positively correlated with spleen stiffness (P \
0.05). Liver and spleen stiffness were positively correlated with

esophageal varices, portal vein width, spleen thickness, spleen vol-

ume, and. There was no relationship between liver stiffness with

splenic vein width, while spleen stiffness were positively correlated

with splenic vein width. The correlation of spleen stiffness was higher

than that of liver stiffness.Liver and spleen stiffness was also nega-

tively correlated with platelet count. The optimal cut-off level of liver

stiffness for prediction of EV and EBV were 17.1 (sensitivity: 66.2%,

specificity: 83.7%), while the optimal cut-off level of liver stiffness

for prediction of EV and EBV were 50.4 (sensitivity: 85.7%, speci-

ficity: 93.0%).

Conclusion: Both liver and spleen stiffness measurements correlated

with portal hypertension. AS a non-invasive diagnosis method, both

liver stiffness and spleen stiffness measured by transient elastography

is a valuable parameter for diagnosis and prognosis of portal hyper-

tension in liver cirrhosis patients.
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1Dhaka Medical College, Dhaka, Bangladesh; 2Shaheed Tajuddin

Ahmad Medical College, Gazipur, Bangladesh; 3Shaheed Suhrawardy

Medical College, Dhaka, Bangladesh; 4Abdul Malek Ukil Medical

College, Noakhali, Bangladesh; 5Kurmitola General Hospital, Dhaka,

Bangladesh; 6MAG Osmani Medical College, Sylhet, Bangladesh;
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8Toshiba General Hospital, Tokyo, Japan

Background: Chronic liver disease is a risk factor for development of

metabolic bone changes. Metabolic bone disease is more commonly

associated with cholestatic liver disorders. However, data for meta-

bolic bone disease in non cholestatic cirrhosis is relatively scanty.

This study aims to determine the severity of low bone mineral density

in post-hepatitic cirrhosis and to evaluate its prevalence and associ-

ated risk factors.

Methods: For 30 selected patients, with C or B virus related liver

cirrhosis, and 30 adult healthy controls, clinical examination was

done. Bone mineral density (BMD) was measured (using DEXA) and

laboratory investigations were performed. Diagnosis of liver cirrhosis

was based on clinical, biochemical and ultrasonographic examina-

tions. Patients with renal impairment, cholestatic liver disease,

chronic lung disease, prolonged bed ridden patients or deformity of

spine, pelvis or wrist were excluded. Disease duration was recorded

and grading of liver cirrhosis was assessed according to Child–Pugh

scoring system. Results of BMD were then correlated with the Child–

Pugh score.

Result: BMD was significantly lower, in patients, than in the controls

(P \ 0.01). BMD was low in 18/30 (60%) patients [15/30 (50%)

osteopenia and 3/30 (10%) osteoporosis]. Overall percentage of

osteopenia and osteoporosis was, 10% in Child’s B and 50% in

Child’s C patients. Long duration (more than 5 years) and severity of

liver disease (Child’s C), were identified as risk factors for low bone

mineral density. Significant correlation was found between BMD and

serum bilirubin, and serum albumin (p = 0.000).

Conclusion: Osteopenia and osteoporosis are of high prevalence

among patients with viral cirrhosis and are more frequent in advanced

cirrhosis. Bone mineral density, worsen with progression of liver

disease. Low albumin and hyperbilirubinaemia contributes signifi-

cantly to altered bone mineral density in patients with liver cirrhosis.

PP0270

Prognostic factors of liver cirrhotic patients with systemic
inflammatory response syndrome

Danhong Yang Danhong Yang1, Hongying Pan Hongying Pan2,
Yichen Huang Yichen Huang3, Yining Dai Yining Dai2, Yongxi
Tong Yongxi Tong2, Meijuan Chen Meijuan Chen2

1Zhejiang Provincial Peoples Hospital, Hangzhou; 2Zhejiang

Provincial People’s Hospital, Hangzhou; 3 Zhejiang Provincial

People’s Hospital, Hangzhou

Background: Current assessment of prognostic factors in cirrhosis

patients with SIRS is not accurate. There are few reports in the

literature, which makes it difficult to determine an indication for

cirrhosis patients with SIRS. Therefore, it is important to find specific

predictors to assess the development and progress in this population.

Methods: We analysed 285 consecutive liver cirrhosis patients with

SIRS and their database were evaluated retrospectively. Data were

compared in patients with/without SIRS during hospitalization. Uni-

variate and multivariate Cox regression analyses were performed

separately for cirrhotic patients with SIRS to assess predictive factors

for 90-day mortality.

Result: The mortality was 38.24% (52/136) in patients with SIRS and

6.04% (9/149) in patients without SIRS for 90-day follow-up (P \
0.001). The univariate analysis showed gastrointestinal hemorrhage (P

\ 0.001), hepatic encephalopathy (P\ 0.001), ALB\ 30 g/L (P =

0.037), Cr[175 lmol/L (P\0.001), CHE activity\3000 U/L (P =

0.019), WBC count C10,000 (109/L) (P = 0.018), NE percent C80%

(P = 0.018), CRP C 25 mg/L (P\0.001) and PCT C 1.0 ng/mL (P =

0.007), Child–Pugh class C (P \ 0.001), septicemia (P \ 0.01),

pulmonary infection (P\0.01) and multi-site infection (P\0.01); in

multivariate analysis, only Cr C 175 lmol/L (HR = 2.768; CI

1.53–5.04; P = 0.001), CRP C 25 mg/L (HR = 3.179; CI 1.772–7.03;

P = 0.004), multi-site infection (HR = 19.427; CI 7.484–50.431, P\
0.001) were independent predictors of 90-day mortality in cirrhotic

patients with SIRS.

Conclusion: SIRS negatively affect mortality. Cr C 175 lmol/L,

CRP C 25 mg/L and multi-site infection independently predicted a

higher rate of 90-day mortality in liver cirrhosis with SIRS.

PP0271

Umbilical vein recanalization representing a sign of disease
progression in patients with cirrhosis

Qing Shi1, Wuhua Guo1

1The Second Affiliated Hospital of Nanchang University, Nanchang

Background: The clinical significance of umbilical vein recanaliza-

tion (UVR) in patients with cirrhosis is unknown. The objective of

this study is explore the clinical significance of the umbilical vein

recanalization.

Methods: We determined whether there was an umbilical vein

recanalization by CT, randomly selecting 50 patients with UVR as a

test group and 100 patients with non-UVR as a control group. The

general condition, medical history characteristics, serum biochemical

parameters, electronic endoscopy, abdominal ultrasonography, and

abdominal CT and other information of these patients were collected.

Result: The ratio of UVR diagnosed was 20.2%. The rates of hepatic

encephalopathy for the UVR group and the non-UVR group were 20

and 14%, respectively (P \ 0.05). These were no significant differ-

ences between the UVR and non-UVR groups in the rates of ascites (P

[0.05). The rates of no varices in two groups were in turn 10%, and

11% (P[ 0.05). The rates of severe varices were 48 and 54% (P[
0.05). The rate of variceal bleeding in the UVR group was 32% (16/

50), and in the non-UVR group was 39% (39/100) (P [ 0.05). The

rates of portal vein thrombosis for the UVR group and the non-UVR

group were 8 and 12% (P[ 0.05), respectively.

Conclusion: UVR could not reduce the incidence rates of variceal

bleeding, ascites, and portal vein thrombosis. UVR would increase the

incidence of hepatic encephalopathy. Therefore, UVR had no positive

effect on cirrhosis, and was even more of a sign of disease

progression.
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Nutritional and metabolic status of patients with hepatitis B
cirrhosis

Qing Ye1, Tao Han2

1Tianjin Medical University, Tianjin; 2The Third Central Clinical

College of Tianjin Medical University, Tianjin

Background: The liver is the central organ for metabolism in the

human body. When cirrhosis develops, liver structure abnormalities

occur, liver functions change and barriers develop within metabolic

pathways. Almost all cirrhosis patients have varying degrees of

malnutrition and metabolic disturbances.

Methods: Eighty-threepatients with hepatitis B cirrhosis in Tianjin

Third CentralHospital were selected as study subjects from August

2014 to June 2015. 35 healthy individuals were chosen as control

subjects. Body mass index (BMI), triceps skinfold thickness (TSF),

mid-arm muscle circumference (MAMC) and grip strength of the case

group and control group were measured. Protein content, skeletal

muscle content and fat content were detected by the human body

composition analyzer. Serum samples were analyzed through ultra-

high-performance liquid chromatography combinedwith mass spec-

trometry (UPLC-MS). The data were processed by multivariate

statistical analysis based on pattern recognition. Theselected

metabolites’ trend of change was analyzed.

Result: The body triceps skinfold thickness, grip strength, body fat

and skeletal muscle of the patients were significantly decreased

compared with the control group (P\0.05). A variety of metabolites

in serum of patients with hepatitis B cirrhosis such as lysophos-

phatidylcholine (18:0), lysophosphatidylcholine (20:3 (8Z, 11Z,

14Z)), lysophosphatidylcholine (18:1 (11Z)), lysophosphatidylcholine

(16:0), ornithine, lysophosphatidyl choline (P-18:1 (9z)) and

lysophosphatidyl choline (17:0), glycerin phosphoric acid choline and

lysophosphatidylcholine (20:1 (11z), glucuronic acid, lysophos-

phatidylcholine (18:3 (9z, 12z, 15z) decreased compared with the

control group (P\ 0.01). Oil triacylglycerol phosphoserine and tau-

rocholate were higher than the control group (P \ 0.01). Grip

strength, body fat and a variety of metabolites such as lysophos-

phatidylcholine, oil triglyceride phosphoserine, ornithine, taurocholic

acid, glucuronic acid, glycerophosphocholineand Child Pugh score

were correlated (P\ 0.05).

Conclusion: TSF, grip strength, skeletal muscle and fat content were

sensitive indexes for evaluating nutritional status. Some small

molecular substances could reflect metabolic characteristics of the

patients.

PP0273

Itopride effect on gastrointestinal motility in rats with hepatic
failure

Jinzhao Zhu1
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Hepatobiliary Hospital of Fujian Medical University, FuJian FuZhou

350025

Background: To observe the effect of itopride on gastrointestinal

motility in rats with hepatic failure, and to explore its possible

mechanism.

Methods: To observe the effect of itopride on gastrointestinal

motility in rats with hepatic failure, and to explore its possible

mechanism. 60 Wistar rats were randomly divided into hepatic failure

model group, the hepatic failure model + Itopride therapy group

(treatment group) and normal control group.

Result: Compared with the control group, the gastrointestinal motility

of rats in model group was significantly decreased (P \ 0.01), the

content and distribution of MTL in gastric antrum and duodenum

tissue was no significant decreased (P[ 0.05); but after the itopride

treatment, rats gastrointestinal transmission significantly improved (P

\ 0.05), the content and distribution of MTL in tissues of stomach,

duodenum increased significantly, there was significant difference

compared with model group (P\ 0.0 5 or P\ 0.01).

Conclusion: Gastrointestinal function of itopride hydrochloride can

significantly improve the hepatic failure in rats, and its mechanism

may be related to MTL.

PP0274

The clinical significance and level changing of cardiac and
inflammatory markers in patients with cirrhosis

Li li Liu1, Qi jun Niu2

1The First Hospital of Jilin University, Changchun; 2The First

Hospital of Jilin Universitiy, Changchun

Background: To investigate the cardiac and inflammatory markers in

patients with cirrhosis, through electrocardiogram and echocardiog-

raphy and to understand the cardiac function in patients with cirrhosis,

in order to look for a better diagnosis method of cirrhotic car-

diomyopathy (cirrhotic cardiomyopathy, CCM). Furthermore, the

essay will evaluate the correlation between related indexes and dis-

ease progression by ‘‘follow-up’’ method.

Methods: 86 patients with cirrhosis (cirrhosis group) and 23 patients

with hepatitis (control group) were recruited from the First Hospital

of Jilin University. Cirrhosis group was divided into A, B, C groups

according to CTP. All patients need to check plasma pro-BNP, serum

cTnI and CRP levels. Electrocardiogram and echocardiography were

carried out at the same time. After 6 months follow-up, the same

indicators were checked. To compare the differences between the two

groups. Furthermore, analyze the correlation of pro-BNP, cTnI, CRP,

QTc and the changes of cardiac structure and function and liver

function (CTP, MELD score) in patients with cirrhosis. And after 6

months follow-up, analyze the correlation between the changes of

each index and liver function.

Result: Comparison between cirrhosis group and control group: in

blood and the electrocardiogram, BNP and QTc at all grades had

statistical differences; CRP and cTnI only in Grade C were signifi-

cantly increased, with statistical significance. In the echocardiography

testing, LA diameter increases gradually at all grades and the dif-

ferences were statistically significant (P = 0.003); E/A decreases

gradually, and the difference is statistically significant (P \ 0.001);

LVEF between Grade B and control group have significant differ-

ences, but there was no significant difference between Grade A, C and

the control group. In the Correlation analysis, there was a significant

positive correlation between plasma pro-BNP, QTc, LAD and CTP

score, MELD score, and there was a significant negative correlation

between E/A and CTP score, MELD score. The incidence of diastolic

dysfunction in the cirrhosis group was higher than in the control

group (46.3 vs 4.3%); abnormal rate of QTc: control group 1/23

(4.3%), cirrhosis group A, B and C grade respectively was (27, 36 and

70%). After 6 months follow-up, the correlation between the changes

of CRP and BNP and cTnI, QTc within 6 months and liver score

changes were (0.25, 0.58, -0.07, 0.21), in which pro-BNP and liver

function changes show significant positive correlation and had sta-

tistical significance (P = 0.005), the other three have no statistical

significance (P[ 0.05).
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Conclusion: Patients with cirrhosis have myocardial damage, which

is shown as diastolic function damage in the early stage and has a

positive correlation with the severity of cirrhosis. Plasma pro-BNP

can reflect the condition of cirrhotic cardiomyopathy sensitively;

neither CRP nor cTnI levels can reflect the condition of cirrhotic

cardiomyopathy accurately.

PP0275

Multivariate regression analysis of hepatorenal syndrome
occurrence in patients with acute-on-chronic liver failure

Baorong Liu1, Shida Yang1, Qiaorong Gan2, Shuiwen Huang1,
Chen Pan1

1Mengchao Hepatobiliary Hospital of Fujian Medical University,

Fuzhou; 2 Mengchao Hepatobiliary Hospital of Fujian Medical
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Background: Multivariate regression analysis of hepatorenal syn-

drome occurrence in patients with acute-on-chronic liver failure.

Methods: 736 ACLF patients coincidence with the HRS were rolled,

then divide into the HRS groups and the non HRS groups. Collected

the general conditions of the patients, the blood test index, the bulk of

liver, the common complications and so on, analyzed the correlation

between these factors and the occurrence of HRS used single factor

analysis and multifactor regression analysis.

Result: The ratio of hepatitis B virus e antigen (HBeAg), and the data

of cholesterol (CHOL), alpha-fetoprotein (AFP), prothrombin activity

(PTA), left hepatic size, right hepatic size in ACLF with HRS was

lower than that in ACLF with non-HRS, the age, the data of serum

cretinine (Cr), Plasma ratio of international standardization (INR) in

ACLF with HRS was higher than that in ACLF with non-HRS, the

difference was statistically significant (P\0.01 or 0.05). The ratio of

the hepatic encephalopathy (HE), primary peritonitis, mycotic infec-

tion, upper gastrointestinal hemorrhage and the serum cretinine (Cr),

prothrombin activity (PTA), Right hepatic size were the risk factors of

the acute-on-chronic liver failure (ACLF) patients coincidence with

the hepatorenal syndrome (HRS), it is closely related to the occur-

rcences of the HRS.

Conclusion: The ratio of the hepatic encephalopathy (HE), primary

peritonitis, mycotic infection, upper gastrointestinal hemorrhage and

the serum cretinine (Cr), prothrombin activity (PTA), right hepatic

size were the risk factors of the acute-on-chronic liver failure (ACLF)

patients coincidence with the hepatorenal syndrome (HRS), we

should actively prevent and early intervent.

PP0276

Analysis of related risk factors of mortality in patients with liver
cirrhosis

Hao Sun1, Yan Ting Zhang1, Shao Qi Yang1, The General
Hospital of Ningxia Medical University

1The General Hospital of Ningxia Medical University, Yinchuan,

Ningxia

Background: To analyze the related risk factors of mortality in

hospitalized patients with liver cirrhosis.

Methods: From December 2001 to April 2015, 7287 patients with

liver cirrhosis were collected. Among them, 6981 patients were better

and discharged (alive group) and 306 patients died in hospital (dead

group). The general information (including age, gender, nationalit)

and common complications (whether with gastrointestinal bleeding,

infection, hepatic encephalopathy, hepatorenal syndrome, hep-

atopulmonary syndrome, hepatocellular carcinoma, liver failure,

electrolyte balance disorders) and whether combined with other dis-

eases (such as heart disease, hypertension, cerebrovascular disease,

diabetes, cancer, pulmonary disease, renal disease) were collected.

Chi-square test was performed for comparison between groups of

count data. The related risk factors of mortality of patients with liver

cirrhosis were analyzed by multivariate Logistic regression analysis.

Result: The mean age of dead group (54.91 ± 13.572) were older

than that in alive group (50.83 ± 12.358). The rates of man, Han

nationality, with gastrointestinal bleeding, infection, hepatic

encephalopathy, hepatorenal syndrome, hepatopulmonary syndrome,

hepatocellular carcinoma, liver failure, electrolyte balance disorders,

and combined with heart disease, hypertension, cerebrovascular dis-

ease, diabetes in dead group [they are 78.1% (239/306), 85.62% (262/

306), 61.76% (189/306), 57.52% (176/306), 37.91% (116/306),

29.41% (90/306), 1.96% (6/306), 36.93% (113/306), 15.03% (46/

306), 36.6% (112/306), 5.56% (17/306), 9.15% (28/306), 2.61% (8/

306), 16.7% (51/306)] were all higher than those in alive group [they

are 72.48% (5060/6981), 80.13% (5594/6981), 11.37% (794/6981),

14.68% (1025/6981), 4.41% (308/6981), 2.12% (148/6981), 0.13%

(9/6981), 15.63% (1091/6981), 1.83% (128/6981), 5.8% (405/6981),

1.89% (132/6981), 5.92% (413/6981), 1.07% (75/6981), 5.92% (413/

6981)]. The differences were statistically significant (v2 = 4.671,

5.597, 637.858, 391.489, 600.216, 691.107, —, 96.428, 219.117,

421.896, 19.656, 5.393, 4.883, 56.828, group in hepatopulmonary

syndrome use Fisher’s exactly test, p\0.05). In multivariate Logistic

regression analysis, age, with gastrointestinal bleeding, infection,

hepatic encephalopathy, hepatorenal syndrome, hepatocellular carci-

noma, liver failure, electrolyte balance disorders, and combined with

heart disease were the independent risk factors of mortality of patients

with liver cirrhosis during hospitalization [their OR and 95% CI 1.020

(1.008, 1.031), 6.734 (5.142, 8.818), 2.462 (1.839, 3.295), 3.316

(2.401, 4.578), 2.762 (1.805, 3.954), 1.754 (1.132, 2.344), 2.485

(1.579, 3.911), 1.886 (1.336, 2.662), 2.258 (1.230, 4.416), alI P \
0.05].

Conclusion: Age, with gastrointestinal bleeding, infection, hepatic

encephalopathy, hepatorenal syndrome, hepatocellular carcinoma,

liver failure, electrolyte balance disorders, and combined with heart

disease were the independent risk factors of mortality of patients with

liver cirrhosis during hospitalization.

PP0277

Predictors of poor outcome in hospitalized chronic liver disease
patients

Fakhar Ali Qazi Arisar1, Shahab Abid1, Safia Awan1, Faiza
Farooq1

1The Aga Khan University Hospital, Karachi, Pakistan, South Asia

Background: The tremendous global burden of Chronic Liver dis-

ease has been well documented with high mortality rate. Many

prognostic models have been developed over the years to help classify

the severity of Liver disease and direct the aggressiveness of medical

care, (including CTP and MELD scores) but the subjectivity of the

variables (ascites and encephalopathy), inter-laboratory variability,

and lack of inclusion of comorbids and complications of CLD limited

their accuracy. Yet there is much to explore about the impact of

comorbid conditions on the course and outcome of chronic diseases.

The aim of this study was to evaluate patient parameters that are

predictive of morbidity and mortality in patients admitted for
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decompensations of chronic liver disease beyond child and MELD

scores.

Methods: This retrospective study analyzes patients who were

admitted with decompensated chronic liver disease during January

2013 to December 2014 at The Aga Khan University Hospital, Kar-

achi identified from medical record by using ICD coding, with an

objective to assess patient factors predicting a higher risk of in-patient

mortality, prolonged hospital day ([5 days) and early readmission

(within 14 days) in hospitalized Chronic Liver Disease Patients

Result: A total of 281 patients (399 admissions) were reviewed, out

of which 64.8% were male. The mean age of patients was 54.3 ± 11.7

years, with a mean duration of CLD of 4.3 ± 3.84 years. Most

common underlying cause for CLD was HCV (63.7%). Mortality rate

was 13%. AKI, NSTEMI, sepsis and coagulopathy were the factors

predicting high mortality on multivariate analysis.

Conclusion: Presence of AKI, CKD, Sepsis, NSTEMI, coagulopathy,

low albumin and high MELD-Na on admission were found to be

associated with high mortality and morbidity. NSTEMI and AKI were

significantly associated with chronic non-communicable diseases in

chronic liver disease patients with high mortality and morbidity.

PP0278

Clinical characteristics and outcomes of Escherichia coli
bloodstream infection in patients with liver cirrhosis

Bo Tu1, En qiang Qin1

1Beijing 302 Hospital, Beijing

Background: Bacterial infection is a leading cause for death in

patients with liver cirrhosis and Escherichia coli is the most common

pathogen among them.

Methods: 288 cirrhosis patients with Escherichia coli BSI were

collected in the study. The clinical characteristics were compared

according to survival status. Cox regression analysis model was

applied to evaluate the risk factor for 30-day mortality.

Result: The prevalence of ESBL producing Escherichia coli was

48.26%, which showed a high resistant to the common antibiotic

families and 34.72% pathogens were confirmed as multidrug-resistant

(MDR). Cefperazone-Sulbactam, Cefmetazon, Imipenem, Mer-

openem, Amikacin and Piperacillin/tazobactam can be empirical

applicated in BSI of liver cirrhosis patients (resistant rate less than

5%). ESBL production, Hospital-acquired, ICU admission, inappro-

priate antibiotics within 24h, and infection duration (P\0.05 for all)

were significantly correlated with MDR infection. In addition,

appropriate antibiotics within 24h (HR = 2.581, 95% CI 1.166–5.715,

P = 0.019), ICU admission (HR = 4.434, 95% CI 2.130–8.823, P =

0.000), HE (HR = 2.379, 95% CI 1.115–5.073, P = 0.025) and final

MELD (HR = 1.074, 95% CI 1.044–1.106, P = 0.000) were inde-

pendent indicators for 30-day mortality.

Conclusion: ESBL production can promote resistance to antibiotics

in Escherichia coli. Antibiotic regimens, ICU admission, HE and

MELD score can help identify the risk individuals who will benefit

from the improved therapeutic regimens.

PP0279

AST to Platelet Ratio Index (APRI) as a predictor of cirrhotic
cardiomyopathy

Mario steffanus Rustanto1, I Dewa nyoman Wibawa2, I Ketut
badjra Nadha3

1Department of Internal Medicine Atma Jaya Hospital/University,

Jakarta, Indonesia; 2Division of Gastroenterology-Hepatology

Udayana Medical Faculty/Sanglah General Hospital, Denpasar,

Indonesia; 3Division of Cardiology, Udayana Medical Faculty/

Sanglah General Hospital, Denpasar, Indonesia

Background: Severity of liver fibrosis is correlated with cirrhotic

cardiomyopathy (CC) as a complication of liver cirrhosis. AST to

Platelet Ratio Index (APRI) is a non-invasive marker of liver fibrosis.

Diagnostic criteria of CC are diastolic and/or systolic dysfunction,

electrophysiology disorder (prolonged QTc interval), and increasing

of natriuretic peptide such as NT-proBNP. Most of CC patients

usually come without any symptom at the beginning and unfortu-

nately neither echocardiography nor NT-proBNP were used as a

routine diagnostic procedure. These factors make the diagnosis of CC

more difficult. Other simple diagnostic procedure is needed to predict

CC. This study aimed to determine the diagnostic value of APRI in

predicting the occurrence of CC.

Methods: This diagnostic study involved 72 liver cirrhosis patients

consecutively. We calculate the APRI using a formula, electrocar-

diography for QTc interval, and ECLIA method for NT-proBNP.

Diagnosis of CC using the criteria: QTc interval C440 msec and NT-

proBNP [165 pg/mL. To determine the cut-off point of APRI for

predicting the occurrence of CC, Receiver Operator Characteristic

(ROC) was used.

Result: The cut-off point of APRI 1.9 was obtained in predicting CC.

Accuracy of APRI as diagnostic test was determined using ROC

method with Area Under Curve (AUC) 83.4% (CI 95% 72.4–94.3 %)

sensitivity 92.9%, specificity 73.1%, positive predicted value (PPV)

77%; negative predicted value (NVP) 79%; positive likelihood ratio

(LH+) 3.05; and negative likelihood ratio (LH-) 0.24.

Conclusion: APRI is a good and simple tool predicting CC in liver

cirrhosis patient.

PP0280

Levocarnitine improves refractory muscle cramps in patients
with chronic liver disease

Fumiaki Kuwashima1, Hideyuki Tamai1, Yoshiyuki Ida1, Naoki
Shingaki1, Ryo Shimizu1, Kazuhiro Fukatsu1, Takeichi Yoshida1,
Yoshimasa Maeda1, Kosaku Moribata1, Takao Maekita1, Jun
Kato1, Masayuki Kitano1

1Second Department of Internal Medicine, Wakayama Medical

University, Wakayama 641-0012, Japan

Background: Muscle cramp is one of symptoms which frequently

appear in cirrhotic patients, and it severely impairs their quality of

life. Carnitine is an amino acid naturally synthesized in the liver and

kidney from lysine and methionine, and it is primarily stored in the

skeletal muscles. It plays an essential role in the transfer of long-chain

fatty acids into the mitochondria for beta-oxidation. Accordingly,

carnitine deficiency in cirrhotic patients causes excessive lipid accu-

mulation in muscle with skeletal myopathy. We conducted

prospective study to evaluate the safety and efficacy of levocarnitine
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for muscle cramps refractory to conventional therapy in patients with

chronic liver disease.

Methods: Between April 2013 and May 2016, a total 16 patients who

had refractory muscle cramps were orally treated with levocarnitine

chroride 900 mg/day or levocarnitine 750 mg/day after September

2015 for 1 month. Outcomes were evaluated at 1 month after the start

of therapy. The frequency, pain degree and duration of muscle cramps

were evaluated by questionnaires, and the severity of the pain was

evaluated using scores of faces pain scale.

Result: There were eight men and eight women. Median age was 72

years old. The etiologies of hepatitis were hepatitis C in 11 patients,

hepatitis B in 2 patients, or non-viral hepatitis in 3 patients. The

muscle cramps were disappeared in 25% (4/16), and the frequency

decreased in 75% (12/16) of all patients. The median frequency sig-

nificantly decreased from 14 times to twice per month (p \ 0.001).

The pain degree and duration of muscle cramps were also relieved in

75% (12/16). The median score of faces pain scale significantly

decreased from 5 to 2. (p = 0.002), and the median duration time was

significantly shortened from 300 to 30 s (p = 0.019). There were no

patients who discontinued therapy due to adverse effects.

Conclusion: Levocarnitine for refractory muscle cramps in patients

with chronic liver disease was highly safe and effective. It reduced

not only the frequency but also the pain degree and duration time.

PP0281

The study of liver function in patients with HBV-related cirrhosis
after antiviral therapy

Shuang Wang1, Rongkuan Li2

1Dalian Medical University, Dalian; 2The Second Affiliated Hospital

of Dalian Medical University, Dalian

Background: To study the liver function and prognosis of patients

with HBV–related cirrhosis after antiviral therapy.

Methods: An analysis of 166 patients with HBV-related cirrhosis. 94

patients, whose liver function was evaluated as Child–Pugh class B

(group A), while 72 patients were classified into Child–Pugh class C

(group B). 50 patients of Child–Pugh class B who underwent the

antiviral therapy were divided into group A1, and 44 patients without

antiviral therapy were for group A2. Similarly, 40 patients were for

group B1, while 32 patients were for group B2. The liver function

(ALT, AST, ALB, TBIL, CHE, PT), complications including hepatic

encephalopathy (HE), upper gastrointestinal hemorrhage (UGH),

hepatocellular carcinoma (HCC) and the survival time in all groups

were evaluated before and after antiviral therapy. A comparative

study of long-term follow-up period was conducted.

Result: 1. Liver function:

Before treatment, there was no significant difference in ALT, AST,

ALB, TBIL, CHE or PT levels between both A1, A2, and B1, B2 (P[
0.05).

After treatment:

(1) ALT: There were significant differences for the changes of

ALT during the 5 years’ period after treatment between A1 and A2,

and B1 and B2 (P\ 0.05).

(2) AST: There were significant differences between A1 and A2 in

AST’changes in each periods of the 5 years (P \ 0.05). At the 6th

month to the 5th year, the deteriorations of AST in B2 were less than

B1 (P\ 0.05).

(3) ALB: At the 1st, 3rd, 5th year, the rising extend in A1 were

more than A2 (P\0.05). Similar results were observed in the B1 and

B2.

(4) TBIL: There were significant differences for the changes of

TBIL during each period of the 5 years after treatment between A1,

A2, and B1, B2 (P\ 0.05).

(5) CHE: At the 1st, 3rd, 5th year, for the changes of CHE in A1

were more than A2 (P\ 0.05). Within 6 months after treatment, the

range of CHE’s change in B1 were more than B2 (P\ 0.05)

(6) PT: There were differences from the 6th month to the 5th year

(P\0.05). For B1, the degrees of PT’s degradation was more than B2

from the 1st year to the 5th years (P\ 0.05).

2. The incidence of HE: There was no significant difference

between A1 and A2 (P [ 0.05). In B1, the incidences were signifi-

cantly lower than B2 (P\ 0.05).

3. The incidence of UGH: The incidence of UGH in A1 was lower

than that in A2 at the 5th year (P \ 0.05); there were insignificant

differences at the 1st, 3rd and the 5th year between B1 and B2 (P\
0.05)

4. The incidence of HCC: There was no significant difference

between A1 and A2 (P [ 0.05). In B1, the incidences were signifi-

cantly lower than that in B2 (P\ 0.05) at the 5th year.

5. The comparison of survival rate: At the 5th year, the two

groups’survival rates are quite different (P\0.05). The survival rate

of patients in B1 in the same period were better than B2 (P\ 0.05).

Conclusion: Antiviral therapy may improve liver function, delay the

malignant progression of liver function, reduce the incidence of

complications, and increase survival time of patients with HBV-re-

lated cirrhosis

PP0282

Effect of late-evening snack on nutritional status and quality
of life in cirrhotic patients

Jinling Dong1,2, Qinghua Meng1, Yueke Zhu2

1Department of Critical Care Medicine of Liver Diseases, Beijing

You’an Hospital, Capital Medical University, Beijing; 2Beijing

YouAn Hospital, Capital Medical University, Beijing

Background: To investigate the effect of nutritional intervention by

late evening snack (LES) for 3 months on the changes of energy

metabolism, disease condition and quality of life in the patients with

liver cirrhosis.

Methods: This is a prospective, open, multi center study which

enrolled 105 patients with HBV-related cirrhosis who were recruited

from 8 different hospitals located in urban and suburban districts in

Beijing. All the patients received the intervention by 200 kcal of LES

with carbohydrates for 3 months. Malnourished morbidity of patients

were assessed by the means of subjective global assessment (SGA).

Energy metabolism indexes of patients were measured by indirect

calorimetry with MedGraphics CCM/D system, including respiratory

quotient (RQ), carbohydrate oxidation rate (CHO%), fat oxidation

rate (FAT%) and protein oxidation rate (PRO%). Quality of life of

patients were evaluated with WHOQOL-BREF. Malnourished mor-

bidity, energy metabolism indexes, liver function indexes,

complications and quality of life of the patients before and after the

intervention were compared and analyzed.

Result: Before and after LES intervention, malnourished morbidity of

patients were respectively 34.29 vs 10.47% (v2 = 17.132, p = 0.000);

before and after LES intervention, RQ (0.80 ± 0.07) vs (0.84 ± 0.07)

(t = 4.400, p = 0.000), CHO% (41.93 ± 11.33) vs (51.11 ± 8.96) (t

= 6.142, p = 0.000), PRO% (22.13 ± 4.34) vs (18.76 ± 2.90) (t =

4.846, p = 0.000) and FAT% (35.93 ± 11.01) vs (30.35 ± 8.60) (t =

4.107, p = 0.000). Before and after LES intervention, serum total

protein (TP) (66.59 ± 8.73) g/l vs (68.25 ± 7.89 g/l) (t = 2.078, p =

0.04), albumin (ALB) (38.52 ± 6.60) g/l vs (39.82 ± 5.79) g/l (t =
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2.835, p = 0.006), pre albumin (PALB) (151.97 ± 69.04) mg/dl vs

(173.11 ± 65.11) mg/dl (t = 3.805, p = 0.000), cholinesterase (CHE)

(5273.17 ± 2358.85) u/l vs (5569.81 ± 2110.41) u/l (t = 2.118, p =

0.037), total cholesterol (TC) (3.86 ± 1.02) vs (4.03 ± 0.92) (t =

2.047, p = 0.043). Before and after intervention, incidence of ascites

were 26.67 vs 12.38% (v2 = 6.989, p = 0.006), incidence of spon-

taneous bacterial peritonitis were 10.48 vs 1.90% (v2 = 6.642, p =

0.009). Before and after the LES intervention, the patients of Child–

Pugh grade A increased from 60 to 72.38% (v2 = 3.596, p = 0.04),

and the patients of Child–Pugh grade C reduced from 8.57 to 1.90%

(v2 = 4.701, p = 0.029). Before and after the LES intervention, the

total score of quality of life in patients were (73.81 ± 10.07) vs (76.95

± 10.20) (z = 4.974, p = 0.000).

Conclusion: The continue intervention by 200 kcal of LES with

carbohydrates in patients with cirrhosis can increase their oxidation

rate of carbohydrate and reduce their oxidation rate of protein and fat,

improve their energy metabolism, liver function and quality of life,

reduce complications.

PP0283

Application of the Stroop Smartphone App in the early screening
of minimal hepatic encephalopathy

Yuyun Shao1, Longfeng Jiang1, Yao Liu1, Ping Shi1, Yaping Han1,
Yongde Yan1, Jun Li1

1The First Affiliated Hospital of Nanjing Medical University, Nanjing

Background: Cirrhotic patients with minimal hepatic encephalopathy

(MHE) lack of clinical manifestation are prone to mechanical errors,

driving impairment and so on. Considerable evidence shows that

MHE is associated with impaired quality of life and work and bring

potential danger. In order to increase its ease of use and the diagnostic

rate in MHE, foreign scholars recently developed an easily applicable

screening test, which is a smartphone application for the Stroop task.

This study was designed to evaluate the application of the Chinese

version of the Stroop Smartphone App in the early screening of

minimal hepatic encephalopathy.

Methods: Ninety consecutive adult patients with chronic liver cir-

rhosis between 40 and 50 years of age, who received 8–12 years of

education, were recruited in the study. It included Child–Pugh A/B/C

30 cases, respectively. All patients underwent the following proce-

dures: collection of general demographic data, neurological scale test,

and hematological tests. The Neurological scale test included psy-

chometric hepatic encephalopathy score (PHES) and the Chinese

version of the Stroop Smartphone App. An ROC analysis was per-

formed with all Stroop results in diagnosing MHE. The correlation

between Stroop test results and Child–Pugh score, Stroop test results

and PHES score was analyzed by correlation analysis.

Result: MHE diagnostic criteria: We created criteria for PHES with

109 healthy controls, which were adjusted with age and years of

education. Then used an adjustment with the regression formulae to

calculate the score of PHES test. The mean PHES score was 0.36 ±

2.04 (range -9 to +5). MHE was defined as an diagnostic threshold

based on the standard deviation of PHES 2.0 (A score \-5 was

considered positive for MHE by PHES). The parameters of the Stroop

App as follows: a. total time for 5 correct runs in the ‘‘off’’ state

(Test1_time), b. number of runs needed to complete the 5 correct

‘‘Off’’ runs (Test1_number), c. total time for 5 correct runs in the

‘‘on’’ state (Test2_time) and d. number of runs needed to complete the

5 correct ‘‘On’’ runs (Test2_number); the total time (Test1 + 2), the

completion of the second part, the first part of the required time

difference (Test2 - 1). A preliminary analysis of the baseline vari-

ables: a significant correlation was seen between Child–Pugh score

and Test1_time (P = 0.002), Test2_time (P\0.001), Test1 + 2 (P\
0.001). PHES scores was positively correlated with Test1_time (P =

0.002), Test2_time (P\0.001), Test1 + 2 (P\0.001). The AUROC

for stroop to diagnose MHE was with Test1_time (0.756), followed

closely by Test2_time (0.778) and Test1+2 (0.788), which indicated

that these three indexes had better diagnostic value.

Conclusion: Our preliminary results showed that the Stroop test

results have a significant correlation with Child–Pugh score. Mean-

while, the PHES test and Stroop test has a good diagnostic

consistence.

PP0284

Patients with non-viral cirrhosis, especially non-alcoholic liver
disease and cryptogenic cases, had much higher rates of hepatic
decompensation and poorer survival compared to patients
with viral cirrhosis, despite having lower HCC incidence

Changqing Zhao1,2, Pauline Nguyen3, Joseph k Hoang3, Sam
Trinh3, Clare Cho3, Lee ann Yasukawa4, Susan Weber4, Mindie
Nguyen3

1Department of Cirrhosis, Institute of Liver Disease, Shuguang

Hospital Affiliated to Shanghai University of Traditional Chinese

Medicine; 2Department of Medicine, Stanford University Medical

Center; 3Division of Gastroenterology and Hepatology, Stanford

University Medical Center; 4Center for Clinical Informatics, Stanford

University School of Medicine

Background: The natural history and long-term survival of patients

with cirrhosis arising from different underlying liver disease may

differ. Our goal is to characterize and examine disease progression

and survival outcomes in patients with cirrhosis of diverse etiologies.

Methods: We performed a retrospective cohort study of consecutive

adult patients who presented with cirrhosis (diagnosed by histology or

non-invasive criteria) at a U.S. university center from 2005 to 2010. A

total pf 4348 patients were identified by ICD 9 query and confirmed to

have cirrhosis by chart review. Of those, 439 patients had liver

transplantation prior to index date (first visit date with cirrhosis) were

excluded, leaving 3909 patients for study inclusion.

Result: Mean age was 56 ± 12, and 62% were male. Viral cirrhosis

(HBV or HCV) accounted for 55% of the cohort (HCV 50%, HBV

5%). Cryptogenic and non-alcoholic steatohepatitis (NASH) or fatty

liver diseases cases (NASH+Crypto group) accounted for 7% of the

cohort with the remaining due to other non-viral diseases. Cumulative

5-year hepatic decompensation incidence was highest in the

NASH+Crypto group (57%) and lowest in the HCV then HBV groups

(29 and 19%, respectively) (p\ 0.0001) (Figure 1). However, in the

2679 patients without HCC at baseline, cumulative 5 years HCC

incidence was highest in HBV cirrhosis (17%), followed by HCV

cirrhosis (13%), then other non-viral cirrhosis (7%) and lowest in

NASH+Crypto cirrhosis (5%) (p \ 0.0001). Despite this, NASH+-

Crypto and other non-viral cirrhosis has the lowest estimated 5- and

10-year survival rates (both at 43% at 5-year and 22 and 28% at

10-year, respectively) compared to HCV cirrhosis (53 and 38%,

respectively), and HBV cirrhosis (59 and 46%, respectively) (p \
0.0001) (Figure 2).

Conclusion: In this large U.S. cohort of patients with cirrhosis of

diverse etiologies, hepatic decompensation incidence was highest in

patients with NASH+Crypto and other non-viral infection followed

by HCV and lowest in HBV. Also, NASH+Crypto and other non-viral

cirrhosis have the lowest 5- and 10-year estimated survival rate

although the 5- and 10-year HCC incidence of non-viral were lower

than viral cirrhosis. Further effort is needed to examine these outcome
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disparities in patients with non-viral cirrhosis to improve long-term

survival in this group.

PP0285

Psychometric hepatic encephalopathy score for the diagnosis
of minimal hepatic encephalopathy

Yanyan Wang1, Ping Zhao1

1China-Japan Union Hospital of Jilin University, Changchun

Background: Discussion the influence factors of Psychometric

Hepatic Encephalopathy Score (PHES) and minimal hepatic

encephalopathy (MHE) diagnostic value; Survey of patients with liver

cirrhosis minimal hepatic encephalopathy prevalence rate and the

correlation factor.

Methods: All participants are PHES system test, through the normal

group into the system factors, the establishment of the normal refer-

ence value formula test expected. Clear PHES system for the

diagnosis of MHE significance, and analyzes MHE sick risk factors.

Result: (1) Age and the education degree and PHES system are lin-

early related. (2) OHE score than Group 1 OHE PHES system

increased significantly, no OHE PHES system in score \-4 is

obviously lower than the proportion of Group 1 OHE (P\0.01). (3)

MHE prevalence was 52.5%. (4) Prevalence MHE only and Child–

Pugh grading related, OR = 2.3.

Conclusion: PHES system for the diagnosis of minimal hepatic

encephalopathy with a specificity of diagnostic significance, and shall

establish and age, education degree by relevant expected normal

reference value range; To PHES system for diagnosis method, the

patients with cirrhosis MHE prevalence was 52.5%. Child–Pugh

classification is an important risk factors.

PP0286

The bacterial distributions and prognosis analysis
for bloodstream infection in liver cirrhosis patients

Yangxin Xie1, Bo Tu1, Zhe Xu1, Min Zhao1, Fusheng Wang1,
Enqiang Qin2, Dongping Xu3

1Research and Treatment Center for Infectious Diseases, Beijing 302

Hospital, Beijing; 2Research and Treatment Center for Infectious

Diseases, Beijing 302 Hospital, Beijing; 3Research Center for Clinical

and Translational Medicine, Beijing 302 Hospital, Beijing

Background: Liver cirrhosis represents a leading cause for death

worldwide. Infection is a major reason for liver failure, liver-re-

lated complications, and death among patients diagnosed with liver

cirrhosis. Bloodstream infection (BSI) is a frequently observed

complication caused by infection in liver cirrhosis patients. It was

reported that the occurrence of BSI was ten times common in

cirrhosis patients than that in the non-cirrhosis patients. BSI in

cirrhosis patients is associated with prolonged hospital stay, rapid

progression of liver diseases, poor prognosis, and increasing risk of

mortality. Timely and appropriate empirical antibiotics therapy is

pivotal for BSI management in liver cirrhosis patients. However,

the heterogeneous epidemiology of BSI may increase the difficulty

of empirical antibiotic managements, especially with the increasing

prevalence of gram-positive bacterium, and multi-drug resistant

bacterium. Thus, it is essential to investigate the epidemiological

characteristics and drug sensitivity analysis for BSI in liver cir-

rhosis patients.

Methods: 852 liver cirrhosis patients developing to BSI during their

hospitalization were recruited in the study. 30-day mortality was used

to evaluate the primary outcomes of the patients. The clinical char-

acteristics and bacterial distribution of the patients were compared

according to survival status. The effects of acquired sites of infection

on bacterial distribution was estimated. We also evaluate the sensi-

tivity of the isolated pathogens to commonly used antibiotics. Cox

regression model was used to estimate the risk factors for 30-day

mortality.

Result: Gram-negative bacteria was responsible for 59.62% of BSI,

and 40.38% infection episodes were caused by gram-positive bacteria.

The bacterial distributions were significantly different between hos-

pital-acquired infection and community-infection, especially the

gram-negative pathogens. Amikacin and piperacillin/tazobactam

exhibited high suppressive function to gram-negative infection, while

gram-positive infection showed high sensitivity to vancomycin and

teicoplanin. Cox analysis demonstrated that presentation with liver

failure, septic shock, complications, WBC, and appropriate antibiotics

within 24 were independent indicators for 30-day mortality in study

population (P\ 0.05 for all).

Conclusion: Gram-positive pathogens become common reason for

BSI in liver cirrhosis patients, and the bacterial distribution is dif-

ferent between hospital-acquired infection and community-infection.

Amikacin and piperacillin/tazobactam may be promising antibiotic

for treatment of gram-negative infection, while vancomycin and
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teicoplanin can be empirically used in gram-positive BSI in liver

cirrhosis.

PP0287

Prognostic indicators of hepatic encephalopathy: a single center’s
experience in Northeast China

Fengjiao Wang1, Junqi Niu2

1The First Hospital of Jilin University, Changchun; 2Department of

Hepatology, First Hospital of Jilin University, Changchun

Background: Our aim was to investigate the prognostic indicators in

patents with hepatic encephalopathy (HE).

Methods: 316 patients with HE from the first hospital of Jilin uni-

versity between January 2013 to December 2015 were retrospectively

analzyed. Patients who died or underwent liver transplantation were

divided into death group (n = 87) and those who survived with

supportive therapy were designated as survival group (n = 229).

Demographic, clinical and biochemical characteristics were analyzed.

Binary logistic regression analysis was performed to screen out

independent risk factors for death in patients with HE.

Result: All the 316 patients were followed up for 30 days, and 87 of

them died, resulting in a mortality rate of 27.53%. Compared with the

survival group, the death group had significantly higher HE stage,

age, blood urea nitrogen (BUN), creatinine (Cr), white blood cell

(WBC), international normalized ratio (INR), prothrombin time (PT),

lanine aminotransferase, aspartate aminotransferase (AST), albumin,

glutamyltranspetidase (r-GT) total bilirubin (TBil) and significantly

lower platelet count, hemoglobin, serum sodium and prothrombin

time activity (PTA). The death group also had significantly higher

incidence rates of hepatocellular carcinoma (HCC) than the survival

group. Multivariate logistic regression analysis showed that HCC, HE

stages, TBil, hyponatremia and PTA were independent risk factors for

the prognosis of patients with death.

Conclusion: HCC, advanced HE stage, higher TBil, lower serum

sodium and PTA were related to poor prognosis of HE.

PP0288

A meta-analysis on the efficacy of Simvastatin in lowering portal
hypertension in patients with liver cirrhosis

Ellaine Wei1, Celina Adraneda1, Ismael Lapus1

1Cardinal Santos Medical Center, Metro Manila, Philippines

Background: Portal hypertension is described an increase in pressure

in portal vein and tributaries as a result of liver cirrhosis. It is defined

as an increase in hepatic venous gradient more than 5 mmHg but

clinically significant gradient that may cause adverse effects like

variceal bleeding is 10 mmHg and above. There are different phar-

macologic agents that are utilized to lower down portal hypertension

but most widely used is non selective beta blockers such as propra-

nolol. Recent studies now state that simvastatin, a 3-hydroxy

3-methylglutary coenzyme A reductase inhibitor, may also cause

lowering of portal hypertension by increasing nitric oxide production

that may subsequently cause vasodilation of liver vasculature and

decrease vascular resistance

Methods: Electronic searches through PUBMED, COCHRANE,

Research Gate, Science Direct, Up To Date, PSMID and Manual

Search using the key words ‘‘Simvastatin, portal hypertension, liver

cirrhosis, humans, randomized controlled trial’’. All outcomes were

examined using Review Manager Version 5.3. The JADAD scoring

was used to assess quality of the studies.

Result: Two randomized controlled trials were included in the meta

analysis. Simvastatin 20 mg/tab which was eventually increased to 40

mg/tab significantly decreased portal pressure (point estimate -2.11

and with 95% confidence interval between -3.33 and -0.88). The

risk of developing myalgia (point estimate 0.8 and with 95% confi-

dence interval between 0.12 and 5.4) and diarrhea (point estimate

0.48 and with 95% confidence interval between 0.07 and 3.27) after

taking simvastatin is not significant.

Conclusion: Simvastatin has a significant effect in lowering portal

hypertension with no significant side effects noted.

PP0289

Risk factors of portal vein thrombosis in patients with liver
cirrhosis

Qiyuan Yang1,2,3, Yuqiang Nie1,2,3

1Department of Gastroenterology and Hepatology, Guangzhou First

People’s Hospital, Guangzhou Medical University, Guangzhou;
2Guangzhou Digestive Disease Center, Guangzhou First People’s

Hospital, Guangzhou; 3Guangzhou Key Laboratory of Digestive

Disease, Guangzhou First People’s Hospital, Guangzhou

Background: Portal vein thrombosis (PVT) refers to the thrombosis

in the portal vein system. The incidence of PVT in patients with

decompensated liver cirrhosis is high. The etiology of PVT in liver

cirrhosis is not clear. It is considered that PVT results from multiple

risk factors. Performances of PVT include upper digestive tract

hemorrhage, refractory ascites and intestinal infarction, which

endanger life. However, there is not yet a consensus about treatment

for PVT and the effect of anticoagulant therapy on cirrhotic patients

with PVT also needs to be further verified. Therefore, it is necessary

to investigate the risk factors of PVT in liver cirrhosis, in order to

improve the early diagnostic rate and to intervene PVT in early stage.

Methods: This study enrolled 286 patients with liver cirrhosis from

February to December in 2015. Diagnosis of PVT was made by color

Doppler ultrasound or multislices spiral computed tomography. In

addition to the routine laboratory examinations, protac-induced

coagulation inhibition (PICI%), antithrombin-III (AT-III) and protein

C (PC) were detected by chromogenic assay. Anticardiolipin antibody

(ACA) IgG and IgM were detected by enzyme linked immunosorbent

test (ELISA). SPSS17.0 software was used in statistic analysis, t-test

was used in measurement data and chi square test was used in enu-

meration data. Receiver operating characteristic was plotted and the

area under the curve was calculated to evaluate the diagnostic

performance.

Result: The D-dimer and platelet level of PVT group was higher than

those of non-PVT group (4.20 ± 4.63 vs 1.53 ± 2.19 mg/L, P \
0.001; 142.74 ± 125.92 vs 102.45 ± 77.47 9 109/L, P = 0.042).

PICI% of PVT and non-PVT group was significantly lower than the

healthy group (P \ 0.001; P \ 0.001). There was no significant

between PVT and non-PVT group compared by PICI% (P [ 0.05).

PICI% among the three groups was no difference (P[0.05); D-dimer

in Grade C was significantly lower than that of Grade A (P = 0.005),

while there was no statistical difference between Grade A and B,

Grade B and C (P[0.05). Antithrombin III and protein C decreased

following the increased Child–Pugh score (P \ 0.001; P \ 0.001).

Analysis of unconditional logistic regression model indicated that

D-dimer was the interrelated hazard factor of PVT in cirrhotic pai-

tients (P\0.001, OR = 1.275, 95% CI 1.117–1.455), which means if

D-dimer rose 1 U, the risk of PVT increased by 1.275 times. ROC was
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plotted (AUC = 0.739). The results indicated that D-dimer had good

predictive value.

Conclusion: D-dimmer was the interrelated risk factor of PVT in

cirrhotic paitients and the higher the level of D-dimer was the risk of

PVT would be higher. PICI% may not be a predictor of PVT in liver

cirrhosis. The level of AT-III and PC in cirrhotic paitients decreased

with the decline of liver function, so the two may have predictive

value for deterioration of liver function.

PP0290

Prognostic significance of hemodynamic and clinical stages
in the prediction of hepatocellular carcinoma

Ki Tae Suk1, Young Lim Ham2, Sung Eun Kim3, Ji Won Park3,
Hyoung Su Kim4, Myoung Kuk Jang4, Choong Kee Park3, Dong
Joon Kim5

1Hallym University College of Medicine, Chuncheon, Korea;
2Daewon University, Chuncheon, Korea; 3Hallym University Sacred

Heart Hospital, Chuncheon, Korea; 4Hallym University Gangdong

Sacred Heart Hospital, Chuncheon, Korea; 5Hallym University

College of Medicine, Chuncheon, Korea

Background: Early identification of hepatocellular carcinoma (HCC)

is associated with improved survival for patients with chronic liver

disease (CLD). We evaluated the prognostic significance of hemo-

dynamic stage (HS) and clinical stage (CS) in predicting HCC in CLD

patients.

Methods: Between January 2006 and May 2014, 801 patients with

CLD who underwent hepatic venous pressure gradient (HVPG)

measurement were prospectively enrolled. HS was classified by

HVPG (mmHg) and was classified as follows: HS-1 (HVPG B 6),

HS-2 (6\HVPG B 10), HS-3 (10\HVPG B 12), HS-4 (12\HVPG

B 20), and HS-5 (20\ HVPG). CS was classified as follows: CS-0

(no cirrhosis), CS-1 (cirrhosis without varix), CS-2 (cirrhosis with

varix), CS-3 (cirrhosis with ascites), and CS-4 (cirrhosis with varix-

bleeding).

Result: HCC developed in 53 patients (6.6%). The incidence densi-

ties of HCC according to HS-1–5 and CS-0–4 were 4, 16, 36, 45, and

49/1000 person years and 0, 14, 29, 53, and 46/1000 person years of

observation, respectively. Ascites aggravation (p = 0.003, OR 2.55),

HVPG [12 mmHg (p = 0.032, OR 2.28), and alpha-fetoprotein

(AFP; p = 0.046, OR 1.01) were significant predictors of HCC

development (prediction-model: 0.938 9 ascites aggravation [0/1] +

0.825 9 HVPG[12 mmHg [0/1] + 0.002 9 AFP [ng/mL]). In cases

without HVPG, ascites aggravation (p = 0.003, OR 2.60), CS-3–4 (p

= 0.018, OR 2.51), and AFP (p = 0.008, OR 1.01) were correlated

with HCC development. Areas under receiver operating characteristic

curves of the prediction-model, HVPG, CS, and AFP were 0.782,

0.703, 0.697, and 0.653, respectively.

Conclusion: For the early detection of HCC, frequent follow-up and

extensive surveillance are recommended for CLD patients with

advanced hemodynamic/clinical stages, ascites aggravation, and ele-

vated AFP.

PP0291

Differences in cognitive function between patients with viral
and alcoholic compensated liver cirrhosis

Ki Tae Suk1, Dong Joon Kim2, Sung Eun Kim3, Ji Won Park3,
Hyoung Su Kim4, Myoung Kuk Jang4

1Hallym University College of Medicine, Chuncheon, Korea;
2Hallym University College of Medicine, Chuncheon, Korea;
3Hallym University Sacred Heart Hospital, Chuncheon, Korea;
4Hallym University Gangdong Sacred Heart Hospital, Chuncheon,

Korea

Background: As alcohol induces change in frontal cortex primarily

involved in cognition, cognitive function may be different between

viral and alcoholic liver cirrhosis (LC). The aim of this study was to

determine the differences of cognitive function between the two

groups.

Methods: From October 2011 to March 2013, 80 patients (viral: 37;

alcohol: 43) with compensated LC were prospectively enrolled.

Neuropsychological functions including attention, language, visu-

ospatial, verbal memory, visual memory, and frontal/executive

function were evaluated. Cumulative incidence rate of overt hepatic

encephalopathy (HE) was calculated and compared.

Result: The mean age of patients with viral and alcoholic compen-

sated LC was 53.4 ± 8.8 and 50.1 ± 9.3 years, respectively. Both

groups showed decreased memory and frontal/executive functions

compared to those of age-matched normal group (n = 1000). Memory

function by Seoul-verbal learning test (recognition: 20.14 ± 3.57 and

16.84 ± 5.98, p = 0.005), visuospatial function by Ray-complex

figure test (recognition: 18.97 ± 2.56 and 16.61 ± 5.32, p = 0.018),

frontal/executive function by controlled oral ward association (su-

permarket: 16.77 ± 6.92 and 12.45 ± 6.98, p = 0.004), and Korea-

Mini mental status examination (27.39 ± 1.98 and 25.61 ± 4.95, p =

0.044) revealed low scores in alcoholic compensated LC patients. The

1-, 2-, and 3-year cumulative incidence rates of overt HE were 23,

26%, and 26 and 33, 43, and 49% in the viral and alcoholic LC group,

respectively (p = 0.033).

Conclusion: Impaired memory and frontal lobe executive functions

and early development of overt HE were more common in patients

with alcoholic LC. For patients with alcoholic LC, more integrated

tests for early detection of minimal HE and intensive treatment should

be considered to prevent overt HE.

PP0292

A questionnaire survey on quality of life with anxiety
and depression self-rating in patients of liver cirrhosis

Yuanyuan Zhang1, Xiaoxue Li1, Najuan Cui2, Yulan Liu1

1Department of Gastroenterology, Peking University People’s

Hospital, Bejing; 2Department of Respiration, Bejing Hospital of

Chinese Traditional and Western Medicine, Bejing

Background: To investigate the quality of life of patients with cir-

rhosis, as well as depression and anxiety.

Methods: A questionnaire survey was carried out in 95 patients in our

gastroenterology department, Peking University People’s Hospital

from May to August in 2016. The patients were divided into two

groups, cirrhosis group and contral group. The patients in cirrhosis

group were diagnosed liver cirrhosis without complications. The

control group included the digestive polyps patients without other

diseases. The questionnaire included the World Health Organization

Quality of Life (WHOQOL)-BREF, Self-rating Anxiety Scale (SAS)

and Self-rating Depression Scale (SPS). The questionnaire scores of

the two groups were analyzed.

Result: A total of 95 valid questionnaires were collected and divided

into cirrhosis group (n = 40) and control group (n = 45). In the

cirrhosis group, there were 22 males and 18 females, average age

57.97 ± 10.448 years. In the control group, there were 45 males, 23

males and 22 females, with an average age of 61.47 ± 13.081,
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showing no difference from cirrhosis group. WHOQOL includes four

domains: physiological domain, psychological domain, social rela-

tionship domain, environment domain. The scores of liver cirrhosis

group: physiological field (22.23 ± 3.312), psychological field (19.59

± 3.925), social relationship field (9.64 ± 2.497), environment

domain (26.23 ± 7.534) and control group (22.96 ± 3.275 in phys-

iological field, 19.87 ± 3.152 in psychological field, 10.58 ± 2.061 in

social relation field and 28.36 ± 5.091 in environmental field, they

had no significant difference between the two groups (P[ 0.05). The

depression self-rating score of cirrhosis group (47.86 ± 10.782) was

significant higher (P = 0.034) than that of control group (42.61 ±

11.564). Meanwhile, there was no significant difference between the

Self-rating Anxiety Scale scores of the cirrhosis group (38.46 ±

11.917) and control group (37.00 ± 12.521) (P[ 0.05) (Table 1).

Conclusion: The quality of life and anxiety score in cirrhosis group

had no significant difference from the control group, but the depres-

sion score was higher than that of the control group.

PP0293

Short-term and long-term efficacy analysis of stomach coronary
vein TH glue embolism plus lienectomy in the treatment
of cirrhosis portal hypertension

Zhenyu Li 1, Jinwei Chen1, Xiaojin Wang1, Zusheng Zang1, Feng
Zhou1, Liqin Shi 1, Li Li1, Yinpeng Jin1, Chengwei Chen 1,
Qingchun Fu1

1Shanghai Liver Disease Research Center, The 85th Hospital of PLA,

Shanghai

Background: To evaluate the short-term and long-term efficacy of

stomach coronary vein TH glue (a-cyanoacrylate with developer)

embolism plus lienectomy in the treatment of cirrhosis portal

hypertension with esophageal and gastric varices.

Methods: The perioperative (within 2 weeks after operation), short-

term (within 1 month after operation) and long-term (more than 1

month after operation) outcomes were analyzed in the 81 patients

with cirrhosis portal hypertension receiving this treatment between

Apr. 2002 and Jul. 2016 in our hospital, and the indices including

complications, re-hemorrhage rates and long-term survival of the

patients were evaluated.

Result: A total of 81 subjects were enrolled in the study, with the

median follow-up time being 9.3 ± 2.8 years. Among the 81 subjects,

42 cases were Child–Pugh grade A, 35 cases were Child–Pugh grade

B and 4 cases were Child–Pugh grade C, with a majority of the

patients having a history of upper gastrointestinal hemorrhage. Eight

cases received emergency operation (5 Child–Pugh grade B cases and

3 Child–Pugh grade C cases) with hemostasis success rate being

100%. There was no TH glue ectopic embolization occurred.

There were 2 short-term postoperative re-hemorrhage cases (2%), and

2 re-hemorrhage cases occurred 1 month to 1 year after operation,

with both presenting as small amount of black stool and being cured

after medical therapy. The re-hemorrhage rates at 1 year, 3 years, 5

years and 10 years were 4.9, 8.6, 11.1 and 18.5%, respectively, all

were lower than the re-hemorrhage rates reported by previous liter-

atures with other de-vascularization techniques. The 1-years, 3-years,

5-years and 10-years of the patients were 97.5, 92.6, 90.1 and 80.2%,

respectively. There was no hepatic encephalopathy within 1 year after

the operation. Anticoagulant therapy with low molecular weight

heparin calcium 3 days after operation were applied as routine clinical

practice since 2012, with 8 cases treated during this period of time

and no splenopyretic occurred.

At 5 years during the follow-up period, among the 42 Child–Pugh

grade A cases, 27 remained to be grade A, 9 progressed to grade B, 6

progressed to grade C, and 2 cases died (4.8%); among the 35 Child–

Pugh grade B cases, 23 remained to be grade B, 8 receded to grade A,

and 4 progressed to grade C and 4 died (11.4%); among the 4 grade C

cases, 2 receded to grade A and 2 died (50%).

Conclusion: The treatment of cirrhosis portal hypertension with

esophageal and gastric varices through stomach coronary vein TH

glue embolism plus lienectomy is safe in technique with minimal

trauma; therefore, the patients could recover faster after operation.

This technique also has the merits of lower re-hemorrhage rates

compared with the other de-vascularization techniques, meanwhile,

no hepatic encephalopathy occurred within 1 year after the operation

and better long-term outcome could be obtained.

PP0294

Skin and soft tissue infections in Chinese cirrhosis patients:
a retrospective analysis of clinical presentation and factors
affecting prognosis

Cong Li1, Huichun Xing1, Jun Cheng1, Song Yang1

1Beijing Ditan Hospital, Capital Medical University, Beijing

Background: Skin and soft tissue infections (SSTI) are an important

cause of morbidity and mortality in patients with cirrhosis. This ret-

rospective study aimed to analyze the clinical profile and factors

affecting prognosis of SSTIs in Chinese cirrhosis patients

Methods: All cirrhosis patients hospitalized in Beijing Ditan Hospital

of Capital Medical University between August 2008 and April 2016

were included. Etiology of cirrhosis, liver function tests, kidney

function, Child–Pugh scores, and MELD scores were calculated for

each patient. The site, type, and pathogens of SSTI were noted.

Factors affecting patients’ prognosis were analyzed.

Result: Totally 133 cirrhosis patients with SSTI were enrolled.

Hepatitis B virus (50.4%, 67/133) and hepatitis C virus (23.3%,

31/133) were the predominant etiological factor for cirrhosis. 71.4 %

(95/133) belonged to Child class B/C. The most common site of SSTI

was the lower limbs (68.4 %, 91/133), cellulitis was the most common

type (28.5 %, 38/133). Gram-negative bacilli (GNB) is the most

common organism (60.0%, 12/20), but still 40.0% (8/20) SSTIs were

caused by gram-positive bacilli (GPB). Mortality rate was 6.8% (9/

138). Serum creatinine and model for end-stage liver disease (MELD)

score were independent predictors of mortality.

Conclusion: SSTIs in cirrhosis patients mostly involved the lower

limbs. Cellulitis was the most common type, and GNB was the most

common organism. Serum creatinine and MELD score were inde-

pendent predictors of mortality.
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A prospective study of bacterial infection in cirrhosis and its
correlation with mortality

Kaibalya Ranjan Dash1, Preetam Nath2, Shivaram prasad Singh2,
Debakanta Mishra2, Subhendu Panigrahi2, Suryakanta Parida2

1S.C.B Medical College; 2SCB Medical College

Background: Bacterial infections are a frequent and serious problem

in patients with cirrhosis. We assessed the epidemiology, risk factors,

and outcome in hospitalized cirrhotic patients with bacterial

infections.

Methods: This is a prospective cohort study including 222 cirrhosis

patients, in Department of Gastroenterology, SCB Medical College,

Cuttack, India from 01.01.2016 to 31.12.2016. Clinical presentation

and relationship of various clinical parameters to in-hospital, 28 and

90 days mortality were assessed. SPSS version 21 was used for sta-

tistical analysis.

Result: Out of total 222 patients studied, 11.7% had infection (male

92.3%, female 7.7%). The infections included urinary tract infection

(UTI) (46.1%), spontaneous bacterial peritonitis (SBP) (38.4%), cel-

lulitis (7.7%), pneumonia (3.8%), acute gastroenteritis (3.8%).

Patients with infection had significantly higher creatinine, INR along

with lower sodium and albumin, (p \ 0.05), compared to patients

without infection. In patients with bacterial infection, in-hospital

mortality was 19.2% compared to 7.8% in those without infection (p

= 0.058). High INR was an independent predictor of in-hospital

mortality. There was statistically significant correlation between

presence of infection and 28 days mortality. Besides, serum bilirubin,

sodium, total leucocyte count (TLC) and MELD score were found to

be independent predictors of 28 days mortality in patients with

infection.

Conclusion: UTI was the most common infection followed by SBP in

cirrhotics. In cirrhotics with bacterial infection, in-hospital mortality

was 19.2%. High INR was a predictor for in-hospital mortality.

Presence of infection predicts 28 days mortality in cirrhotic patients.

Serum bilirubin, sodium, TLC and MELD score were independent

predictors of 28 days mortality.

PP0296

Effects of a7-nAChRs on astrocyte function and its relationiship
with hepatic encephalopathy

Yuan Liu1, Yaping Han1, Jun Li1

1The First Affiliated Hospital of Nanjing Medical University, Nanjing

Background: Hepatic encephalopathy (HE) is a serious complication

of acute and chronic liver diseases and has a high mortality rate.

There is now a substantial body of evidence from studies in patients

and animal models demonstrating that inflammation causes worsening

of encephalopathy and that proinflammatory mechanism may act

synergistically with ammonia toxicity and result in the cerebral

complications of acute and chronic liver failure. The objective of the

present study was to investigate the effect of nicotine and MLA on

H2O2-induced astrocytic apoptosis and further investigate the mech-

anisms underlying a7-nAChRs-afforded neuroprotection.

Methods: Prepared primary cultures of mouse astrocytes from the

midbrain of the newborn mice 1–3 days after birth. Treated astrocytes

with 100, 500 and 1000 lM H2O2 for 24 h, we used FCM to detected

apoptosis cells by Annexin-V and PI staining. After pre-treated

astrocytes with 100nM MLA and/or nicotine (0.1, 1 and 10 lM) 30

min, then stimulated H2O2 with for 24 h, we used flow cytometer and

Hoechst 33342 to detected apoptosis cells. Moreover, Enzyme-Linked

Immunosorbent Assay (ELISA) was used to detect glial cell-derived

neurotrophic factor (GDNF) released from astrocytes culture medium.

Primary astrocytes were sitimulated with 500 lM H2O2 for 3, 6, 12

and 24 h, with pre-treated with MLA and/or nicotine, then we

observated mitochondria membrane potential by JC-1 dye and FCM.

Western blotting analysed the expression of Bcl-2, Bax and caspase-9.

Result: (1) H2O2-induced astrocyte apoptosis in a concentration-de-

pendent manner, incubation of cultured mouse astrocytes with 500

lM H2O2 for 24 h significantly increased the proportion of apoptotic

cells. (2) Pre-treatment with nicotine 30 min before 500 lM H2O2

stimulation, nicotine inhibited H2O2-induced astrocyte apoptosis in a

concentration-dependent manner, and the maximal effect was at 10

lM. (3) Pre-treated with 100 nM MLA for 30 min, then incubation

with nicotine 30 min before 500 lM H2O2 stimulation, the anti-

apoptosis of nicotine was abolished by MLA. (4) Nicotine inhibits

H2O2-induced GDNF reduction in astrocytes via a7-nAChRs. (5)

Exposure of astrocytes to 500 lM H2O2 at different times caused a

loss of mitochondria membrane potential, and nicotine prevents

H2O2-induced mitochondrial membrane potential loss in astrocytes

via a7-nAChRs. (6) Nicotine stabilizes Bax/Bcl-2 ratio and sup-

presses caspase-9 activation via a7-nAChRs.

Conclusion: H2O2-induced the apoptosis of primary astrocytes.

Nicotine inhibited H2O2-induced astrocyte apoptosis via a7-nAChRs.

The anti-apoptotic effect of nicotine could be abolished by the a7-

nAChRs-selective antagonist MLA. Nicotinic agonists that specifi-

cally target the a7-nAChR might be developed and serve as potential

therapeutic agents for HE and other neuroinflammation-related cen-

tral nervous system diseases.

PP0297

Presence of anemia predicts advanced grade at presentation
in patients with hepatic encephalopathy

Athesham Zafar1, Kamran Butt2, Ahmed Shahzad3

1Hull Royal Infirmary, Hull, UK; 2Mayo Hospital, Lahore, Pakistan;
3Nistar Hospital, Multan, Pakistan

Background: Hepatic encephalopathy is a neuropsychiatric syn-

drome associated with hepatocellular failure or portal-systemic

venous shunting. It is a reversible metabolic encephalopathy with

multifactorial pathogenesis.

The objective of our study was to assess the impact of anemia on HE

grade at presentation.

Methods: Consecutive patients of HE admitted in the medical wards

of Mayo Hospital, Lahore during March 2010 and May 2010 were

enrolled in the study. HE grades at presentation was assessed by using

West-Haven Criteria. Complete blood count, bleeding profile, liver

function tests and ultrasound was done in emergency at presentation.

Anemia was defined as hemoglobin level less than 12 g/dl. Univariate

and multivariate logistic regression analysis was done to assess the

impact of anemia on hepatic encephalopathy grade at presentation. P

value\0.05 was considered significant.

Result: 61 patients were included in the study. 20% patients were in

grade 1 HE; 20% in grade 2; 39% in grade 3; and 21% in grade 4 HE.

Advanced grade HE was defined as HE grades [2. On univariate

analysis prothrombin time [15 s, diabetes, esophageal varices on

endoscopy, and anemia were significant predictors of advanced grade

HE (p values: 0.048, 0.048, 0.039, 0.037). Hypoalbuminemia was less

common in advanced grade HE patients (p, 0.004). Child Pugh Score

and MELD Score had no relation with HE grades at presentation. All
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the significant factors in univariate analysis were included in the

multivariate logistic regression model. Only anemia was significant

predictor of advanced grade HE in multivariate analysis (p, 0.018).

Conclusion: Sixty percent of HE patients present with advanced

grade. Anemia is associated with advanced HE grade at presentation.

PP0298

Clinical, biochemical and morphological peculiarities of liver
cirrhosis depending on etiological virus

Sayfullo Avezov1

1Institute of Gastroenterology, Dushanbe, Tajikistan

Background: The hepatitis B virus (HBV) and hepatitis C virus

(HCV) are the most common risk factors of liver cirrhosis (LC) in

Tajikistan. The peculiarities of clinical course of LC depending on

etiological virus are not studied.

Purpose: The study of clinical, biochemical and morphological signs

of discrepancy of LC depending on etiological virus (HBV or HCV).

Methods: A total of 289 patients (183 men and 106 women, average

age 44.7 ± 5.3 years) with LC were included in this study. The

etiology of LC was HBV in 148, HCV in 141 patients. The liver

sonography, gastroscopy with definition of degree of esophageal

varices, concentration of bilirubin, cholesterol, albumin, ALT, AST

and GGT in serum was done to all patients. At 52 patients was done

liver biopsy with morphological study. Survival was assessed

according to the Kaplan–Meier method.

Result: LC of HBV-etiology is met more often at young people (72%

patients up to 40 years old), LC of HCV-etiology at people over 50

years old (68%). The average age of patients with LC of HBV-eti-

ology was 32.3 ± 2.5, patients with LC of HCV-etiology was 54.5 ±

4.6 years. The estimated term of HBV-related LC development made

9.5 ± 2.1; at HCV infection—25.2 ± 4.3 years. The dominating signs

of portal hypertension were observed at 55% patients with LC of

HBV-etiology and at 32% patients with LC of HCV-etiology. The

3-years survival rate of patients with LC of HBV-etiology was 38%

and of patients with LC of HCV-etiology was 52%. At HBV-infection

more often (67%) was diagnosed the macro nodular type of cirrhosis.

In the parenchyma of the liver were found the hydropic dystrophy of

hepatocytes, the large focus of necrosis, the persistence of HBsAg and

HBeAg. In the portal tract was observed the evident of histio-lym-

phocytic infiltration. LC of HCV-etiology more often had mixed

(macro-micro nodular) type of cirrhosis. In the parenchyma were

dominated the fatty degeneration, apoptotic bodies and focus of

lymphoid clusters. In portal tract the cellular infiltration was poor and

consisted from single lymphocytes and fibroblasts.

Conclusion: Virus LC depending from etiology has different degree

of formation rate, the severity of clinical, biochemical and morpho-

logical flow. The HBV-related LC develops earlier, faster and flows

heavy.

PP0299

Biochemical variations in Liver cirrhosis patients

Dr Saira Baloch1, Mohsin Ali2

1Medical Research Centre, Liaquat University of Medical and Health

Sciences, Jamshoro, Pakistan; 2Faculty of Pharmacy, University of

Sindh, Jamshoro, Pakistan

Background: Liver cirrhosis is a fatal illness, generally the effect of

decades of chronic infection from toxin, viral infection or immune

mediated disease. To understand biochemical in patients with liver

cirrhosis for the interlink optimum reduction in morbidity, and pro-

ductivity loss due of these ailments, and to study enzymatic activities

associated with liver function in these patients.

Methods: In this study blood samples of 100 patients and Healthy

subjects were obtained from Medicine ward. Cirrhosis patients were

diagnosed and selected by convenience sampling.

Result: Of the 100 patients with liver cirrhosis who were analyzed, it

was found higher levels of SGOT, LDH, AlkP, Total bilirubin, urea

and glucose in patients as compared with controls, which is 80% of

the study group.

Conclusion: Current study demonstrates that the imperative varia-

tions in biochemical factors were increased through the pathogenesis

of liver cirrhosis.

Key words: Biochemical, variations, Liver cirrhosis

PP0300

Refractory variceal bleeding in a cirrhotic patient with complete
portal vein thrombosis: an innovative transjugular intrahepatic
portosystemic shunt (TIPS)

Zhen Xi Joel Lee1, Su Chun Robert Lo1, Bien Peng Tan2, Uei Pua2

1Department of Gastroenterology and Hepatology, Tan Tock Seng

Hospital, Novena, Singapore; 2Department of Diagnostic Radiology,

Tan Tock Seng Hospital, Novena, Singapore

Background: In variceal bleeding refractory to endoscopic therapy,

TIPS is a salvage therapy. A relative contraindication for TIPS is

portal vein thrombosis (PVT). We report a case of an innovative TIPS

in a cirrhotic patient with complete PVT.

Methods: A 45-year-old male with Child’s C cryptogenic liver cir-

rhosis and complete PVT presented to our institution with

haematemesis. His hemoglobin was 7.9 g/dl. After resuscitation,

oesophagogastroduodenoscopy showed 3 columns of grade 2 oeso-

phageal varices, and a large gastric varix (GOV-1) extending from the

cardia to the lesser curve, with endoscopic stigmata of recent haem-

orrhage. Endoscopic variceal ligation and histoacryl glue injection

were performed on the oesophageal varices and gastric varix,

respectively. However, haemstaostasis was not achieved clinically

with persistence of melaena and anaemia. Decision was then made for

TIPS.

Result: Initial plan was to perform balloon assisted portal vein

recanalisation for TIPS shunting. Therefore, access to portal vein was

obtained via percutaneous left portal vein puncture, as the right portal

vein was not visualized on ultrasound. Direct portal pressure mea-

sured 24 mmHg. Middle hepatic vein, due to its favourable anatomy,

was then cannulated via right internal jugular approach. Attempts

were then made with Colapinto needle to create a shunt between the

middle hepatic vein and the portal system. After numerous passes,

access was obtained to a large collateral from the superior mesenteric

vein. It was decided then to shunt into this portal cavernoma, instead

of the portal vein. The track was balloon-dilated and stented with a 10

mm 9 100 mm ePTFE stent. Post procedure, shunt gradient measured

10 mmHg. Thereafter his melaena stopped, haemoglobin stabilised

and he was eventually discharged home.

Conclusion: This case highlights the possibility of circumventing

PVT by performing TIPS into a collateral vein, with technical and

clinical success.
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Is routine histologic evaluation after splenectomy necessary
in patients with cirrhosis and hypersplenism? A retrospective
analysis of 650 consecutive cases

Wenjun Wang1, Fanpu Ji1, Shuangsuo Dang1

1The Second Affiliated Hospital of Xi’an Jiaotong University, Xi’an

Background: Splenectomy, which decreases portal pressure, reverses

hypersplenism, and improves hepatic function, is a treatment option

for patients with liver cirrhosis and hypersplenism. Histologic eval-

uation of removed spleens is routinely performed. The objective of

this study was to determine if routine histologic evaluation is

necessary.

Methods: This retrospective study included 650 consecutive patients

with cirrhosis and hypersplenism who underwent splenectomy at our

institution between June 9, 2011 and June 20, 2016. Routine histo-

logic evaluation was performed in all cases. In addition, the following

information was extracted from medical records in all patients: sex,

age, cause of cirrhosis, and Child–Pugh classification.

Result: The characteristics of the 650 patients were shown in Table 1.

Congestive splenomegaly was diagnosed in all patients. Fifteen

patients had accessory spleen. Six patients had reactive proliferation

of lymph nodes in splenic hilum. Five patients had local infarctions in

spleens. One patient had an organized splenic hematoma. Micro-

scopic pathologic findings showed no evidence for neoplasia in all

specimens.

Conclusion: We conclude that routine histologic evaluation of

removed spleens after splenectomy is not necessary in patients with

liver cirrhosis and hypersplenism.

PP0302

PALBI: The platelet–albumin–bilirubin score—a better predictor
of outcome of acute variceal bleeding

Omar Ahmed Elshaarawy1, Eman Abdel Samea1, Asmaa
Gomaa1, Naglaa Allam1, Imam Waked1

1National Liver Institute, Menoufia University

Background: The albumin–bilirubin (ALBI)1 score eliminates the

need for the subjective variables required in the Child–Turcotte–Pugh

(CTP) classification and has been validated as a prognostic indicator

for patients with HCC.

Incorporating platelet count to reflect portal hypertension in the

PALBI2 score improved validity in predicting outcome of patients

with HCC undergoing resection and ablation. Aim of the work is to

evaluate the PALBI score compared to the CTP score.

Methods: Data of 1638 patients presenting with acute variceal

bleeding were analyzed. The CTP class and PALBI score were cal-

culated and were correlated to mortality. PALBI score was calculated

as = (2.02*Log10 bilirubin) + (-0.37*(Log10 bilirubin)2) +

(-0.04*albumin) + (-3.48*Log10 platelets) + (1.01*(Log10 plate-

lets)2).2 Areas under the receiving-operator characteristics curve

(AUC) were calculated for survival.

Result: Mean age was 52 years; 77.8% were males. There were 69

CTP-A patients (4.2%), 436 CTP-B (26.2%), and 1133 CTP-C

(69.2%); 6 PALBI-1 (0.4%), 43 PALBI-2 (2.6%), 1047 PALBI-3

(64%), and 542 PALBI-4 (33%). All CTP-A and PALBI-1 patients

survived. 335 Patients died during the admission (20.5%). Bleeding

related mortality occurred in 2.8% of CTP-B, 28.5% of CTP-C, and in

9.3% of PALBI-2, 12% of PALBI-3 and 38% of PALBI-4 patients.

The AUC for CTP score was 0.672, and for PALBI score was 0.847 (p

\ 0.001) (figure)

Conclusion: PALBI scoe better predicts early mortality of patients

with acute variceal bleeding than CTP score.

References:1. Johnson P, et al. J Clin Oncol. 2015; 33: 550–8.

2. Roayaie S, et al. Hepatology, 62, 624A.

ROC curve showing that PALBI score better perdict mortality

than CTP score in Acute variceal bleeding
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PP0303

A comparative study of duplex Doppler ultrasound and blood
indices as non-invasive predictors of oesophageal varices
in cirrhotic patients

Mona Shehata1, Lobna Abu Ali1, Khaled El Shafey2, Marwa El
Hossary3

1Tanta University, Department of Tropical Medicine and Infectious

Diseases, Tanta, Egypt; 2Department of Radiology Tanta University,

Tanta, Egypt; 3Tropical Medicine and Infectious Diseases, Tanta

University Faculty of Medicine, Tanta, Egypt

Background: Endoscopic surveillance of oesophageal varices in

cirrhotic patient is expensive and uncomfortable for the patient.

Therefore, there is a particular need for non-invasive predictors for

oesophageal varices.

Methods: 61 cirrhotic patients were divided into 2 groups: 21 cir-

rhotic patients without oesophageal varices (OV) and 40 patients with

OV who were further subdivided into 24 patients with small OV and

16 patients with large OV.P2/MS, serum fibrosis markers (APRI, FIB-

4, LOK score and Forns index), abdominal ultrasonography (portal

vein diameter, splenic index), platlet count/spleen diameter ratio and

doppler ultrasound (portal vein velocity, splenoportal index, hepatic

and splenic impedance indices and hepatic venous waveform were

assessed in all patients.

Result: P2/MS was the best predictor of OV and LOV [area under the

curve (AUC) 0.88 and 0.787 respectively] followed by PC/SD (AUC

0.77), PVD, serum fibrosis markers and serum albumin had the least

accuracy for OV prediction. For LOV prediction, Lok score had good

accuracy (AUC0.785) followed by serum albumin, PVD, APRI and

Forns index. Monophasic hepatic venous waveform showed a good

positive predictive value (85%) and specificity (80.95%) for predic-

tion of OV and good sensitivity (81.25%) and negative predictive

value (81.25%) for LOV.

Conclusion: P2/MS can identify OV and LOV in cirrhosis with high

accuracy followed by PC/SD. Monophasic hepatic venous waveform

is a good non-invasive predictor for OV and LOV in cirrhotic

patients.

PP0304

Successful technique of TIPs for Budd–Chiari syndrome
with occlusive hepatic veins

Xijing Xu1, Yiwen Kui1, Miaomiao Mao1, Qinglong Jin1, Xiaoyu
Wen1

1The First Hospital of Jilin University, Changchun

Background:
Introduction: Budd–Chiari syndrome (BCS) defined as a hepatic

venous outflow obstruction, usually occurs as a result of thrombosis

of the hepatic veins (HV) and/or the suprahepatic inferior vena cava.

Budd–Chiari syndrome with occlusive hepatic veins is usually man-

ifested by uncirrhotic portal hypertension and refractory ascites,

which is difficult to diagnose and often mistaken for liver cirrhosis.

BCS is often fatal if not treated optimally. Hepatic veins angioplasty,

transjugular intrahepatic portosystemic shunt (TIPS), and modified

TIPs have become the main treatments for BCS with occlusive hep-

atic veins. Herein, we report a case of successful technique of TIPs for

Budd–Chiari syndrome with occlusive hepatic veins.

Methods:
Case description: A 31-year-old male presented with a complaint of

abdominal distention for 1 week. He is a baker, and in good health

previously. His abdominal CT scan revealed liver cirrhosisa and

portal hypertension with massive ascites. Because this patient is

allergic constitution, CT enhancement didn’t be adviced, we just

drained the ascites. 15 days later, he complicated with variceal

bleeding, after the success of the hemostatic, he underwent percuta-

neous hepatic vein puncture angiography. We can see that at the

entrance of hepatic veins into the inferior vena cava stenosis obvi-

ously, after dilating the occlusive segment of the hepatic vein using an

8 9 60 mm balloon, a bare mesh stent of 12 9 60 mm diameter was

implanted, followed by repeated HV angiography to confirm that the

HV function was being restored and that the intrahepatic collaterals

disappeared. Then, all liver biochemical parameters had improved,

portal hypertension and refractory ascites was corrected.

Result:
Conclusion: TIPS is a effective method for the treatment of Budd–

Chiari syndrome with occlusive hepatic veins, and with good long-

term efficacy.

PP0305

Risk factors of esophageal and gastric varices rebleeding
in patients with cirrhosis of the liver

Jie Fang Rong1, Zheng Rong-jiong, Lin Dong-ling, Deng Ze-run,
Nu Li-bi-ya, Tang Li, Lu Xiao-bo

1The First Affiliated Hospital of Xinjiang Medical University, Ürümqi

Background: To investigate the risk factors of esophageal and gastric

varices rebleeding in patients with cirrhosis of the liver.

Methods: The clinical data of 163 cases of esophageal and gastric

varices bleeding in patients with cirrhosis of the liver in our hospital

were collected. The patients divided into two groups (the patient who

had the digestive tract bleeding C2 times were classified as rebleeding

group, and had the digestive tract bleeding = 1 was classified as no

rebleeding group). Univariate and multivariate regression analysis

were used to analyze the risk factors of esophageal and gastric varices

rebleeding in patients with cirrhosis.
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Result: Univariate analysis showed that there were significant dif-

ference between two groups in hemoglobin, serum sodium

concentration, Child–Pugh classification, portal vein thrombosis and

ascites (P\ 0.05). And there were no significant difference between

two groups in leukocyte, erythrocyte, platelet, total bilirubin, albumin,

aspartate aminotransferase, alanine aminotransferase, prothrombin

time, PT activity, international normalized ratio, portal vein diameter,

spleen vein diameter, spleen length, spleen thick, the degree of eso-

phageal and gastric varices (P [ 0.05). Logistic regression analysis

suggested that there were significant difference in serum sodium

concentration, portal vein thrombosis and ascites between two groups

(P\ 0.05).

Conclusion: Hemoglobin and Child–Pugh classification may be the

risk factors of esophageal and gastric varices rebleeding in patients

with cirrhosis of the liver within 2 years. Hyponatremia, portal vein

thrombosis, ascites syndrome were the independent risk factors of

esophageal and gastric varices rebleeding in patients with cirrhosis of

the liver within 2 years.

PP0306

TIPS does not increase the incidence rate of hepatocellular
carcinoma in patients with cirrhosis: a meta-analysis of 3
retrospective case–control studies

Bin Chen1, Yu Li2

1The Third People’s Hospital of Chengdu, Chengdu; 2The Third

People’s Hospital of Cheng, Chengdu

Background: Transjugular intrahepatic portosystemic shunt (TIPS)

plays an important role in the management of portal hypertension.

However, it’s not clear whether patients with cirrhosis who are treated

with TIPS have a higher incidence of hepatocellular carcinomaC or

not. So, we made a systematic review of studies which evaluating the

incidence rate of hepatocellular carcinoma in cirrhotic patients with

transjugular intrahepatic portosystemic shunt compared with non-

TIPS patients, to get a comprehensive understanding regarding this

topic.

Methods: Medline database was searched through Pubmed.com. Free

text words combined with Mesh terms were applied for searching

relevant literatures. Random-effects model was used in this meta-

analysis to explain the heterogeneity between different studies.

Result: A total of 3 retrospective case–control studies were included

in this studies, enrolling a total of 692 patients. The incidence rate of

hepatocellular carcinoma among TIPS patients was 20.2% (62/307),

compared with 14.5% (58/385) among non-TIPS patients. And pooled

results from meta-analysis suggested that TIPS does not significantly

increase the risk of hepatocellular carcinoma in patients with cirrhosis

(risk ratio, 1.37 95% confidential interval 0.97–1.92, P = 0.07),

compared with controls. No heterogeneity between studies were

detected (P = 0.38; I2 = 0%).

Conclusion: So far, no sufficient evidences demonstrated that TIPS

would increase the risk of hepatocellular carcinoma in patients with

cirrhosis. More studies with adequate sample of patients and follow-

up are needed to further clarify this issue.

PP0307

The efficacy of percutaneous gastric coronary vein embolization
combined with splenic artery trunk river closure
for the treatment of cirrhosis splenic artery steal syndrome

Guo Wen Wen1

1The Peoples Hospital of Wuzhou, Wuzhou

Background: Steal blood syndrome include the portal collateral

circulation traffic caused by open portal hypertension, splenic artery

steal blood caused by abdominal wall and esophageal vein expansion,

enlargement of spleen and spleen hyperfunction, decompensated liver

function and ascites and other symptoms. The clinical significance of

was for gastric and esophageal varices, whose nearest portal vein and

vena cava. In low stomach esophagus varicosity burst hemorrhage

patients as much as 14–40%. High mortality. The main treatment of

liver cirrhosis portal hypertension and ruptured esophageal gastric

varices bleeding including internal medicine conservative treatment,

endoscopic treatment, surgical treatment, PSE, PTVE, etc. Our hos-

pital since 2008 PTVE combined application for the treatment of

splenic artery trunk intercepting cirrhosis steal blood syndrome

patients, the follow-up treatment effect is obvious, now report as

follows.

Methods: 89 cases of liver cirrhosis combined esophageal gastric

varices rupture hemorrhage, the splenic function patients as the

research object, 53 patients were treated with PTVE combined splenic

artery trunk river closure as observation group,36 patients were

treated with splenic artery trunk river closure as control group.

Respectively to observe the survival and bleeding rate, liver function

and blood routine examination at 1, 6, 12 months after the operation.

Result: There were no death of patients at 1, 6, 12 months after the

operation, survival rate was 100%. No difference between the two

groups bleeding again after 6 months, and the observation group the

rate of bleeding again after 12 months is lower than the control group

(P \ 0.05). Postoperative two groups of white blood cells and pla-

telets were higher than those preoperative, there has statistically

significant (P \ 0.05). After 6 months the postoperative red blood

cells numerical no significant difference (P [ 0.05), 12 months pre-

operative and postoperative red blood cells numerical have obvious

difference (P[0.5). Both groups were monitored postoperative white

blood cells, red blood cells and platelets, P [ 0.05, no statistically

significant difference. There was no significant difference in postop-

erative Child–Pugh score of liver function between two groups (P[
0.05). After 12 months postoperative liver function Child–Pugh score

improve compared with preoperative (P \ 0.05). The complication

after surgery between two groups with liver function Child–Pugh

score have not statistic significance (P[ 0.5).

Conclusion: PTVE combined splenic artery trunk river closure

technique has advantages such as small damage, light burden, good

safety, long-term effect of control the ruptured esophageal gastric

varices bleeding is good, In improving liver function, improve the

peripheral white blood cells and red blood cells, platelets, has the

same effect as splenic artery trunk intercepting.
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Note: standard measurement data to mean standard deviation),

measurement data using t test between groups, count data using v2

test, all the indexes between the two groups compare P values 0.5,

there was no statistically significant difference, there are

PP0309

N-butyl-2-cyanoacrylate (NBCA) therapy of bleeding gastric
fundal varices; The Experience of Tertiary Care hospitals

Nazish Butt1,2, Farhan Haleem1, Sehrish Butt2, Muhammad Ali
Khan1, Sehrish Reema1, Muhammad Masood Khoso1

1Jinnah Postgraduate Medical Centre, Karachi, Pakistan; 2Aga Khan

University Hospital, Karachi, Pakistan

Background: Gastric variceal bleeding is not only life threatening,

also contributes to high rates of morbidity, recurrent hospitalizations.

Aim: To evaluate the efficacy and safety of endoscopic injection of N-

butyl-2-cyanoacrylate (NBCA) for treatment of bleeding gastric

varices (GV).

Methods: Analysis of prospectively collected data of a cohort of

patients with GV who underwent endoscopy for the treatment of

bleeding GV from April 2013 to July 2016. Patients with gastric

variceal bleeding underwent endoscopic treatment with a mixture of

NBCA and Lipiodol. The success of GV eradication was assessed by

repeat endoscopy after 3 weeks of intervention. Successful

hemostasis, rebleeding rate and complications were observed.

Result: The cohort consisted of 70 consecutive patients that had

undergone NBCA injection for GV. The mean age was 51.17 years.

The mean follow-up was 8.57 months and the most common cause for

GV was hepatitis C related liver cirrhosis (61.7%). Child–Pugh score

at presentation for was A-12.9 %; B-81.4 and C-5.7%, and median

MELD score at admission was 10. A median mixture volume of 4.5

mL, in 1 to 2 injections, was used, with immediate hemostasis rate of

100% and early rebleeding rate 3.8%. Mortality rate was 2.9%. No

immediate or long-term complications of NBCA injection occurred in

any of these cases during the time of follow-up.

Conclusion: NBCA injection of GV is a safe and successful thera-

peutic intervention. Patients with very early rebleeding was at higher

risk of death. A minimum of 2 endoscopic sessions is required to

significantly decrease the risk of rebleeding.

PP0310

Intralesional steroid injection in esophageal strictures resistant
to balloon dilatation: a case of post-endoscopic variceal ligation
plus argon plasma coagulation

Hidehiro Kamezaki1, Yushi Imai1, Dai Sakamoto1, Hiroshi
Ohyama1

1Department of Gastroenterology, Eastern Chiba Medical Center

Introduction: Intralesional steroid injection in esophageal strictures

resistant to balloon dilatation is a possible treatment, but there is

controversy regarding the effectiveness of this treatment. We recently

encountered a patient with esophageal strictures following endoscopic

variceal ligation (EVL) plus argon plasma coagulation (APC). We

report that intralesional steroid injection has taken effect on the

patient.

Case report: An 88-year-old woman who underwent EVL plus

APC had an esophageal stricture resistant to balloon dilatation. To

avoid inflammatory response which could cause collagen forma-

tion, we treated her with dilatation together with intralesional

steroid injection. She achieved lasting remission after the treat-

ment. Previous reports suggest that intralesional steroid injection

could be effective in peptic strictures or radiation-induced stric-

tures; however, effectiveness in case of corrosive strictures or

anastomotic strictures is questionable. Moreover, only one case

intralesional steroid injection for a post-sclerotherapy stricture

resistant to dilatation has been reported (Gastrointest Endosc,

41:598–601, 1995), and no case of post-EVL plus APC has been

reported. We suggest that intralesional steroid injection is effec-

tive in treatment of post-EVL plus APC stricture resistant to

dilatation.

PP0311

An unusual cause of upper gastrointestinal haemorrhage
in a patient with antiphospholipid syndrome and childs
A cryptogenic liver cirrhosis

Jacqueline Yang1, Kalaiyarasi Kaliyaperumal1

1Department of Gastroenterology and Hepatology, Tan Tock Seng

Hospital, Novena, Singapore
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Background: A 64-year old lady with a background of systemic

lupus erythematosus (SLE) with anti-phospholipid syndrome (APS)

and Childs’ A cryptogenic liver cirrhosis presented with hae-

matemesis and melaena for 1 day. She was on subcutaneous

enoxaparin for her APS. She had a screening oesophagogastroduo-

denoscopy (OGD) performed 12 days prior to presentation which

showed a capacious, aperistaltic oesophagus, with food debris and 4

columns of medium-sized oesophageal varices with endoscopic

stigmata of recent haemorrhage (ESRH). 5 bands were liberated then

using a Wilson Cook 6-shooter.

Methods: An emergency OGD revealed 3 post-variceal band (EVL)

ulcers and a large amount of food debris in the esophagus. One large

ulcer was actively oozing, another had an adherent blood clot while

the third was clean based. There was also 1 small column of varices

with no ESRH. Hemospray was applied to the ulcers as an initial

stabilising measure. She was also started on sulcralfate 1 g QDS and

intravenous (IV) esomeprazole 8 mg/h and somatostatin 250 mcg/h.

An OGD was repeated the next day and 2 Resolution hemoclips were

prophylactically applied to the non-bleeding ulcers as well as a repeat

coating of Hemospray.

Result: Post banding ulcer haemorrhage (PBUH) is a rare but serious

and potentially life-threatening complication following endoscopic

band ligation (EBL) of varices. Risk factors for PBUH include high

Child Pugh scores, coagulopathy and emergency EBL procedures.

Moreover, given the scarcity of published data on the management of

PBUH, there is no recommended therapy for these patients. Case

reports and series so far have described balloon tamponade,

cyanoacrylate glue, medical therapy (sulcralfate, proton pump inhi-

bitors, octreotide), self-expanding metal stents (SEMS) and trans-

jugular intrahepatic portal shunts (TIPS), of which medical therapy

has the most consistent results. In this unusual case, our patient could

have had an underlying motility disorder affecting her oesophagus,

which could explain the aperistalsis and food debris. Thus, balloon

tamponade or SEMS were not suitable. Also, given her Childs A

status, we postulate her anticoagulation therapy (ACT) could have

conferred an increased risk of PBUH.

Conclusion: To our knowledge, this is the first reported case of

PBUH being treated with Hemospray. It is also interesting to note that

ACT could also be a contributing risk factor for PBUH. Further

studies are needed to establish if Hemospray can be recommended as

a therapy for PBUH and if prophylactic medical therapy should be

administered for patients on ACT.

1st OGD: ulcer oozing blood

1st OGD: ulcer with overlying clot

PP0312

Prediction of oesophageal varices in hepatitis B-associated liver
cirrhosis by non-invasive markers

Fanping Meng1, Xuemei Ma2, Bo Jin2, Jun Han2, Hanwei Li2,
Junliang Fu1, Fu-sheng Wang1

1Research and Treatment Center of Infectious Diseases, Beijing 302

Hospital, Beijing; 2Research and Treatment Center of Liver Cirrhosis,

Beijing 302 Hospital, Beijing

Background: Preliminary data suggest that non-invasive methods

could be useful to assess presence of oesophageal varices (OV) in

liver cirrhosis. The primary objectives were to investigate non-inva-

sive markers for diagnosing and grading OV in hepatitis B-associated

liver cirrhosis.

Methods: This study included a total of 209 consecutive treatment-

naive patients with hepatitis B-associated liver cirrhosis. Results of

physical examination, blood tests, and abdominal ultrasound scan

(USS) were measured. Performance was expressed as sensitivity,

specificity, positive, and negative predictive values (PPV, NPV),

accuracy, and area under the curve (AUC).

Result: Esophageal varices were found in 155 (74.2%) and large OV

in 106 of the 209 patients. Variables found to differ significantly

between patients with any grade or large and without OV included

increased spleen-length increased portal vein diameter low platelet,

and low white blood cell. Area under the receiver operating charac-

teristic curve showed spleen-length (cutoff = 135.5) had 0.68 AUC

(0.56–0.77, 95% CI), and high NPV (82.2%) to exclude any grade

OV. Large OV could be excluded with 83.3% NPV by platelet (cutoff

= 79.5).

Conclusion: Predictive risk factors that uses readily-available labo-

ratory results and ultrasound scan results may reliably identify

esophageal varices in hepatitis B-associated liver cirrhosis.
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PP0313

Changes of hepatic venous pressure gradient and intraoperative
portal venous pressure post splenectomy and azygoportal
disconnection compared with pre-operation

Qi Ruizhao1, Li ZhiWei1, Zhao Xin1, Wang ShengZhi1, Qi
XiaoLong2, Liu ChangChun1, Chang WeiHua1, Chang
ZhengYao1, Hu XingLong1, Zhang Kun1, Wu MinLiang1

1Beijing 302 Hospital, Beijing; 2Nanfang Hospital, Southern Medical

University, Guangzhou

Background: Splenectomy and Azygoportal Disconnection (SD) is

available for lowering the Esophagogastric Variceal Hemorrhage

(EGVB) rate and improving the hypersplenism that originated from

portal hypertension (PH) in China. Hepatic Venous Pressure Gradient

(HVPG), as an international golden standard, is applied to guide the

diagnosis, treatment and prognosis of PH; whereas, direct measuring

Intraoperative Portal Venous Pressure (IPVP), also can evaluate the

effect of reducing PVP with SD operation. However, there has no

report about the changes of HVPG and IPVP preoperation and post-

operation, so, this article focus on the topic and try to give the

explanation.

Methods: From October, 2015 to October, 2016, We continuously

enrolled 41 patients and perfomed the Splenectomy and Azygoportal

Disconnection, respectively measured HVPG, Central Venous Pressure

(CVP) before and after the operation, meanwhile measured IPVP by

putting the puncture tube into the Right GastroEpiploic Vein (RGEV) in

the beginning, post-splenic artery ligation, post-splenectomy and the

ending of the operation. Then collected and analyzed the datas, compare

the discrepancy of HVPG and IPVP pre-SD and post-SD.

Result: 1. CVP had been declined post-SD, but there had no signif-

icant difference. 2. IPVP had been continuously declined after splenic

artery ligation, after splenectomy and after azygoportal disconnection.

3. IPVP in post-SD had been declined 25.6% compared with pre-SD,

which show the significant difference. 4. HVPG in post-SD had been

declined 15.8% compared with pre-SD, less than the changes of

IPVP, but also show the significant difference.

Conclusion: Splenectomy and Azygoportal Disconnection definitely

reduced the IPVP, however, the postoperative HVPG declined degree

is less than the IPVP declined degree. As the main reason of

rebleeding after the SD operation, It looks like that the HVPG

changes post-SD might be more complicated than we known before.

HVPG changes pre-SD and post-SD
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IPVP changes pre-SD and post-SD

PP0314

The selection and prognosis of transfusion strategy in acute upper
gastrointestinal bleeding

Xu Zhao1, Yu Shi2, Pujun Gao1

1Department of Hepatology, The First Hospital of Jilin University,

Changchun; 2The First Hospital of Jilin University, Changchun

Background: Acute upper gastrointestinal bleeding is a common

emergency condition. As acute blood loss can cause anemia and even

peripheral circulatory failure, it usually urged for blood transfusion,

especially red-cell transfusion. Transfusion may be lifesaving therapy.

But in patients with non-massive bleeding, the safest and most

effective transfusion strategy is controversial. We aim to compare the

selection and prognosis of different transfusion strategy in patients

with acute non-massive upper gastrointestinal bleeding.

Methods: The retrospective data analysis comprised adult (C18

years) patients admitted to Digestive Department of the First Hospital

of Jilin University between January 1st and December 31st in 2012,

with the primary diagnosis of acute non-massive upper gastroin-

testinal bleeding. 166 patients was included and all the patients

underwent endoscopy and received red-cell transfusion while hospi-

talized. The patients were assigned to two groups in accordance with

the hemoglobin levels before transfusion: a restrictive strategy

(transfusion when the hemoglobin level fell below 70 g/L) and a

liberal strategy (transfusion when the hemoglobin fell between 70 and

90 g/L).

Result: Hemorrhage etiology: the common etiology of hemorrhage

were peptic ulcer (87 cases, 51%), esophagogastric variceal bleeding

(49 cases, 30%), erosive gastritis or esophagatis (16 cases, 10%),

Mallory Weiss Syndrome (8 cases, 5%), gastric cancer (6 cases, 4%).

The proportion between two groups was not significantly different (p

[0.05). Mortality: the mortality at 4 weeks was significantly lower in

the restrictive strategy group than in the liberal strategy group (5.5 vs

7.1%, p\0.05). Risk of further bleeding: the rate of further bleeding

was significantly lower in the restrictive strategy group than in the

liberal strategy group (9.1 vs 19.6%, p \ 0.05). In the subgroup of

patients with cirrhosis, the risk of death and further bleeding were

significantly lower in the restrictive transfusion strategy than in the

liberal transfusion strategy among patients with Child–Pugh class A

or B disease, whereas in the subgroup of patients with Child–Pugh

class C disease, the risk of death and further bleeding were not differ

between two groups. Incidence of adverse events: the overall rate of

adverse events was significantly lower in the restrictive strategy group

than in the liberal strategy group (31.8 vs 46.4%, p\0.05).

Conclusion: In summary, restrictive transfusion strategy improved

the outcomes among patients with acute non-massive upper gas-

trointestinal bleeding compared with liberal transfusion strategy. With

the restrictive transfusion strategy, the rate of survival was increased,

while the risk of further bleeding, the need for rescue therapy, the rate

of adverse events were all significantly reduced. As compared with

liberal transfusion strategy, restrictive strategy significantly improved

outcomes in patients with acute non-massive upper gastrointestinal

bleeding.

PP0315

Predictive value of hepatic venous pressure gradient response
to short-term propranolol in cirrhosis patients with esophageal
gastric varices

Hui Xu1, Feng Zhang1, Yuzheng Zhuge1

1Nanjing Drum Tower Hospital, Nanjing University Medical School,

Nanjing

Background: To investigate the hemodynamic response to a short-

term administration of propranolol and to further explore its predic-

tive value for esophageal gastric variceal bleeding in Chinese patients

with liver cirrhosis.

Methods: A prospective cohort of cirrhotic patients with esophageal

gastric varices who successfully underwent hepatic venous pressure

gradient (HVPG) measurement before and after 7-day oral propra-

nolol administration was conducted between February 2013 and

October 2015. Hemodynamic response was defined as HVPG

decrease by at least 20% or absolute values fall below 12 mmHg.

Patients achieving response continued propranolol with the same

dosage during follow-up. The clinically significant variceal bleeding

rate and mortality were compared.

Result: Among the 34 patients finally for analysis, 15 patients

(44.1%) were final responders and 9 patients experienced variceal

bleeding during a median follow-up of 22 months (range 1.8–41.6

months). The HVPG decrease significantly from (18.2 ± 4.9) mmHg

to (14.9 ± 4.9) mmHg (t = 4.84, P \ 0.001) after a short-term

administration of propranolol. The secondary HVPG of responders

were (11.4 ± 3.4) mmHg compared with (17.7 ± 4.0) mmHg in

nonresponders (t = -4.829, P\0.001). The percentage reduction in

HVPG were (32.3 ± 16.8) % and (4.9 ± 8.9) %, respectively, and the

difference was statistically significant (responders vs. nonresponders,

t = 4.535, P\0.001). The total cumulative probability of remain free

of variceal bleeding was significantly lower in nonresponders than

responders (v2 = 6.069, P = 0.014). 3 of 22 patients for the primary

prophylaxis happened first variceal bleeding, as compared with 6 of

12 patients for the prevention of variceal rebleeding (v2 = 3.572, P =

0.059). However, in secondary prophylaxis, the cumulative proba-

bility of remaining free of variceal rebleeding was statistically higher

in responders than in nonresponders (v2 = 7.808, P = 0.005). The

baseline data was similar in patients with and without bleeding, but

the secondary HVPG in patients happened variceal bleeding were

(17.9 ± 5.5) mmHg significantly higher than that of (13.8 ± 4.2)

mmHg in patients without bleeding (t = 2.313, P = 0.027). The

multivariate Cox regression analysis showed that only previous var-

iceal bleeding was the independent risk factor predicting variceal

bleeding (OR 6.807, 95% CI 1.551–29.868, P = 0.011). Four patients

ultimately died during the follow up (2 responders and 2 nonre-

sponders), and as for death cause, two patients were because of
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hepatic encephalopathy, one of acute variceal bleeding episodes and

one of acute stoke.

Conclusion: The clinical efficiency is significantly related to hemo-

dynamic response. Hemodynamic response to short-term propranolol

seems to predict low incidence of EGVB in cirrhosis patients with

esophageal gastric varices.

PP0316

Transjugular intrahepatic portalsystemic shunt in the treatment
of liver cirrhosis with portal hypertension: a study of fifty-five
cases

Ren Huanping1, Xue Yinkai2, Song Qilong1, Zheng Dan1, Yu
Jiao1, Wu Fan1, Jiang Ting1, Wu Jie1, Li Hui1

1Wuhan Central Hospital, Wuhan; 2Union Hospital of Tongji Medical

College, Huazhong University of Science and Technology, Wuhan

Background: To evaluate the clinical effect and complications of

Transjugular intrahepatic portalsystemic shunt (TIPS) for patients of

liver cirrhosis with portal hypertension.

Methods: Fifty-five patients with cirrhotic portal hypertension were

included, who underwent TIPS during October 2014 to April 2016.

We reviewed case history, clinical symptoms and complications to

evaluate the effect of TIPS.

Result: The mean age of the 55 patients was 59.58 years, and the

mean follow-up time was 12.33 months. TIPS was successfully per-

formed in 54 cases, and 1 case failed in the puncture process. The

technical success rate is 98.19%, without any serious technical

complications. According to the classification of liver cirrhosis, there

were 22 cases of hepatitis B, 7 cases of hepatitis C, 9 cases of

schistosomiasis, 6 cases of alcoholism, 5 cases of autoimmune liver

disease, 6 cases Unclassified. There were 19 cases of Child–Pugh

grade A, 32 cases of grade B versus 4 cases of grade C. There were 3

cases with HCC, 20 cases with portal embolization, 40 cases with

ascites, 2 cases with the history of hepatic encephalopathy (HE)

attack. In each successful case, we placed an 8 mm diameter stent

overlap a bare metal stent with the same diameter to establish a

portalsystemic shunt. The portal pressure was reduced from (38.13 ±

4.00) mmHg to (24.14 ± 3.84) mmHg after the shunt was established,

with a decrease of (14.00 ± 5.05) mmHg (P = 0.00). The clinical

symptoms of variceal bleeding and ascites etc are effectively allevi-

ated. Followed up, 14 patients suffered HE (27.27%) mainly within 6

months after TIPS procedure, and symptoms relieved after dietary

structure adjustment and drug treatment. No one died of severe HE.

There were 5 cases of shunt dysfunction, including 4 cases of stent

‘‘cap’’ at the liver vein end, 1 case of acute stent thrombosis. We

added a metal bare stent for each patient to reopen the shunt. There

were 10 cases of bleeding, of which 5 cases were shunt dysfunction, 3

cases of anticoagulant-related mucosal bleeding, 2 cases of peptic

ulcer bleeding. There were 2 cases of liver function deterioration, of

which 1 patient died of liver failure, and the other one recovered after

drug treatment. We found no significant difference in total rebleeding

rate, stent stenosis rate and HE morbidity (P = 0.66, 0.37, 0.129,

respectively) in patients with or without portal vein thrombosis before

TIPS.

Conclusion: TIPS is safe and effective for patients with cirrhotic

portal hypertension to prevent and relief clinical symptoms of variceal

bleeding and ascites etc, and its complications are controllable.

PP0317

A simple imaging score to predict esophageal varices at risk
for bleeding in cirrhotic patients

Carmen Fierbinteanu-Braticevici1, Alexandru Moildoveanu1,
Laura Tribus1, Anca Moldoveanu1, Ana Petrisor1, Ana Necula1,
Bogdan Braticevici1

1Carol Davila University of Medicine and Pharmacy, Bucharest,

Romania

Background: Portal hypertension is associated with the most severe

complications of cirrhosis, variceal bleeding. The risk of variceal

hemorrhage is related to the size and endoscopic aspect of esophageal

varices. It would be useful to have a simple, reliable, non-invasive

method to identify the cirrhotic patients with esophageal varices at

risk for bleeding, as an alternative to upper tract endoscopy.

Aim: To establish a non-invasive score for the identification of

patients with cirrhosis and esophageal varices at risk for bleeding.

Methods: We prospectively enrolled 149 patients, with cirrhosis of

various etiologies. The patients were then divided into two categories,

based on the result of the upper gastric endoscopy: the first category

containing patients with varices at risk for bleeding (large varices or

varices with signs of imminent bleeding), while the second category

contained patients not at immediate risk for bleeding. Abdominal

Ultrasound (US) and Acoustic Radiation Force Impulse Imaging

(ARFI) was performed on all the patients. Imaging parameters asso-

ciated with varices at risk for bleeding were identified using bivariate

analysis and the strength of the association was measured using the

Pearson Correlation. A simple score was identified using linear and

binary logistic regression, which is as follows: Imaging Score = 6 9

Spleen Elastography Result + Portal Vein Diameter + 0.1 9 Spleen

Diameter (long axis). The accuracy of the score in predicting varices

at risk for bleeding was assessed using a ROC curve.

Result: Imaging parameters best associated with varices at risk

included spleen elastography results (r = 9.10, p \ 0.001), spleen

diameter (r = 0.558, p\0.001) and portal vein diameter (r = 0.651, p

\0.001). The best predictor for varices at risk was the imaging score,

with an area under the ROC curve (AUROC) of 0.965.

Conclusion: The simple imaging score may be useful tool in evalu-

ating patients with varices at risk for bleeding, allowing for easier,

non-invasive and cost-effective monitoring.

PP0318

Management of acute variceal bleed by esophageal variceal
ligation in sitting position: an unconventional position
with stratified benefits: a prospective study

Prithvipriyadarshini Uppinakere Shivalingaiah1, Umesh Jalihal2

1Narayana Hospital, Mysore, India; 2Columbasia Hospital, Bangalore,

India

Background: Acute variceal bleeding is a fatal complication in

patients with liver cirrhosis, and it is most important to achieve

hemostasis as soon as possible. According to Baveno vi consensus,

Ligation is the recommended form of endoscopic therapy for acute

oesophagealvariceal bleeding. But during an acute bleeding episode,

due to flooding of field by active bleed, it becomes technically

challenging for band ligation and leads to failure of treatment or use

of rescue therapies there after. Failure of initial endoscopic therapy or

rebleed within 24 h of endoscopic therapy as defined by APASL

guidelines leads to increased morbidity and mortality with this
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background, endoscopic variceal ligation of patients in sitting position

was done and results were analysed.

Methods: From November 2014 to August 2015, all patients aged

between 18 and 75 years presenting to emergency or referred from

other centres to our tertiary centre with history of hematemesis were

analysed. Onset of haematemesis within 48 h of reporting to hospital

were selected and the detailed history and examination suggesting

chronic liver disease or portal hypertension were included.

Hypotension and hepatic encephalopathy were excluded. Initial

endoscopic assessment was done in left lateral position, patients with

isolated gastric variceal and ulcer bleed were further excluded. During

endoscopy, position was shifted from conventional left lateral posi-

tion on noting flooding of field in esophagus with blood. Difficulty

was overcome by assuming sitting posture as the blood moved to

stomach by gravity and band ligation was done.

Result: 52 patients fulfilled both inclusion and exclusion criteria. 10

patients had non variceal bleed and 22 had minimal bleed with clear

visibility. 15 patients were analysed. Initial assessment during the

procedure revealed better visibility aiding the procedure, no aspiration

during the procedure, duration of band ligation was comparable to

that of non bleeders and additional sclerotherapy was not required in

any case. Following the procedure patients were observed for 5 days.

Failure of therapy was analysed according to Baveno v consensus:

There was no fresh haematemesis in any case, no drop in haematocrit,

no development of hypovolemic shock. However, there was delayed

complication in one case due to sepsis and metabolic acidosis causing

death.

Conclusion: This study suggests that unconventional position of

making the patient sit while performing band ligation can be con-

sidered to improve outcome in acute variceal bleed scenario.

PP0319

Analysis of risk factors of rebleeding within 1 year after
endoscopic treatment of liver cirrhosis and gastroesophageal
variceal hemorrhage

Bimin Li1

1Department of Gastroenterology, The First Affiliated Hospital of

Nanchang University, Nanchang

Background: 1. To analyze the risk factors of rebleeding within 1

year after endoscopic treatment of the decompensated cirrhosis and

gastroesophageal variceal bleeding, so manage the risk stratification

for the patients. Make better secondary prevention measures as soon

as possible and reduce rebleeding rate. 2. To study which is better in

self-built model, CTP, MELD for predicting the decompensated cir-

rhosis and gastroesophageal variceal rebleeding.

Methods: From January 2008 to December 2014, a total of 469

patients diagnosed as liver cirrhosis and gastroesophageal variceal

bleeding with integrated medical datas and follow-up results in our

hospital were retrospectively analyzed. In 1 year follow-up, the

patients were divided into bleeding group (145 cases) and no bleeding

group (324 cases). Then compared general conditions, cirrhosis eti-

ology, laboratory examinations, imaging studies, previous history of

bleeding, hepatocellular carcinoma and portal vein thrombosis,

ascites, nonselective b-blocker, antiviral drugs, endoscopic variceal

risk factors. Calculate CTP classification, CONUT, upper gastroin-

testinal bleeding Blatchford score, Rockall score, MELD and MELD-

Na score, etc. To showe the independent risk factors in univariate

analysis and multivariate unconditional Logistic regression analysis.

Result: 1. 145 patients rebled after endoscopic treatment in 1 year,

rebleeding rate was 30.9%. 2. Univariate analysis: When compared

the two groups in age, gender, etiology, previous history of bleeding,

hepatocellular carcinoma and portal vein thrombosis, ALT, Cr, BUN,

endoscopic variceal erosion and thrombosis, Blatchford score, there

were no statistical differences. AST, TBIL, DBIL, ALB, endoscopic

active bleeding, ascites, oral non-selective b-blockers, CTP, CONUT,

Rockall, MELD and MELD-Na score had statistical significance. 3.

Multivariate Logistic regression analysis:oral non-selective b-block-

ers, ascites, CONUT, MELD were independent risk factors. 4. Self-

built model has no statistically significant difference compared with

CTP and MELD model for predicting rebleeding within 1 year after

endoscopic treatment of the decompensated cirrhosis and gastroe-

sophageal variceal bleeding.

Conclusion: (1) Endoscopic treatment is a very effective secondary

prevention of liver cirrhosis and gastroesophagealvariceal hemor-

rhage. (2) Rebleeding risk factors include AST, TBIL, DBIL, ALB,

endoscopic active bleeding, ascites, oral non-selective b-blockers,

CTP, CONUT, Rockall, MELD and MELD-Na. Among them, oral

non-selective b-blockers, ascites and MELD were independent risk

factors. (3) Self-built model has consistent ability to predict

rebleeding after endoscopic treatment compared with CTP classifi-

cation, MELD models which are commonly used in clinical

prognostic models of cirrhosis.

PP0320

An uncommon cause of portal hypertension: a report of two cases
of intra-abdominal arterio-venous malformations

Vanessa Charlene ong Co1, Aeden Bernice gueco Timbol1, Angela
de villa Djajakusuma1, Janus pe Ong1

1University of the Philippines Manila-Philippine General Hospital

Background: Esophageal varices develop as a sequelae of increased

portal pressure. The latter is dictated upon by an interplay of factors;

namely, portal flow and resistance to flow. Portal hypertension almost

always results from increase in both as in the case of cirrhosis. One

exception; however, is the presence of arterio-venous connections that

result in increased portal flow in the absence of an increase in resistance.

Arteriovenous malformation (AVM) and arteriovenous fistulas (AVF) are

rare vascular connections between arteries and veins that are either

acquired after an inciting event or develop congenitally. Symptoms depend

upon the culprit vessels involved but mainly present with abdominal pain,

portal hypertension, diarrhea and gastrointestinal bleeding.

Methods: Report of two rare cases of intra-abdominal arteriovenous

connections that presented with bleeding esophageal varices.

Result: Case 1 and Case 2 involved a 29 and 50-year-old male, with

similar case presentations. Both had 1-year history of intermittent

upper gastrointestinal bleeding, normal physical examination findings

except for the presence of bruit in the abdomen and history of

exploratory laparotomy for stab wound in the abdomen. Endoscopy

with variceal band ligation were performed, liver function tests were

normal and hepatitis panel revealed past hepatitis B infection in both.

Abdominal CT angiography showed early and prolonged enhance-

ment of the venous system during arterial phase imaging. In Case 1,

the superior mesenteric vein was noted to be markedly dilated and

was continuous with an abnormal tangle of vessels arising from the

superior mesenteric artery (figure 1). Case 2 showed a tangle of

vessels occupying most of lateral segment of the left liver lobe. It had

vascular contributions from the left portal vein and left hepatic artery

(figure 2). Diagnosis of portal hypertension secondary to superior

mesenteric arterio-venous malformation and left hepato-portal fistula

were made respectively. Surgical ligation or endovascular occlusion

were offered in both cases. Case 1 was lost to follow-up. Case 2

underwent exploratory laparotomy which revealed dilated left hepatic

artery (1 cm) and portal vein (2.25 cm). Intra-operative ultrasound
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showed turbulent flow within the left portal vein. Left hepatic artery

was then isolated and ligated. Repeat ultrasound now showed normal

flow in the left portal vein. Post-operatively, patient remained

stable with no recurrence of bleeding. Repeat endoscopy showed

resolution of the varices.

Conclusion: Clinicians should maintain a high index of suspicion and

should include abnormal intra-abdominal arteriovenous connections

as one of the differentials when encountered with upper gastroin-

testinal bleeding. Intra-abdominal arteriovenous malformation and

fistula can be managed successfully by vascular occlusion through

endoscopic or surgical means.

superior mesenteric vein is markedly dilated (4.4 9 4.3 cm). Said

vessel is continuous with an abnormal tangle of vessels within the

mesentery at the left mid hemi-abdomen, which arises from the

superior mesenteric artery

A tangle of vessels occupying most of lateral segment of the left

liver lobe (3.3 9 3.5 9 5.4 cm). It has vascular contributions from the

left portal veins and left hepatic artery

PP0321

The effect of helicobacter pylori infection on serum gastrin
in patients with post-hepatitis cirrhosis

Xinqu Bian1

1Beijng You An Hospital Affiliated Capital Medical University,

Beijng

Background: To explore the effect of Helicobacter pylori on serum

gastrin in patients with post-hepatitis cirrhosis and its clinical sig-

nificance through investigating the level of serum gastrin in patients

with post-hepatitis cirrhosis with or without Helicobacter pylori

infection.

Methods: 165 patients with post-hepatitis cirrhosis diagnosed and 30

volunteers from April to December, 2009 were enrolled. Subjects

were divided to the cirrhotic group and the control group, with the

former then divided to three sub-groups according to Child–Pugh

score. Venous blood of 3 mL was collected and gastroscope and 14C-

UBT were performed. Hp infection was confirmed by giemsa staining

and the results of 14C-UBT. Enzyme-linked immunosorbent assay

was used to detect the serum gastrin concentration of cirrhotic

patients. Multiple linear regression analysis was done by dependent

variable (gastrin) and predictors (Hp, gender, age, the mount of virus,

total bilirubin, creatinine, serum albumin, plasma ammonia, plasma

prothrombin time, peptic ulcer, esophageal varices).
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Result: There were 165 cirrhotic patients, with 54 cases of Child–

Pugh A, 60 cases of Child–Pugh B and 51 cases of Child–Pugh C. Hp

could be found in 80 cirrhotic patients (48.5%, 80/165), of which 22

cases were in Child–Pugh A sub-group (40.7%, 22/54), 30 cases in

Child–Pugh B group (50.0%, 30/60) and 28 cases in Child–Pugh C

group (54.9%, 28/51), respectively. The positive rate of Hp infection

in the control group was 20% (6/30), which was significantly lower

than that of the cirrhotic group, P = 0.004. The concentration of

serum gastrin in cirrhotic patients was notably higher than that in the

control group (772.87 ± 368.32 vs. 260.29 ± 117.59 pg/ml, P \
0.01). Similarly, there was a marked difference between cirrhotic

patients with and without Hp infection (957.23 ± 318.50 vs. 595.09 ±

324.23 pg/ml, P\ 0.01), and between cirrhotic patients in each sub-

group with and without Hp infection (781.33 ± 233.78 vs. 397.96 ±

159.28 pg/ml, 884.16 ± 235.88 vs. 617.62 ± 301.81 pg/ml, 1205.85

± 316.50 vs. 816.63 ± 334.87 pg/ml, respectively, P\ 0.01). Mul-

tiple linear regression analysis showed that the concentration of

gastrin was affected mostly by Hp infection. There was a negative

correlation between the concentration of gastrin and the level of

serum albumin. 50 peptic ulcer patients with liver cirrhosis were

found (30.3%, 50/165). The serum gastrin in cirrhotic patients with

peptic ulcer was obviously higher than that of non-ulcer patients

(909.43 ± 340.75 vs. 713.5 ± 365.40 pg/ml, P = 0.002).

Conclusion: Serum gastrin in patients with post-hepatitis cirrhosis

increases significantly, in which Hp infection may play an important

role. The high level of serum gastrin may contribute to the suscep-

tibility of these patients to peptic ulcer.

PP0322

Analysis of etiological and related factors of acute upper
gastrointestinal hemorrhage

Fan Yu1, Qian Wen Qi2, Yan Xu3, Bin Jiang Wang2

1China-Japan Union Hospital, Jilin University, Changchun; 2China-

Japan Union Hospital of Jilin University, Changchun; 3ChinaJapan

Union Hospital, Jilin University, Changchun, Jilin Province

Background: Review and analyze the etiology and some relative

factors for 8186 cases of acute upper gastrointestinal hemorrhage. To

observe the correlation of risk factors, such as antiplatelet drugs, HP

infection, and antiviral treatment, in patients with acute upper gas-

trointestinal hemorrhage.

Methods: Collected inpatients who coincided clinical diagnosis of

AUGIH and etiological diagnosis by endoscopy between January

2004 and December 2015 at the China-Japanese union Hospital of

Jilin University. Retrospectively analyzed the characteristic, includ-

ing age, gender, previous history, HP infection and antiviral

treatment.

Result: (1) A total of 8186 patients with diagnosis of AUGIH in 12

years, the most common causes is peptic ulcer (38.6%) in 5828

patients with acute non-variceal gastrointestinal bleeding, and HBV

infection is the most common cause in 2227 patients with esophageal

varices bleeding, accounting for 13.2%. (2) In the past 12 years, the

proportion of non-variceal gastrointestinal bleeding show a declining

trend, gradually from 84.1% in 2004 to 54.1% in 2015 (P\0.05); and

the proportion of esophageal varices bleeding gradually rose to 44.7%

in 2015 from 10.1% in 2002 (P\0.05). (3) The patients who taking

aspirin, NISADs or clopidogrel drugs are in significantly increased in

non-variceal gastrointestinal bleeding. In these patients, 300 mil-

ligrams of aspirin is the most common, and by taking the ratio of 1 to

3 months is highest, accounting for 43.7%. (4) In a proportion of non-

variceal gastrointestinal bleeding patients caused by aspirin, patients

who were not tested for HP is as high as 97.8%, nevertheless the

proportion of detection of HP and eradication therapy is only 0.4%.

(5) The awareness rate of antiviral treatment is 33.4 and 19.6% in

esophageal varices bleeding with HBV/HCV-related hepatocirrhosis,

respectively.

Conclusion: The analysis about 8186 AUGIH cases in 12 years

shown: The proportion of non-variceal gastrointestinal bleeding show

a declining trend, and the proportion of esophageal varices bleeding

show a increasing trend year by year. Taking NSAIDs and other

drugs-induced AUGIH are in significantly increased, especially more

common with taking aspirin 300 mg for 1 to 3 months. The awareness

of HP eradication therapy and the antiviral treatment play an im-

portant role in non-varices bleeding caused by aspirin and esophageal

varices bleeding with HBV/HCV-related hepatocirrhosis.

PP0323

Colonoscopic cyanoacrylate injection of bleeding ileal varices
in a patient with hepatocellular carcinoma

Aeden Bernice Gueco Timbol1, Kenneth Wilson Lim2, Eric
Yasay1, Mark Anthony De Lusong1

1Department of Internal Medicine, Section of Gastroenterology;

Philippine General Hospital, Manila, Philippines; 2Philippine General

Hospital, Manila, Philippines

Background: Ectopic varices are rare and can occur in approximately

1–3% of patients with cirrhosis—with small intestinal varices

occurring only in 17–18% of these patients. Due to its rarity, there is

still no current standard of care for the treatment of ileal varices. We

present a case in which bleeding terminal ileal varices was success-

fully controlled by colonoscopic cyanoacrylate injection.

Methods: A 34 year-old male diagnosed with chronic hepatitis B was

admitted due to hematochezia. Physical examination revealed a non-

tender right upper quadrant mass. Laboratories showed severe ane-

mia, deranged liver biochemical tests, and a markedly elevated alpha

feto protein. Triphasic abdominal CT scan showed an arterially-en-

hancing mass with rapid wash out occupying and enlarging the left

liver lobe.

Result: On admission, he was transfused with a total of 3 U packed

red blood cells until esophagogastroduodenoscopy (EGD) and colo-

noscopy were performed. On EGD, four columns of engorged vessels

were noted and 3 bands were deployed. No gastric or duodenal

varices were found. On colonoscopy, an engorged vessel with nipple

sign was noted 8–12 cm from the ileocecal valve. Intraluminal

injection of N-butyl-2-cyanoacrylate (Histoacryl) on the ileal varices

was performed without complications. Second-look colonoscopy

showed sclerosed ileal vessels without any signs of active bleeding.

CT-angiogram did not show any vascular abnormalities or contrast

extravasation. The patient was then primed for palliative

chemotherapy, however on the 9th day post-histoacryl injection, the

patient expired due to respiratory failure.

Conclusion: Ectopic varices are uncommon and the optimal treat-

ment remains to be a challenge. Colonoscopic injection of

cyanoacrylate glue is a promising option for control of terminal ileal

variceal bleeding even in poor-risk patients presenting with massive

hemorrhage.
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Prevention and treatment of bleeding from esophageal varices
in portal hypertension

Saidrakhim Nodirivich Lukmonov1

1Tashkent Medical Academy

Background: The improvement of results of surgical treatment of

patients with liver cirrhosis and portal hypertension.

Methods: We examined 167 patients with portal hypertension (PH)

with varicose veins of the esophagus (esophageal varices) of varying

degrees at the age from 41 to 82 years (mean age 65.3 ± 1.2 years).

The functional state of the liver was determined by the classification

of Child–Puqh (1973). On this basis, the class ‘‘A’’ set-43, ‘‘B’’—in

72 and class ‘‘C’’—in 52 patients. Endoscopic methods (sclerother-

apy, variceal endoligation), applied on an emergency basis to stop the

bleeding—in 21 patients, and in a planned way (for the prevention of

esophageal bleeding)—in 54 patients.

Result: Endoscopic hemostasis in bleeding from esophageal varices

was achieved in 16 (75.2%) of 21 patients. Of the 5 cases of recur-

rence in 4 patients hemostasis is achieved by repeated endoligation

session, and at 1 using the probe-obturator Blackmore Sengstaken.

When prophylactic use of endoscopic methods out of 54 patients

developed in 4 (7.4%) in the subsequent bleeding from esophageal

varices, stopped by repeated endoscopic methods.

After portocaval bypass bleeding developed in 3 (5.2%) patients,

associated with thrombosis of the shunt, that was diagnosed by data

ultrasonic investigation in 12 (21.0%) cases.

Conclusion: Results of treatment of patients with portal hypertension

complicated by bleeding depends on the severity of functional

impairment of the liver. With a view to the prevention and treatment

of bleeding esophageal varices of effective endoscopic methods and

portocaval partial bypass.

PP0325

Selective tactic in treatment of gastric varicose veins dilatation

Saidrakhim Nodirivich Lukmonov1

1Tashkent Medical Academy

Background: To improve results of treatment of patients with

hemorrhages from the varicose dilated gastric veins by updating of

the therapeutic-diagnostic tactic.

Methods: We examined 129 patients with gastric varicose (GV) at

the age from 42 to 82 years (mean age 64.3 ± 3.2 years). There has

been performed analysis of the results of treatment of gastric varicose

veins dilatation in 129 patients treated in the Surgery Department of

the 1st RCH on the base of Tashkent Medical Academy. Endoscopic

sclerosing of the gastric veins was performed in 44 patients (group 1).

Endoscopic ligation—in 62 patients (group 2). Splenectomy—in 23

patients with isolated varicose dilatation of the veins of fundus of the

stomach (Group 3). In our work, we used classification of the gastric

varicose veins dilatation according to which we isolated gastroe-

sophageal veins with involvement of the lesser curvature of the

stomach (type 1), gastroesophageal veins with distribution to the vault

of the stomach (type 2), isolated veins of the fundal part of the

stomach (type 3) and ectopic body nodes of the anthral part of the

stomach and duodenum (4 type).

Result: In the first group of patients direct hemostasis was achieved

in 85% of patients. The nearest period after endoscopic sclerosing the

hemostatic effect preserved in 59% of patients. Lethality accounted

18.2% and in 100% of observations there was related to recurrences

of hemorrhages. In the second group in the immediate period after

performance of endoscopic ligature of the gastric VV dilated hemo-

static effect achieved 84.2%. Lethality—1.6%. The long-term results

were observed in 113 patients (35 patients from group 1, 56—from

group 2 and 22—from group 3). In the first group of endoscopic

sclerosing parameter of survival accounted: to 6 months—100%, to

12 months—94.3%, to 2 years—85.7%, to 3 years—65.7%. Hemo-

static effect: to 6 months—100%, to 12 months -85.7%, to 2 years—

62.5%, to 3 years—34.4%. In the second group of endoscopic ligation

the parameter of survival was: to 6 months—96.2%, to 12 months—

88.5%, to 2 years—84.6%, to 3 years—84.6%. Hemostatic effect: to 6

months—90.0%, to 12 months—74.0%, to 2 years—67.3%; to 3

years—67.3%. In the third group the patients’ parameters of survival

and hemostatic effect after splenectomy accounted to 3 years—100%.

Conclusion: At present endoscopic methods of treatment appeared to

be the therapy of the first line both at acute hemorrhages and for

prevention of the recurrences of hemorrhage from varicose veins of

stomach. The experience of the clinic showed that use of endoscopic

technologies should be limited by gastroesophageal veins type 1 and

2, when the size of varix is no more than 13–15 mm. At the gastric

varicose veins dilatation type 3 the operative treatment is

recommended.

PP0326

Upper gastrointestinal ectopic variceal bleeding treated
with various endoscopic modalities: case reports and literature
review

Sung Kyu Choi1, Chung Hwan Jun2

1Chonnam National University Hospital, Gwangju, Korea; 2Chonnam

National University Medical School, Gwangju, Korea

Background: Ectopic variceal bleeding is a rare (2–5%) but fatal

gastrointestinal bleed in patients with portal hypertension. Patients

with ectopic variceal bleeding manifest melena, hematochezia, or

hematemesis, which require urgent managements. Definitive thera-

peutic modalities of ectopic varices are not yet standardized because

of low incidence. Various therapeutic modalities have been applied

based on the experiences of experts or availability of facilities, with

varying results.

Methods: We have encountered eight cases of gastrointestinal ecto-

pic variceal bleeding in five patients in the last 5 years, successfully

treated with various endoscopic modalities [cyanoacrylate injection in

five cases, endoscopic variceal band ligation (EVL) in two cases,

hemoclipping in one case]. Satisfactory hemostasis was achieved

without radiologic interventions in all cases.

Result: Cyanoacrylate injection and EVL each caused one case of

portal biliopathy, and EVL induced ulcer bleeding in one case.

Cyanoacrylate injections generally accomplished better results of

variceal obturations compared to EVL or hemoclipping, without

serious adverse events.

Conclusion: Endoscopic cyanoacrylate injection may be an effective

modality for control of ectopic variceal bleeding without radiologic

intervention or surgery.
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Risk factors for 5-day bleeding after endoscopic treatments
for gastroesophageal varices in liver cirrhosis

Rui Sun1, Xingshun Qi2

1Department of Gastroenterology, General Hospital of Shenyang

Military Area, Shenyang; 2General Hospital of Shenyang Military

Area, Shenyang

Background: Variceal bleeding is lethal complication of liver cir-

rhosis. A retrospective study was performed to evaluate the risk

factors for 5-day bleeding after endoscopic treatments for gastroe-

sophageal varices in liver cirrhosis.

Methods: All cirrhotic patients who were consecutively admitted to

our department between January and March 2016 and underwent

endoscopic treatments for gastroesophageal varices were considered

in this study. 5-day bleeding after endoscopic treatments was identi-

fied. Receiver operating curve (ROC) analysis was performed to

calculate the diagnostic accuracy of baseline factors for predicting the

occurrence of 5-day bleeding after endoscopic treatments. The area

under curve (AUC) with 95% confidence interval (CI) was calculated.

Result: Overall, 95 patients were included. Eight (8.6%) patients

developed 5-day bleeding after endoscopic treatments. Bleeding was

significantly associated with lower albumin levels at the baseline and

higher prothrombin time, INR, and D-dimer level at the baseline. In

the ROC analysis, the AUC of albumin, D-dimer level, and pro-

thrombin time, and INR for predicting the risk of 5-day bleeding was

0.259 (95% CI 0.083–0.434, p = 0.025), 0.795 (95% CI 0.666–0.923,

p = 0.012), and 0.812 (95% CI 0.683–0.940, p = 0.004), and 0.799

(95% CI 0.668–0.929, p = 0.006), respectively.

Conclusion: Albumin, D-dimer level, and prothrombin time, and INR

should be considered as risk factors for 5-day bleeding after endo-

scopic treatments for gastroesophageal varices in liver cirrhosis.

PP0328

Possibility of risk evaluation for hemorrhage from gastric
varicose veins dilatated in liver cirrhosis

Saidrakhim Nodirivich Lukmonov1

1Tashkent Medical Academy

Background: Prognosis of hemorrhages from varicose dilated gastric

veins is one of the main problem in the treatment of patients with

syndrome of portal hypertension in liver cirrhosis.

Methods: There were observed 122 patients with intrahepatic and

extrahepatic forms of portal hypertension at the age from 45 to 82

years (mean age 68.1 ± 9.1 years) who underwent surgical and

endoscopic interventions for stopping of hemorrhage.

Result: It should be noted that during performance of EGD varicose

veins of the stomach are diagnosed only in 30–40%, so the patients

underwent ultrasonography. In 84 patients who received this inves-

tigation varicose veins were found in 100%. In 38 (45.2%) patients to

4 mm, in 46 (54.8%)—4 mm and more; in EGD this index accounted

47.6% (40). Taking into account these data obtained the patients were

carried out various types of interventions: endoscopic ligature vari-

cose veins (10 patients), splenectomy (6), operation of Taner-Pacior

(18). In the postoperative period 2 patients died (16.7%) due to

hemorrhagic shock and DVC-syndrome. In the long-term period 9

patients also died (6—from progressing of disease, 2 from

hemorrhage, 1—due to myocardial infarction). Recurrences of hem-

orrhage occurred in 19 (27.5%) patients. In control EGD in 3 months

later at presence of varicose dilated veins the question of repeated

operation has been raised. Endoscopic ligature was performed in 8

cases, surgical treatment—in 3 patients.

Conclusion: 1. The best results were achieved in plan operative

interventions after preventive preparation; 2. control EGD should be

performed in all patients after endoscopic ligature in term 1, 3

months, and in the further according to the indications.

PP0329

Differences in presentations of hepatitis B and hepatitis C causing
decompensated liver cirrhosis

Athesham Zafar1, Nauman Arif Jadoon1,2,3, Zeeshan Butt4

1Hull Royal Infirmary, Hull, UK; 2Ittefaq Hospital, Lahore, Pakistan;
3Nishtar Hospital, Multan, Pakistan; 4Mayo Hospital, Lahore,

Pakistan

Background: In Pakistan, prevalence of HBV is 2.6% and HCV is

5.3% with an overall decrease in incidence of HBV infection and an

increase in HCV infection, however, the differences in their presen-

tation and prognosis are not known.

Methods: We conducted a prospective study on 325 patients who

were admitted with a primary diagnosis of decompensated liver

failure due to HBV or HCV at two major tertiary care hospitals.

Statistical analysis was performed using SPSS version 20 and all

values were considered significant at p\ 0.05.

Result: Patients with HCV had esophageal varices (34.07%) con-

firmed by endoscopy whereas, none of the patients with HBV had

esophageal varices p \ 0.002. HBV patients most frequently had

grade 0 hepatic encephalopathy (HE) (46.67%) whereas, HCV

patients had grade 3 HE (38.30%); p\ 0.005. Peripheral edema was

found to be significant amongst patients with HBV and HCV; p \
0.023.

Conclusion: HCV causes a higher incidence of decompensated liver

cirrhosis than HBV leading to liver failure. Major manifestations are

neurological with a smaller portion being related to gastrointestinal

tract and edema of extremities. Being able to detect these changes

promptly can halt the progress of disease. Having a primary pre-

vention program in place will help with the future burden of disease.

PP0330

A noninvasive panel for diagnosis of esophageal varices
in patients with compensated cirrhosis

El-sayed Tharwa1, Ashraf Abou Gabal1, Mohamed Abdel-
samiee1, Osama El-abd2, Elhamy Abd-almonem3

1Hepato-Gastroenterology Department, National Liver Institute,

Menoufia University, Al Minufya, Egypt; 2Radiology Department,

National Liver Institute, Menoufia University, Al Minufya, Egypt;
3Clinical Pathology Department, National Liver Institute, Menoufia

University, Al Minufya, Egypt

Background: Varices are present in 30–40% of patients with com-

pensated cirrhosis (Child–Pugh class A). Although screening

endoscopy for esophageal varices (O.V.) is recommended to all

patients with cirrhosis, this recommendation is not a result of evi-

dence-based data. We studied the association of (platelet count/spleen
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diameter ratio, insulin resistance and splenoportal index) and the

presence of O.V. in patients with compensated cirrhosis.

Methods: 124 patients with compensated liver cirrhosis due to

chronic HCV were studied. After clinical, laboratory ultrasound

examinations, all patients underwent screening endoscopy and O.V

were reported as present or absent. According to presence or absence

of varices; two groups were described. Group I without varices and

group II with varices.

Result: Among 124 patients with mean age of (51.81 ± 12.94), 2

groups were described: group I (30 patients) and group II (94 patients)

with a male majority (20 patients in group I and 66 patients in group

II). In group I and group II: the mean platelet count/spleen diameter

ratio was (1022.6 ± 73.36, 608.76 ± 58.44) respectively, the mean

insulin resistance value was (2.426 ± 0.618, 3.081 ± 0.474)

respectively. The mean splenoportal index (SPI) value was (2.878 ±

0.870, 6.349 ± 0.514) respectively.

Conclusion: Low platelet count/spleen ratio and high SPI are very

useful non invasive predictors for the presence of O.V. that could be

used either separately or combined to decrease the number of upper

GIT endoscopies needed in cirrhotic patients management, however

insulin resistance as a non invasive predictor is still in need for further

evaluation.
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Management of choledochal cyst in children

Rustam Kamilovich Uzbekov1, Makhmudjan Muslimovich Aliev1,
Rustam Zafardjanovich Yuldashev2, Gulnora Srajitdinovna
Adylova2

1Tashkent Pediatric Medical Institute; 2Republican Specialized

Scientific Practical Medical Center of Pediatrics

Background:
Aim: To study clinical features and results of surgical treatment of

children with choledochal cyst

Methods: 41 children with a diagnosis of choledochal cysts included

for this study. Routine clinical and biochemical studieswere performed:

bilirubin and its fractions, gamma-glutamyl transferase, alkaline

phosphatase, blood amylase levels analyzed. Analyzed the results of

ultrasound, MSCT and MRI cholangiography and liver biopsy before

and after surgical treatment in different periods of observation.

Choledochal cyst type was classified according Todani (1977). Patients

were divided into 3 groups: 1st group consisted of children under 3 years

(n = 16), second group children aged 3–7 years (n = 15), and a third

group consisted of children older than 7 years (n = 10).

Result: Most of the patients were girls (68.3%). In first group there

were only 2 types of choledochal cyst, with a slight predominance of

type Ia in 8 (53.3%) children, type IV a—in 7 (46.7%) children. In

group 2, except for the above-mentioned types of choledochal cysts

(Ia and IVa) in 4 (31%) of patients we found type Ib of choledochal

cyst. According to clinical and biochemical studies, in the third group

noted higher rates of ALT 159.5 ± 43.4 U/l, AST 126.6 ± 48.9 U/l,

GGT 330.5 ± 17.6 U/l, while the highest rates of AP 646.26 ± 104.7

U/l were in the first group. In group 1, bilirubin values were slightly

higher (73.3 ± 17.8 mmol/l) than in the 2nd and 3rd groups,

respectively (57.56 ± 23.9 and 30.7 ± 5.6 mmol/l).

Conclusion: In newborns and children under 1 year of clinical

manifestations and course of choledochal cysts are similar to the

correctable types of biliary atresia. Performing surgical correction

with excision of choledochal cyst in infants and young children must

be performed at the time of diagnosis. The preferred view for oper-

ation is Karrer procedure.
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Role of transient elastography in portal vein thrombosis
diagnosis: liver cirrhosis vs. noncirrhotic causes

Maria Nadinskaya1, Ekaterina Liusina1, Chavdar Pavlov1,
Vladimir Ivashkin1

1I.M. Sechenov First Moscow State Medical University

Background: In patients with newly diagnosed portal hypertension

and portal vein thrombosis (PVT) differential diagnosis of cirrhosis

and non-cirrhotic causes is required. According to guidelines liver

biopsy and hepatic venous pressure gradient should be performed,

however both are invasive procedures with some limitation. Liver

(LS) and spleen stiffness (SS) measurement with transient elastog-

raphy (TE) have been shown as sufficient method to rule-in liver

cirrhosis and clinically significant portal hypertension in cirrhotic

patients.

Methods:
Aim: to estimate diagnostic value of TE liver in diagnosis of non-

cirrhotic portal vein thrombosis.

Methods: Study group: twenty patients with diagnosed noncirrhotic

portal hypertension defined with esophageal and gastric varices,

splenomegaly and hypersplenism, caused by PVT. The diagnosis of

PVT was based on Contrast-enhanced CT scan. Control group: 23

patients with HCV-related liver cirrhosis class A Child–Pugh score.

All patients underwent LS and SS stiffness measurements with

Fibroscan, upper endoscopy for esophageal varices (EV) assessment,

abdomen ultrasound (spleen diameter) and blood sampling. Risk

factors for PVT were assessed in the study group. Statistical analysis

was made using parametric (Fisher test) and nonparametric methods

(Mann–Whitney, Chi-square test), log regression analysis was per-

formed to determine independent diagnostic variables and ROC

analysys was calculated for each of the diagnostic parameters. P

values less than 0.05 were considered statistically significant. Results

presented in median with interquartile range (IQR)

Result: In the study group risk factors for PVT were: myeloprolif-

erative diseases, heterozygote prothrombin g20210a mutation,

anamnesis of complicated pancreaticobiliary surgery, umbilical vein

catheterization in neonates. Among those 5 patients have been pre-

viously misdiagnosed as cirrhotic PVT. Prevalence of EV was higher

in the study group (p = 0.011). ALT and AST were higher in cirrhotic

group (p = 0.001), while no difference in albumin, INR, as well as

platelet count, level was observed. Median LS in the study group was

significantly lower 5.3 kPa (4.8; 5.5) vs. 25.9 kPa (16.9; 28.1) in

cirrhosis (p\0.005). In log regression analysis LS was the only one

variable (from LS, SS, spleen size, albumin, INR, ALT, AST) inde-

pendently associated with cirrhosis (OR 61; p\0.001). LS with cut-

off 10 kPa characterized sensitivity and specificity 100% (95% CI

80–100%) and negative predictive value 50%. Difference in spleen

size and SS among groups was not observed.

Conclusion: In patients with newly diagnosed portal hypertension

and PVT liver stiffness value less than 10 kPa could be used to rule-

out cirrhotic portal hypertension. Limited number of patients included

the study influenced extreme value of specificity and sensitivity.

Furthermore it is assumed that cut off will increase with increasing

sample size.

Table 1. Characteristics of patients in groups

PP0333

Utility of transient elastography to predict the outcome
of Decopper Therapy in a 13 year-old girl with acute on chronic
liver failure from Wilson disease

Palittiya Sintusek1, Varisa Piriyakitphiboon1, Theparat
Atjimakul1, Voranush Chongsrisawat1

1King Chulalongkorn Memorial Hospital, Chulalongkorn University

Background: Wilson disease (WD) is a rare autosomal recessive

disorder characterized by abnormal copper accumulation. Decopper is

the effective treatment with an excellent outcome if the disease is

early diagnosed [1]. However, the majority of patients with severe

manifestation as acute liver failure or acute on chronic liver failure

need urgent liver transplantation [2]. Though, recent study showed

that ultrasound-based transient elastography (Fibroscan�) could be

used to predict liver fibrosis with the cut-off value of 6.6 kPa [3],

there has been no clinical useful data of Fibroscan� in untreated WD

especially to predict the outcome of the initial treatment.

Methods:
Result: A 13-year-old girl with 6 months of jaundice, ascites and

coagulopathy, was referred from a local hospital for liver transplan-

tation. At our hospital, Wilson disease was diagnosed with positive

KF rings, low serum ceruloplasmin, high urine copper level and

neuropsychiatric involvement. Liver biopsy was omitted due to

uncorrectable coagulopathy. Transient elastography was measured

with the value of 50.6 kPa (Pic.1A). During admission, patients had

encephalopathy grade I–II with fluctuation of consciousness and

hyperreflexia. Treatment was started with depenicillamine and zinc

sulfate. Four weeks later, clinical features and laboratory parameters

were still abnormal (Table 1), however, Fibroscan� value was dra-

matically decreased (17.8 kPa) (Pic.1B) reflects the good treatment

response and patient compliance.

Conclusion: We present a case of WD with severe manifestation that

might need liver transplantation. Liver transplantation is less possible

with unpredictable time of waiting list, consequently, decopper

therapy is started after WD diagnosis. The treatment response will

take time up to 3 months of the initiation [1], consequently, the novel

parameter to predict the outcome of treatment is necessary. We do

recommend using transient elastography, apart from clinical response
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and liver function test, not only to predict the treatment outcome but

also to evaluate the patient compliance in the long term follow-up.

Table 1. Laboratory result

Fig. 1A-B Transient elastography values before (1A) and 4-week

decopper therapy (1B)

PP0334

Novel NBAS mutations and fever-related recurrent acute liver
failure in Chinese children

Jia-qi Li1, Yi-ling Qiu2, Jing-yu Gong1, Li-min Dou2, Yi Lu2, Mei-
hong Zhang1, Jian-she Wang1,2

1Department of pediatrics, Jinshan Hospital of Fudan University,

Shanghai; 2Center for Pediatric Liver Diseases, Childrens Hospital of

Fudan University, Shanghai

Background: To identify underlying causes in Chinese children with

recurrent acute liver failure (RALF), including liver crises less than

full acute liver failure.

Methods: Five unrelated Chinese boys presenting between 2012 and

2015 with RALF of unexplained etiology were enrolled in our study.

Results of whole exome sequencing were screened for mutations in

candidate genes. Mutations were verified in patients and their family

members by Sanger sequencing. All 5 underwent liver biopsy.

Result: NBAS was the only candidate gene mutated in more than one

patient (biallellic mutations, 3 of 5 patients; 5 separate mutations). All

NBAS mutations were novel and predictedly pathogenic (frameshift

insertion mutation c.6611_6612insCA, missense mutations

c.2407G[A and c.3596G[A, nonsense mutation c.586C[T, and

splicing mutation c.5389+1G[T). Of these mutations, 3 lay in distal

(C-terminal) regions of NBAS, a novel distribution.

Unlike the 2 patients without NBAS mutations, the 3 patients with

confirmed NBAS mutations all suffered from fever before each epi-

sode of liver crisis (fever-related RALF), with markedly elevated

alanine aminotransferase and aspartate aminotransferase activities

24–72 h after elevation of body temperature, succeeded by severe

coagulopathy and mild to moderate jaundice.

Conclusion: As in other countries, so too in China, NBAS deficiency

is a major cause for fever-related RALF in children. The mutation

spectrum of NBAS in Chinese children seems different from that

described in other populations.

Figure 1. Pedigrees of families carrying two mutant alleles of

NBAS.Blackened symbols: affected individuals. ? : Liver disease in

individuals F3:.1 and F3.2 was clinically similar to that in individual

F3.3 (patient 3), but no material was available to e

Table 1 Clinical features of patients 1 5.1) M, male. 2) NA, not

available. 3) RALF, recurrent acute liver failure.4) ALF, acute liver

failure5) ALT, Alanine Transaminase. Norma

PP0335

Glycogen storage disease type Ia misdiagnosed as multiple acyl-
coenzyme A dehydrogenase deficiency by mass spectrometry

Juan Du1, Li-min Dou2, Yong-Hong Jin1, Qing-Fen Wen1, Ya-Fen
Ling1, Jian-She Wang2

1Jinshan Hospital of Fudan University, Shanghai; 2Children’s

Hospital of Fudan University, Shanghai

Background: To report a case of glycogen storage disease (GSD)

type Ia misdiagnosed as multiple acyl-coenzyme a dehydrogenase

deficiency by mass spectrometry.
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Methods: A 7 months old boy was admitted to our hospital for ele-

vated transaminase levels lasting more than 1 month. His blood

biochemistry showed hypoglycemia, metabolic acidosis, hyperlipi-

demia, elevated lactate and uric acid, elevated alanine amino

transferase (ALT), aspartate amino transaminase (AST) and gamma-

glutamyl transferase (GGT). Mass spectrometry analysis of blood and

urine showed elevated blood acyl carnitine and dicarboxylic aciduria,

indicating multiple acyl-coenzyme A dehydrogenase deficiency.

Sanger sequencing of all exons of glucose-6-phosphatase (G6Pase)

and electronic transfer flavoprotein dehydrogenase (ETFDH) was

performed for the patient and his parents.

Result: Exon sequencing of the G6Pase gene detected two

heterozygous single base substitutions in the boy. One mutation was

in exon 1 (c.209G[G/A), which also detected in the father. Another

was in exon 5 (c.648G[G/T), which also detected in the mother. Exon

sequencing of the ETFDH gene revealed no mutations in the boy.

Conclusion: GSD Ia also can manifest elevated blood acyl carnitine

and dicarboxylic aciduria which were the typical clinical manifesta-

tions of MADD. So the patient with clinical manifestations similar to

MADD is in need of differential diagnosis for GSD Ia. Genetic testing

is helpful to confirming the diagnosis of inherited metabolic diseases.

PP0336

An early onset of sludge causing recurrent biliary pancreatitis:
case report

Varisa Piriyakitphaiboon1, Theparat Atjimakul1, Palittiya
Sintusek1

1King Chulalongkorn Memorial Hospital, Chulalongkorn University,

Bangkok, Thailand

Background: Acute biliary pancreatitis is relatively rare in children.

Apart from congenital anomaly of biliary system, gallstone and

sludge are considered the cause of biliary pancreatitis in previous

healthy children1. Etiology of gallstone and sludge in children is

fairly unclear2. In this report, we present a 3 year-old girl diagnosed

recurrent biliary pancreatitis due to biliary sludge.

Methods:
Result: A 3 year-old girl presented with jaundice and severe

abdominal pain at age 2.5 years old with laboratory results of TB

14.8, DB 12.6 mg/dL AST 269, ALT 258, ALP 2,340 and GGT 273

U/L. Abdominal ultrasound (USG) showed sludge in gallbladder and

common bile duct (Fig. A&B). She was improved after supportive

care with intravenous fluid and antibiotics. One year later, she pre-

sented again with jaundice and severe abdominal pain. Laboratory

results showed TB 18.8, DB 16.8 mg/dL, AST 200, ALT 227, ALP

735, GGT 179 and amylase 1358 U/L. CBC showed Hb 11.4 g, Hct

33.7%, WBC 12,270 cell/cu mm, Plt 617,000 cells/cu mm, reticulo-

cyte count 1.9%, no evidence of hemolysis. Abdominal USG finding

(Fig. C&D) was dilatation of right&left intrahepatic bile duct, com-

mon bile duct and sludge in the marked enlarge gallbladder. Other

investigations were shown in table 1. She was not improved after

supportive treatment, consequently, patient was referred to our hos-

pital. ERCP and sphincterotomy were performed, moderate sludge in

common bile duct was also removed with successful outcome. Two

weeks later, abdominal USG showed marked distended gallbladder

but good contractility (after 30-min post-prandial period). There was

no biliary sludge. No demonstrable dilatation of intrahepatic bile duct

or common bile duct (Fig. E&F).

Conclusion: Microlithiasis and sludge may cause biliary pancreatitis.

The predisposing factors of sludge such as prolong fasting, gall-

bladder dysmotility, hemolysis, anatomical abnormalities

(choledochal cyst and anomalous pancreaticobiliary junction), obe-

sity, dyslipidemia, systemic diseases and drug (ceftriaxone) should be

considered2,1. However, our patient had no predisposing factors of

sludge forming. Furthermore, lipid profile should be investigated after

liver impairment was resolve as it can cause false positive result in

our patient and the previous literature2. Genetic analysis might be the

next step investigation as there is the recent study reported low

phospholipid-associated cholestasis and cholelithiasis caused by

mutation of ABCB43. We introduced ursodeoxycholic acid in this

patient as its role to prevent gallstone and sludge formation. As eti-

ology of sludge is obscure, long term follow-up care is needed.
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Chronic Epstein–Barr virus (EBV) related acute-on-chronic liver
failure: a case study

Yun Ling1, Qin Huang2, Yi Hao3, Liang Chen4

1Department of Infectious Disease, Shanghai Public Health Clinical

Center, Fudan University, Shanghai; 2Department of Infectious

Disease, Shanghai Public Health Clinical Center, Fudan University,

Shanghai; 3School of Basic Medicine, Tongji Medical College,

Huazhong University of Science and Technology, Wuhan;
4Department of Hepatology, Shanghai Public Health Clinical Center,

Fudan University, Shanghai

Background: Chronic active Epstein–Barr virus infection (CAEBV)

is a very rare disease with high morbidity and mortality, which was

characterized by chronic or recurrent infectious mononucleosis-like

symptoms, such as fever, hepatosplenomegaly, persistent hepatitis

and extensive lymphadenopathy with high viral loads in their

peripheral blood. Here we want to explore the genetic defect and

immune defect under a case with CAEBV related acute-on-chronic

liver failure.

Methods: Whole exome sequence (WES) and flow cytometry were

applied in the patient and his sister’s samples.

Result: The patient from non-consanguineous family, who display

recurrent EBV infection (EBV-DNA in serum 103–105 IU/mL) from 5

years old with fever and abnormal ALT level (40–600 IU/mL).

Slightly decreased CD4+ cells count in blood and very low IgM level

in serum were found in this patient. Auto-antibody and HBV, HCV

antibody were negative in serum. At 24 years old, the patient died of

liver failure, which was induced by Chinese Herbal Medicine. WES

was applied in the patient and his sister, no reported genetic disorder

on CAEBV was found.

Conclusion: CAEBV related acute-on-chronic liver failure is a very

rare disease but is associated with a high case fatality rate. Specific

immune defect may be associated with CAEBV infection.

PP0338

UGT1A1 genotypes and unconjugated hyperbilirubinemia
phenotypes in post-neonatal Chinese children: a quantitative
correlation and functional analysis

Kuerbanjiang Abuduxikuer1, Ling-juan Fang2, Li-ting Li1, Ji-Bin
Dong3, Jian-she Wang1,4
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Background: Previous reports on UGT1A1 sequencing among

Mainland Chinese children with hyperbilirubinemia focused on either

newborns, or small number of CNS cases. Full spectrum of genotype-

phenotype correlation data on post-noenatal children were lacking.

Earlier studies on genotype-phenotype correlation largely focused on

simple observations and chi square statistics. However, with

increasing number of rare cases with genetic testing, more robust

statistical methods should be applied to further elucidate the role of

genetic variants on disease phenotypes. UGT1A1 enzyme is not only

responsible for bilirubin metabolism, but also contributes to conju-

gation of other exogenous and endogenous compounds. Earlier

research on acetaminophen metabolism mainly focused on

A(TA)7TAA variant which is more prevalent among Caucasians,

little attention has been given to G71R, and Y486D that commonly

occurs in yellow-skinned east Asians. We aimed to quantitatively

correlate UGT1A1 genotypes to all post-neonatal phenotypes of

unconjugated hyperbilirubinemia (UCH) among Chinese children,

and to functionally analyze the effect of G71R+Y486D combined

variant.

Methods: We retrospectively reviewed UCH patients, used chi

square and single/multiple logistic regression analyses for the quan-

titative genotype-phenotype correlation. Recombinant wild type,

G71R, Y486D, and G71R+Y486D variants of UGT1A1 proteins were

used to determine enzyme activity towards various substrates.

Result: 74 cases including 21 PUCH (Prolonged Unconjugated

Hyperbilirubinemia), 30 GS (Gilbert Syndrome), 22 CNS-II (Crigler

Najjar Syndrome type II), and 1 CNS-I phenotypes were analyzed.

Total of 21 variants, including 7 novel variants were found. In the

multiple regression model that all other variants were controlled,

heterozygous A(TA)7TAA, G71R/P364L, and Y486D/other muta-

tions were significantly associated with increased risk of GS, PUCH,

and CNS-II, respectively. Total allele number is significantly asso-

ciated with GS and CNS-II, with each increase in total allele number,

the odds ratio (OR) of having GS and CNS-II increased by 1.46 and

4.47 fold, respectively. UGT1A1 gene variants reduced the enzyme

activity, the enzyme activity of G71R variant is 57% that of the wild

type. Y486D, and G71R+Y486D variant have the lowest enzyme

activity with 29%, and 28% that of wild type. Affinities of G71R,

Y486D, and G71R+Y486D towards bilirubin and acetaminophen

were lower than the wild type.

Conclusion: We detected 7 novel variants, and quantitatively cal-

culated risks of having specific phenotypes using genetic data. G71R,

Y486D, and G71R+Y486D variants affected recombinant UGT1A1

enzyme activities towards various substrates.

S356 Hepatol Int (2017) 11 (Suppl 1):S1–S1093

123



Figure 1: Novel mutations (cDNA position, Mutationtaster prediction,

patients characteristics, and co-occurrence of other variants. *:

heterozygous mutation; **: homozygous mutation;) identified in this

study. (RefSeq NG_009254.1 was used as the UGT1A1 gen

Figure 2: Functional analyses with UGT-glo system. A: UGT1A1

enzyme activity towards common UGT substrate only (at various

protein concentrations). B: UGT1A1 enzyme activity towards com-

mon UGT substrate in the presence of bilirubin at various

concentration

PP0339

Prognostic scoring systems and outcome of radiological
intervention of chronic Budd–Chiari syndrome in children: a first
time application

Moinak Sen Sarma1, Sumit Kumar Singh1, Rajanikant Yadav1,
Sheo Kumar1, Raghunandan Prasad Gangwar1, Surender Kumar
Yachha1, Anshu Srivastava1, Ujjal Poddar1

1Sanjay Gandhi Postgraduate Institute of Medical Sciences, Lucknow,

226014, India

Background: Prognostic scoring systems (PSS) have not been vali-

dated in children with chronic Budd–Chiari syndrome (BCS). Our

aim was to identify which of known PSS predict the outcome in

various subgroups of chronic BCS and to identify poor predictors of

radiological intervention (RI).

Methods: Four sub-groups of chronic BCS children (October 2011–

March 2016) were analyzed: (a) SI: successful intervention (patent

stent at last follow-up) (b) UI: unsuccessful intervention (stent block),

(c) NU: naı̈ve unintervened (undergoing endotherapy and awaiting

RI) and (d) DWI: died without intervention. PSS analyzed in all were

Pediatric end-stage liver disease (PELD), Rotterdam score, Budd–

Chiari syndrome-trans-jugular intrahepatic portosystemic shunt

(BCS-TIPS), Zeitoun and Child–Turcotte–Pugh (CTP) prognostic

indices. Model for end-stage liver disease (MELD) and its modifi-

cations (MELD-Na, iMELD, uMELD) were applied in children[12

years.

Result: One hundred thirteen (113) chronic BCS patients had age at

presentation [10.5 (1.5–17) years] and duration of illness [6 (1–72)

months]. 44 (39%) were lost to follow-up for [1 year and were

excluded from the study. 48/55 (87%) underwent 53 successful pri-

mary procedures which included hepatic vein (HV) angioplasty with

stenting (n = 35), inferior venecava (IVC) angioplasty with stenting

(n = 6), HV angioplasty (n = 4), IVC angioplasty (n = 3) and

modified trans-jugular intrahepatic portosystemic shunt (n = 5) (fig-

ure 1). During RI, 5 had technical failure and 2 patients died of

procedure-related complications (intraperitoneal bleeding and anes-

thesia related). 6 patients died while awaiting intervention (DWI).

Post-procedure, 7/14 stent blocks were recanalised. The rest 7 with

failed recanalisation had progressive liver disease (PO). Actual suc-

cessful radiological intervention was deemed favourable in 83% over

13.5 (1–155) months. Finally 4 groups (SI: n = 40, PO: n = 7, NU: n

= 13, DWI: n = 6) were analyzed for PSS (table 1). Of all the PSS,

only PELD with cut–off of 4 (AUC: 0.809, 86% sensitivity, 75%

specificity, p = 0.01) determined poor outcome following interven-

tion. CTP, Zeitoun, BCS-TIPS and Rotterdam scores were

significantly higher in NU as compared to DWI. In logistic regression

analysis, only Zeitoun index was the independent predictor of death

without intervention (OR 15.4, 95% CI 1.17–203.56, p = 0.04) with

cut-off of 4.3 (AUC: 0.923, 83% sensitivity, 77% specificity, p =

0.004).

Conclusion: This is the first pediatric study validating the various

prognostic scoring systems in children with BCS. Post-interventional

success and survival in pediatric chronic BCS is determined only by

PELD (cut-off 4). Zeitoun index (cut off 4.3) in children is helpful in

predicting mortality prior to intervention. In contrast to adults, BCS-

TIPS index, Child Pugh score, MELD and its modifications do not

have prognostic values in children.
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Fig 1: Flow algorithm of outcome of chronic Budd–Chiari syn-

drome patients

Table 1: Baseline characteristics and comparison of prognostic

scoring systems among the four subgroups
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Oxalipatin/Vincristine/Topotecan combined with radiofrequency
ablation in treatment of refractory pulmonary hepatoblastoma:
a case report

Yutong Zhang1, Jian Chang1, Xiaodan Zhong1

1The First Hospital of Jilin University, Changchun

Background: Here we report successful Oxalipatin/Vincristine/

Topotecan (OVT) combined with radiofrenquency ablation (RFA) for

a 10 years old boy with refractory pulmonary hepatoblastoma (HB),

who is heavily treated previously. To our knowledge, the outcome of

children with metastatic HB remains unsatisfactory due to a lack of

robust treatment guidelines.

Methods: A 10 years old male patient with PRETEXT-IV HB with

multiple lung metastases and two head nodules was treated with

cisplatin and doxorubicin (CD). After six cycles of CD, the

abdominal CT scan reviewed a reduction of the extension of the

hepatic mass which could be resected completely, while the chest

CT scan showed only a partial response of the lung lesions, which

remained bilateral and widespread, as well as the head lesions. The

AFP level decreased to normal. He underwent surgical resection of

the liver tumor and he achieved complete resection of the liver

tumor. Owing to the extensive pulmonary nodules, complete

resection was not possible. In an attempt to treat metastatic dis-

eases, two courses of irinotecan/vincristine were given but the AFP

continued to rise. The chemotherapy switched to ifosfamide, car-

boplatin and etoposide (ICE). After six cycles of ICE, the head

metastases had resolved but persistence of lung metastases. AFP

reached to the highest level of 9600 ng/ml. Then he received local

lung radiation (4000 cGy in 10 fractions). Unfortunately, it did not

work. Two courses of single docetaxel were given after

radiaotherapy but the AFP was stable around 9000 ng/ml. For the

purpose of compassion, he was then treated with OVT, which

resulted in the AFP decreasing from 9000 to 89 ng/ml, but no

change in the size of the pulmonary nodules after four cycles of

treatment. After one further course of OVT, AFP raised to 2200

ng/ml. Since the diameter of the pulmonary metastases ranged

from 0.5 to 3.0 cm, the patient underwent totally three times of

CT-guided RFA under general anesthesia, which were well toler-

ated. Then active treatment was discontinued.

Result: To our surprise, following RFA the AFP normalized, the lung

nodules disappeared on imaging. He had no evidence of disease at last

follow up from therapy completion of 8 months.

Conclusion: There is no consensus about how to manage pulmonary

metastasis in patients with HB. Our report shows that RFA can be a

successful treatment modality in multiple lung metastatic diseases

compared to heavily chemotherapy.

PP0341

A multi-center clinico-genetic analysis of hemochromatosis
related genes in patients with iron-overload: the etiologic role
of non-HFE mutation in hereditary hemochromatosis

Tingxia Lv1,2,3, Wei Zhang 2,3, Anjian Xu1,3, Xiaojin Li1,3,
Yanmeng Li1,3, Bei Zhang1,3, Weijia Duan2,3, Yu Wang2,3,
Xiaomin Wang2,3, Xinyan Zhao2,3, Hong Ma2,3, Hong You1,2,3,
Jidong Jia2,3, Xiaojuan Ou2,3, Jian Huang1,2,3

1Experimental Center, Beijing Friendship Hospital, Capital Medical

University, Beijing; 2Liver Research Center, Beijing Key Laboratory

of Translational Medicine in Liver Cirrhosis, Beijing Friendship

Hospital, Capital Medical University, Beijing; 3National Clinical

Research Center for Digestive Diseases, Beijing

Background: Hereditary hemochromatosis (HH) caused by the HFE

C282Y mutation is recognized and well-studied in European popu-

lations, but little is known about the causative mutation of HH in the

Asia–Pacific region. The aim of this study was to assess the mutation

pattern of HH-related genes in HH patients in China through a multi-

center clinico-genetic analysis of hemochromatosis related genes in

patients with iron-overload.

Methods: Twenty eight patients with iron-overload, including 12

primary iron overload in which samples of family members were

available for five cases, and 16 secondary iron overload, were used to

analyze for mutations in HH-related genes. The patients were derived

from China Registry of Genetic/Metabolic Liver Diseases (CR-

GMLD) (Figure 1). Genomic DNA extracted from blood samples

were subjected to Sanger sequencing for screening of mutations in all

exons and splicing sites of the five current known genes: HFE, HJV,

HAMP, TFR2, and SLC40A1, representing HH types I, IIA, IIB, III,

and IV, respectively. The identified missense mutations were first
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predicted for functional consequence by the software Polyphen-2, and

then functional analysis by the construction of cell models were

conducted for the biological functional consequence.

Result: Eight of 12 cases with primary iron overload were identified

with at least one heterozygous mutation (8/12, 66.7%) in the non-HFE

genes, including HJV Q312X, C321X, I281T, H104R, Q6H and E3D,

TFR2 A75V, and SLC40A1 V162del and IVS3+10delGTT, among

which the HJV H104R and E3D, TFR2 A75V and SLC40A1

IVS3+10delGTT were first reported in HH. Only one novel mutation

TFR2 L745R which was predicted as deleterious, was identified in the

secondary iron overload cases. Specifically, mutations in the signal

peptide region of HJV gene, Q6H and E3D, were identified in five cases

with primary iron overload. Regarding the HFE gene, the C282Y

mutation was not observed in any of the investigated cases, whereas

HFE H63D were identified in 5 of 12 (41.7%) or 5 of 16 (31.3%) primary

or secondary iron overload cases. Five of 6 cases carrying HJV mutations

showed an early age of disease onset (18–33 years). Site-directed

mutagenesis of HJV Q6H in QSG and Hela cell without endogenous

HJV expression showed no significant alteration of cellular localization

of HJV protein (Figure 2), and that the HJV-Q6H mutant did not affect

the hepcidin expression, implying that the mutation in the signal peptide

region of HJV gene maybe accompanying mutation together with other

deleterious mutation in HJV. It is worthy to note that deleterious

mutation was also identified in secondary iron overload suggesting the

possibility of combined primary and secondary iron overload.

Conclusion: Non-HFE mutations contribute to the pathogenesis of

HH, and constitute a major etiological factor for HH in China and

Asia–Pacific countries.
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Clinical analysis of 70 cases of hepatolenticular degeneration

Xv Zhang1, Yuemeng Wang2
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Background: To research and analysis the clinical characteristics of

hepatolenticular degeneration (HLD) in order to raise the awareness

of this disease and provide clinical evidences for the early diagnosis

and treatment of this disease.

Methods: Research the clinical manifestations, laboratory and

phantom study inspection characteristics of the 70 cases of hepato-

lenticular degeneration in the General Hospital of Ningxia Medical

University from January 2000 to December 2014.

Result: In the 70 cases, under the age of 20, 56.3% of patients were

liver type, but above 20 years old, 42.9% of patients were neu-

ropsychical type. Respectively, Liver, brain and corner were most

commonly involved. Lack of power (47.1%), jaundice (41.4) and

double lower limbs swelling (21.4) were most common manifesta-

tions of hepaticlesion; Movement disorders (27.1%), dysarthria

(18.6%) and rigid dystonia (15.7%) were main neurologic manifes-

tations; The incidence of Kayser–Fleischer (K–F) ring in corner was

71.4%. Laboratory examination showed that the serum copper and

ceruloplasmin both declined, alexin C3 is reduced, blood routine

abnormalities, urine erythrocyte positive; and the abnormal mani-

festations of phantom study inspection of brain and liver.

Conclusion: The clinical characteristics of patients with hepatolen-

ticular degeneration are diverse, but liver damage and extrapyramidal

symptoms are the main clinical symptoms. The measurement of

serum ceruloplasmin, K–F ring check and the skull and liver CT

check have the important meaning to the diagnosis of HLD. Hence,

the related laboratory examinations should be done in time in order to

make a correct diagnosis and patients as early as possible.

PP0343

The major changes of Gilbert’s syndrome and UGT1A1 gene
abnormalities in Mongolians are Western type

Nyam Biziya1, Bayarmaa Nyamaa2, Sien-Sing Yang3

1Dornod Medical Centre, Choibalsan, Mongolia; 2National Health

Science University of Mongolia, Ulaanbaatar, Mongolia; 3Liver

Center, Cathay General Hospital Medical Center, Taipei, Taiwan

Background: Hereditary abnormalities of uridinediphosphoglu-

curonate-glucuronosyltransferase 1A1 (UGT1A1) gene is the major

cause of unconjugated hyper-bilirubinemia. The abnormalities of

UGT1A1 gene in Mongolian population remain uninvestigated. Eight

in 99 consecutive Mongolian adults developed indirect hyperbiliru-

binemia. We therefore studied Mongolian patients for GS and

UGT1A1 abnormalities.

Methods: Between 2007 and 2014, ninety-nine consecutive Mon-

golian adult patients of chronic liver disease from the Department of

Gastroenterology, Mongolian National University of Medical Sci-

ences were studied. Eight (8.1%) of them developed indirect

hyperbilirubinemia. All patients were tests for blood chemistries,

hemoglobin, international normalized ratio (INR), mean corpuscular

volume (MCV), glucose-6-phosphate dehydrogenase (G6PD) levels

as well as UGT1A1 genetic abnormalities. We genotyped the

UGT1A1 gene for the A(TA)6TAA (6) or A(TA)7TAA (7) promoter
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variant, and the coding region for nucleotide mutations (nt)-211 G to

A, nt-686 C to A, nt-1091 C to T and nt-1456 T to G.

Result: Among the eight patients that developed indirect hyper-

bilirubinemia, six were male and two were female. All patients had

hemoglobin, INR, MCV and G6PD levels within normal limit and we

excluded possibility of anemia, decompensated liver function, tha-

lassemia and G6PD deficiency. Our data confirms two variants of the

UGT1A1 gene among the Mongolian patients. Two case were

homozygous for nt-211G[A mutation, two case heterozygous for 6/7

promoter variants and nt-211G[A mutation, whereas four case were

typical GS with homozygous 7/7 promoter genotype with no mutation

in the coding region None of our Mongolian patients had mutations at

nt-686, nt-1091 or nt-1456.

Conclusion: Our pilot results show that GS and UGT1A1 abnor-

malities are common in Mongolians. Prevalence of the UGT1A1

promoter abnormalities in Mongolians are similar to the Western

population; whereas the high prevalence of nt-211G[A variant is

similar to the Asians. Further studies with much larger number of

patients are necessary to confirm the genetic status of GS and

UGT1A1 variants in Mongolians.
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One child with acute liver failure caused by GFM1 mutations:
the substitued amino acids position determines clinical phenotype
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Background: To summarize the clinical and genetic characters in

children harboring GFM1 gene mutations.

Methods: Retrospective analysis about the clinical features was

performed in a patient with biallelic GFM1 mutations. Mitochondrial

translation factor G1 (mtEFG1) space structure was constructed to

verify the hypothesis about relation between GFM1 gene missense

mutations and the resulting clinical phenotypes.

Result: the patient was a girl of 6 months and 28 days old. Growth

retardation, abnormal liver function, jaundice, hepatomegaly and

splenomegaly were presented with in poor response and lethargy.

Serum biochemical tests demonstrated elevation in total bilirubin,

direct bilirubin, aspartate transaminase, alkaline phosphatase, gamma-

glutamyltransferase, blood ammonia and blood lactic acid, as well as

hypoalbumineamia, prolonged PT, acidosis, and hypoglycemia. Mass

spectrometry of serum amino acids and acyl carnitine and urine urine

organic acids suggested elevation of many amino acids in serum and

ketonuria. Abnormal signals were observed in bilateral thalamus,

cerebral peduncle, basal ganglia, and medial anterior occipital lobes

through cranial MRI. Sequencing of GFM1 revealed compound

heterozygous mutations: a missense mutation c.688G[A (p.Gly230-

Ser) in exon 5 and a frameshift deletion c.1686delG

(p.Asp563Thrfs*24) in exon 14. Gly230Ser protein changed amino

acid residue in the structure of peripheral mtEFG1 space, changes in

which area used to believe to only result in encephalopathy.

Conclusion: We reported a Chinese girl carrying compound

heterozygous GFM1 gene mutations of c.688G[A and c.1686delG.

Hepatic presentation of this case denied the assumption that missense

mutations in GFM1 gene that changes the peripheral amino acids of

the protein will cause phenotype of encephalopathy.

Figure 1. The positions of eight missense mutations in mtEFG1

protein model. Remark: the liver manifestations will be indicated with

scarlet color, and clinical manifestations of cerebral will be indicated

with yellow color.

Figure 2. Sequencing analysis of the two mutations identified in

child and parents. (A) The heterozygous mutation c. 688 g A in exon

5 of GFM1 gene in child. (B) The heterozygous mutation c. 688 g A

in exon 5 of GFM1 gene in father. (C) The heterozygo
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caused by ABCB11 mutations
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Background: Generation of bile is one of the key functions of the

liver. The bile salt export pump (BSEP, ABCB11) is the critical

primary transporter of bile acids/salts (BA). Mutations in ABCB11

may impair the function of BSEP, causing accumulation of cytotoxic

BA in hepatocytes and, consequently, to liver disease. Recently, some

compensatory mechanisms have been found to alleviate the toxic

effects of cholestasis in animal models.

Methods: The profiling of BA of 15 confirmed ABCB11 deficiency

cases with 20 health cases as control from our serum specimen

repository have been analyzed taking advantage of innovative and

state-of-the-art liquid chromatography/multiple-reaction monitoring-

mass spectrometry (UPLC–MRM-MS) methodologies. Then, the

difference of BA compositions, including the absolute quantification

as well as the mole and proportion ratio of specific BA between

ABCB11 deficiency group and health control group have been

compared using statistic methods. The profiling of BA between

ABCB11 deficiency patients with moderate and severe prognosis

have also been analyzed.

Result: The quantities and proportion ratio of brief hydrophobic

unconjugated BA including cholic acids (CA), deoxycholic acid

(DCA), chenodeoxycholic acid (CDCA), lithocholic acid (LCA) are

significantly reduced in ABCB11 deficiency cases, while hydrophilic

BA, including glycine-/taurine-/sulfated- modified conjugated-BA

together with the more hydrophilic hydroxylase BA, like UDCA,

MCAs and THBAs are increased. In patients with moderate prog-

nosis, the hydrophilic UDCA, and its downstream products are higher

than that of severe group.

Conclusion: The hydroxylation, amidation and sulfating reaction are

increased to alleviate the toxic effects of ABCB11 deficiency caused

cholestasis. Moreover, the capacity of hydroxylase enzyme activity of

transforming CDCA to UDCA may determine the long term prog-

nosis of ABCB11 deficiency patients.

The quantities and proportion ratio of brief hydrophobic uncon-

jugated BA in ABCB11 deficiency group and health control group.

The quantities and proportion ratio of hydrophilic BA in ABCB11

deficiency group and health control group.
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Background: Neonatal cholestasis constitutes 19–33% of all chronic

liver diseases in children reporting to the tertiary care centers in India.

Persistent cholestasis leads to liver damage and ultimately cirrhosis.

Thus, it is important to determine the specific etiology at the earliest

to achieve best results of portoenterostomy for biliary atresia (BA). It

is sometimes difficult to histologically distinguish early fibrosis of BA

from neonatal hepatitis (NH). Proliferative bile ductular reaction (DR)

and expression of intermediate hepato-biliary cells (IH) occurs as a

response to injury, resulting from progenitor cell activation. The

present study was undertaken to quantitatively estimate the DR and

IH by cytokeratin 7 (CK7) expression pattern in liver biopsies of

cholestatic infants and to see whether it bears any difference with

respect to BA and NH, especially in cases of BA with early fibrosis.

Methods: Seventy four cases included in the study were histologi-

cally divided into three groups—BA with increased fibrosis {(F3, F4);

(group 1, n = 31)}, BA with low fibrosis score {(F1, F2); (group 2, n

= 13)} and NH (group 3, n = 30). Fibrosis was scored according to

the Batts–Ludwig system. A scoring system was devised for mean

DR, IH and extra portal ductules (EPD’s) as highlighted by CK7

immunohistochemistry to compare the three groups.

Result: Mean age of infants in groups 1, 2 and 3 were 3 months, 2

months and 2 months respectively. Mean DR was higher in group 1
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than in group 3; mean DR was also higher in group 2 than in group 3

(p\0.001, p = 0.001). EPD’s were significantly higher in group 1 as

compared to group 3 (p = 0.001). Although EPD’s were higher in

group 2 than in group 3, this difference was not statistically signifi-

cant, possibly due to the less number of cases (p = 0.053). In contrast,

IH were more abundant in group 3 than in group 2 (p = 0.003) and in

group 1 than group 2 (p\0.001). Maximum numbers of IH were seen

in group 1 followed by group 3 while group 2 had significantly lower

IH scores. Only three cases from group 1 had a low IH score and these

were found to have an associated ductal plate malformation.

Conclusion: Estimation of DR, IH and EPD by CK7 expression

pattern can help distinguish between BA and NH in cases of equiv-

ocal histology. NH and BA with an increased fibrosis have greater IH

positivity as the insult is prolonged in advanced BA and directly on

the hepatocyte in NH. EPD’s and mean DR are higher in BA than in

NH, even in cases with lesser fibrosis. These parameters can sup-

plement histology to better diagnose BA at earlier stages where porto-

enterostomy can be offered with best results.

Keywords: Biliary atresia, neonatal hepatitis, cholestasis, interme-

diate hepatocytes, extraportal ductules, cytokeratin 7

PP0347

Clinical feature and gene mutation analysis of one pedigree
with progressive familial intrahepatic cholestasis type II

Li li Cao1, Shu shi Zhu1, Min Zhang1, Qiang zhi Xu1, Yi Dong* 1

1Pediatric Liver Diseases Treatment and Research Center, 302

Hospital of PLA, Beijing

Background: Progressive familial intrahepatic cholestasis type II

(PFIC2) is an autosomal recessive disorder caused by biallelic

mutations of ABCB11 gene, with progressive cholestasis as the main

clinical manifestation.

Methods: This paper reports the clinical and genetic features of one

pedigree PFIC2 patients definitely diagnosed by ABCB11 genetic

analysis.

Result: The patients that brother and sister respectively aged 16 and

10 years old, both were detected with obvious jaundice after their

birth of 3 months and continued to be not retreat with severe skin

itching. The patients had been managed in different hospitals and

failed to define the cause. On physical examination, hep-

atosplenomegaly was discovered in addition to jaundice of the skin

and sclera. The skin was rough with visible scratches. The liver

function test revealed elevated levels of serum transaminases,

bilirubin and total bile acids; However, the c-glutamyl transferase

level was normal. Liver tissue pathology: liver cells and capillary bile

duct showed moderate cholestasis, and were easy to see the multi

nuclear giant cells and the formation of fibrous septum. Via whole

genome sequencing analysis and Sanger sequencing confirmation,

they were found to be Heterozygous mutation c.499G[A(p.Ala167-

Thr)and c.172G[A(p.Asp58Asn)of ABCB11 gene, and thus PFIC2

was definitely diagnosed. They had been performed a Roux-en-Y

cholecystocolonic bypass operation after 1 year. Bilirubin gradually

subsided, but the long-term prognosis remained to be observed.

Conclusion: Due to the complexity of the etiology of cholestasis liver

disease, it is necessary to improve the understanding of the patho-

genesis of PFIC2, gene sequencing analysis is helpful in diagnosis of

this disease.

PP0348

Clinical features of a novel LIPA gene mutation: a case report of
Wolman disease

Weiyuan Fang1, Yi Lu2

1Children’s Hospital of Fudan University, Shanghai; 2Chiledren’s

Hospital of Fudan University, Shanghai

Background: Deficiency of human lysosomal acid lipase (LAL)

would result in the rare conditions of cholesteryl ester storage disease

(CESD) and Wolman disease, both of which are autosomal recessive

inheritance. We want to present the rare case of Wolman disease in an

infant with a novel homozygous LIPA mutation and to explore the

clinical characteristics.

Methods: LIPA gene mutational analysis was performed by PCR and

direct sequencing in the proband and his parents. Then, clinical

manifestations, laboratory examinations, radiological and

histopathological findings were described and analyzed retrospec-

tively in the case.

Result: The 2-month-old boy was admitted to hospital with

intractable diarrhea, with abdominal distention, massive hep-

atomegaly and splenomegaly. Severe anaemia was existed and the

counts of white blood cells and platelets were normal. Biochemical

tests showed slight coagulopathy, severe hypoalbuminemia, high

levels of total cholesterol and triglyceride while the level of

transaminases and bilirubin were not elevated. Imaging examination

revealed adrenal calcifications when the level of cortisol was stan-

dard. The tissue collected from liver biopsy was full of foamy

histiocytes, however, there was no obvious foamy-cell change in bone

marrow aspirate Sequencing of LIPA gene (lysosomal acid lipase)

revealed one previously unreported homozygous mutation in exon 4

resulting in the change of amino acid: c. 285G[T, p. W95C. His

parents were carriers of the mutation and they were consanguineous

marriage. At last, the infant was falling to thrive referring to

abdominal distention, progressive vomiting, hepatosplenomegaly and

electrolyte disorder even if we had confirmed the case before death.

Conclusion: We had confirmed a Wolman disease case with previ-

ously unreported homozygous mutation in LIPA Gene exon 4 with c.

285G[T, p. W95C by molecular analyses. With this mutation, typical

clinical features of Wolman disease were manifested, including

vomiting, diarrhea, hepatosplenomegaly, high level of cholesterol and

triglyceride, and adrenal calcifications, while the liver function was

normal. However, more detailed researches are necessary for further

investigation of this specific gene mutation. Nevertheless, our results

call for attention of future Wolman studies to the new found mutation

of LIPA Gene exon 4 with c. 285G[T, p. W95C.

PP0349

The mutation of ATP7B gene and clinical correlation in Chinese
WD patients

Mingming Li1

1The Second Xiangya Hospital, Changsha

Background: Hepatolenticular Degeneration (HLD), also known as

Wilson’s Disease (WD), is an autosomal recessive disorder caused by

abnormal copper metabolism. The gene is located on 13q14.3. The

mutations of WD gene, which cause abnormal ceruloplasmin syn-

thesis, disordered biliary excreting copper and copper deposition in

the body, result in cirrhosis, neurologic manifestation, corneal K-F

ring and high urinary copper. Few mutation hot spots predominate the
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cases of ATP7B gene mutation, accompanied by various rare muta-

tions. This thesis is to investigate the mutations of ATP7B and their

correlation with clinical manifestations of the WD patients in China.

Methods: 1. For 103 WD patients and 34 normal controls, 21 exons

of ATP7B gene are amplified with Polymerase Chain Reaction, and

the corresponding DNA products are sequenced. The sequencing

results are compared with that of the normal ATP7B gene. 2. The

clinical manifestations of the 103 WD patients are documented in

detail. In turn, the correlations between genotype and phenotype are

extensively investigated.

Result: 1. 15 polymorphisms are identified, including Ala971Ala

(2913T[A) and Gly1266Gly (3798G[T) which have not been

reported in the existing literature. 32 pathogenic mutations are iden-

tified which consist of 32 missense mutations, 3 nonsense mutations

and 1 frame-shift mutation. 13 novel mutations are identified, com-

prising (1510_1511insA, Leu692Pro(2075T[C), Gln680Stop(2038

C[T), Leu745Ile2233C[A, Thr850Ile(2549C[A), Ala874Pro(2620

G[C), Pro1070Arp(3209C[G), Trp1153Cys(3460C[T), Gly1149-

Glu(3446G[A), Ser1226P(3677C[T), Gly1265Cys(3793G[T),

Leu1275Ser(3824T[C), Ala1295Val(3884C[T).

2. The frequency of the Arg778Leu mutation on exon 8 is 18.93%

while it is 13.10% for Pro992Leu mutation on exon 13. The indi-

vidual frequency of other mutation is less than 5%.

3. The mutation on four exons (8, 12, 13, 16) account for 54.37%

of all of the mutation cases. There is no pathogenic mutation on five

exons (1, 4, 5, 6, 21) at all.

4. The mutation rate detected by direct sequencing among 103

WD patients is 92.23%. We find three kind of mutations in three

people out of 34 normal controls, includingThr977Met(2930C[T),

Arg1319Stop (3955C[T), Arg778Leu(2333C[T)mutations.

5. Arg778Leu mutation and Pro992Leu mutation has no correla-

tion with clinical types, gender, K-F ring, serum ceruloplasmin, ALT,

24 h urinary copper and age of onset (P[ 0.05).

Conclusion: Arg778 mutation on exon 8 and Pro992Leu mutation on

exon 13 are the hot spots mutation. Four exons (8, 12, 13, 16) should

be considered with high priority for the testing in China. The corre-

lation between genotype and phenotype should be investigated further

in the future. The technique of DNA detection is of high sensibility

and specificity for WD diagnosis.

PP0350

Alagille syndrome misdiagnosed as biliary atresia: laparoscopic
cholangiography is not always right

Yiling Qiu1, Jianshe Wang2,3

1The Liver Center Children’s Hospital of Fudan University, Shanghai;
2Department of Infectious Diseases, Children’s Hospital of Fudan

University, Shanghai; 3Department of Pediatrics, Jinshan Hospital of

Fudan University, Shanghai

Background: Biliary atresia (BA) is an important cause of neonatal

obstructive surgical jaundice. Laparoscopic cholangiography is usu-

ally regarded as a golden standard to diagnose BA from neonatal

hepatitis. However, laparoscopic cholangiography is not always

accurate as it said.

Methods: Here we describe two patients of Alagille Syndrome (AGS)

that were misdiagnosed to BA.

Result: Both of them presented with very high-GGT cholestasis and

acholic stool that assembled BA soon after birth, and quickly received

laparoscopic cholangiography in different hospital without showing

bile ducts; one of them even received Kasai procedure. During the

follow-up, their characteristic face became obvious and finally

reminded us to make diagnosis through gene test.

Conclusion: It should be noticed that biliary atresia and Alagille

Syndrome are not so easy to differentiate. The neonate suspected

biliary atresia should receive thorough body examination and related

tests to exclude Alagille syndrome before laparoscopic cholangiog-

raphy, such as vertebral X-ray and ultrasonography of heart and great

vessels.

Pathological presentations in the two cases. (A) Loss of bile ducts

of case 1 in the portal tract. HE, 40; (B) Cholestasis presenting with

bile plugs in case 1. HE, 100; (C) and (D) both present bile duct

paucity without proliferation or inflammation in c

Fig. 2 Genetic tests for the two cases. (A) Sanger sequencing of

JAG1 in case 1 confirmed the diagnosis with a single base frameshift

deletion (c. 1868delG, p.Gly623GlufsX118). (B) MLPA showed loss

of one allele of JAG1 in case 2.

PP0351

Etiologic analysis of 356 pediatric patients with liver function
abnormalities in Northeastern China

Zhuang Pi1, Zhaoxia Wang1, Junqi Niu1

1The First Hospital of Jilin University, Changchun
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Background: To investigate the etiology of liver function impair-

ment in pediatric patients admitted the Jilin University First Bethune

Hospital in 2016.

Methods: A retrospective analysis was done in 356 pediatric patients

with abnormal liver function (defined as alanine aminotransferase,

ALT[40 IV/L) admitted to our hospital from January 1st to October

15th. Data such as sex, age, ALT level and the possible causes were

analyzed.

Result: Among the 356 cases, 201 were boys and 155 were girls with

a mean age of 3.72 ± 4.24 years; In respect of elevation of

transaminases, 246 cases were 40 U/L\ALT B 200 U/L, 69 cases

were 200 U/L \ ALT B 500 U/L, 18 cases were 500 U/L\ALT B

1000 U/L and 22 cases were ALT[ 1000 U/L. Regarding etiology:

92 cases were due to EBV infection; 54 cases, CMV infection; 7

cases, IHV infection, 74 cases, nonspecific pathogens; 14 cases,

hereditary metabolic diseases; 5 cases, fatty liver, 27 cases, side-effect

of chemotherapy drugs; 6 cases, other drugs and toxins; 2 cases of

autoimmune hepatitis, 12 cases with abnormalities in the biliary tract,

2 cases of myopathic disease; and 82 cases of unknown etiology. The

etiologic spectra in different ages were shown in Table. 1; The eti-

ology spectra of different ALT levels were shown in Table. 2.

Conclusion: There are many factors that can cause liver function

abnormalities in children. The causative factors were different in

different ages. The commonest causes in the newborns are CMV,

unclear factors and nonspecific infection, while in school-age children

and adolescents, infection, unclear factor and toxins. For cases with

ALT more than 1000 U/L the commonest causes were: unknown

etiology, hereditary metabolic diseases and toxins. We hope this study

can provide epidemiological basis for the diagnosis, treatment and

prevention of liver function impaired.

PP0352

Liver involvement in hemophagocytic lymphohistiocytosis:
experience from a tertiary liver referral centre

Arti Pawaria1, Rajeev Khanna2, Seema Alam3, Dinesh Rawat2

1Institute of Liver and Biliary Sciences, New Delhi, India; 2Institute

of Liver and Biliary Sciences, New Delhi, India; 3Professor Pediatric

Hepatology, Institute of Liver and Biliary Sciences, New Delhi, India

Background: Hemophagocytic lymphohistiocytosis (HLH) covers a

wide array of related life-threatening conditions characterized by

dysfunctional immune response and uncontrolled hyper-inflammatory

state leading to multi-organ dysfunction with high morbidity and

mortality. Liver is secondarily involved with varied presentations.

Here we describe the liver involvement in HLH in terms of presen-

tation, clinical and laboratory features, etiological profile,

management and outcomes.

Methods: All the consecutive infants and children under 18 years of

age with liver involvement diagnosed as HLH on the basis of

established criteria (HLH society 2004 and 2009) from February 2011

to June 2016 were included. Their clinical and laboratory profile, and

outcome was studied.

Result: We had 16 children (14 boys, 87.5%) with a median age of

presentation of 30 months (3 weeks to 180 months). Their median

duration of symptoms was 23 days (4–90 days). Six of them were

infants, while only 5 were older than 5 years. All of them fulfilled

HLH 2009 criteria, whereas 12 fulfilled HLH 2004 criteria. Presen-

tation was acute liver failure (ALF) in 10 and acute hepatitis in 6

children. Etiology was defined in 10 children—4 hepatitis-A, 3

Dengue fever, 1 each of liver abscess, enteric fever and disseminated

tuberculosis. In rest of the 6 children, a possibility of familial HLH

was entertained. Cytopenias, hepatomegaly, fever, splenomegaly,

jaundice and lymphadenopathy were present in 16, 16, 14, 14, 5 and 3

patients, respectively as shown in figure 1. Median values of ferritin,

triglycerides and fibrinogen were 10,605 lg/L, 266 mg/dL and 114

mg/dL, respectively as shown in figure 2. HLH was demonstrated

histologically in bone marrow in 8 and in liver of 3 children. Ten

children (62%) were managed conservatively while the rest 6

received one or more of the following—methylprednisolone (3),

intravenous immunoglobulins (IVIg) (4), chemotherapy (2), high

volume plasma exchange (HVPE) (2). Overall 10 children survived,
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out of which 7 were managed conservatively and 3 received addi-

tional therapy (2 HVPE and IVIg, 1 chemotherapy). High volume

plasma exchange was done in 2 children (7 cycles in a 9 yr old of

disseminated tuberculosis and 2 cycles in 6 yr old of suspected viral

hemorrhagic fever for which all the available serology for dengue,

chikungunya, scrub typhus, malaria, enteric fever and HSV IgM were

negative). HVPE was well tolerated in all children.

Conclusion: HLH presents as ALF in majority of cases (62%) or as

acute hepatitis. In the developing world like ours, two-third of cases

of HLH are secondary to tropical infections and are amenable for

prevention and cure with almost 60 % of them improving with con-

servative management. Therefore a high index of suspicion and

timely intervention can alter the natural course of secondary HLH and

improve the clinical outcomes.

Figure 1- Clinical Profile

Figure 2- Laboratory Profile

PP0353

Three cases of adult onset type II citrullinemia in China: a rare
genetic cause of non-alcoholic fatty liver disease

Wang Min1, Ou Xiaojuan1

1Beijing Friendship Hospital, Capital Medial University, Beijing

Background: Adult onset type II citrullinemia (CTLN2) is an auto-

somal recessive disease caused by citrin encoded by a mutation of the

SLC25A13 gene. It has a low prevalence in the China. We report

three case of male patients diagnosed as CTLN2 presenting with

episodes of abnormal neuropsychiatric symptoms and hyperam-

monemia. More importantly, one of the remarkable clinical and

pathological features of three CTLN2 patents is the presence of non-

alcoholic fatty liver diseases (NAFLD). We herein propose CTLN2 as

a new genetic cause of NAFLD.

Methods: Case report.

Result: Three cases of CTLN2 were diagnosed based on biochemical

and molecular findings. They presented a sudden onset of con-

sciousness disturbance and hyperammonemia, citrullinemia, dietary

preference, and a body mass index \20 kg/m2, presenting with

NAFLD in liver histology. No mutation of SLC25A13 gene was

detected in one patient, and two patients were shown to be compound

homozygote with [I]851del4 and heterozygote with IVS4+6A[G and

c.1194 A[G mutations of the SLC25A13 gene. Treatment with

sodium pyruvate and were attempted in three patients at first, and one

of them received liver transplantation in the end.

Conclusion: In conclusion, we describes the clinical characteristics,

biochemical findings, molecular analysis of the SLC25A13 and

treatment in three patients with CTLN2. CTLN2 is a rare genetic

cause of NAFLD, especially in lean patients with a low BMI.

PP0354

Meta analysis of 3424 patients of misdiagnosed hepatitis

Zheng Huanwei1

1Hebei Medical University Fifth Hospital, ShiJiazhuang City

Background: To analyze the types of diseases misdiagnosed as

hepatitis and explore the causes of misdiagnosis in China.

Methods: 384 references were retrieved from databases of Wanfang,

cqvip and CNKI by using the key words ‘‘misdiagnosis’’ and ‘‘hep-

atitis’’, after excluding the duplicates, those without complete data

and those in which hepatitis were misdiagnosed as other disease.

Result: in 384 references 3424 patients were misdiagnosed.

According to the statistics, 47.7% of the misdiagnosed patients were

actually suffering from digestive disease, 2.5% of them were respi-

ratory disease, 17.4% of them were Infectious disease, 8.4% of them

were hematologic disease, 3.7% of them were neuromuscular disease,

1.5% of them were cardiovascular disease, 6.3% of them were

endocrine diseases, 2.5% of them were connective tissue disease,

moreover 7.3% of liver involvement were caused by coincidental

infection, heavy metal or drug toxicity, 2.7% of live injury were

caused by other relatively rare disease.

Conclusion: The liver is often an important target organ, with

pathology either secondary to an underlying disease or due to the
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toxicity of therapies and the medical complications of extrahepatic

diseases. It is important for the clinicians to be aware of the diagnostic

procedure to monitor liver injury, minimize the misdiagnosis.

PP0355

Ductal paucity in childhood: spectrum, profile and outcome

Babu lal Meena1, Rajeev Khanna1, Chhagan bihari Sharma2,
Dinesh Rawat1, Seema Alam1

1Pediatric Hepatology, Institute of Liver and Biliary Sciences, New

Delhi, India; 2Pathology, Institute of Liver and Biliary Sciences, New

Delhi, India

Background: Ductal paucity or paucity of intralobular bile ducts

(PILBD) is a known cause of infantile cholestasis. Clinical profile and

natural history of syndromic PILBD or Alagille’s syndrome are well

studied; however, there is minimal data defining the etiological profile

and natural course of non-syndromic PILBD.

Methods: All the liver biopsies (with at least 6 portal tracts) done in

children under 18 years of age were screened retrospectively for

evidence of ductal paucity (bile ducts to portal tract ratio\0.6). Post-

transplant cases were excluded. Their etiological spectrum, clinical,

laboratory and histological profile, and outcome were studied.

Result: Of the 632 biopsies screened, 70 (11.1%) had PILBD in a

non-transplant setting—34.1% (44/129) and 5.2% (26/500) were

infants and older children, respectively. Males (77%) predominated.

Progressive familial intrahepatic cholestasis type-2 and type-3 (14

PFIC-2 and 1 PFIC-3) was the commonest cause of PILBD in infants

followed by late presentation of biliary atresia (n = 11) and Alagille’s

syndrome (n = 4). Five infants had multifactorial etiology—4 were

preterm, 3 were low birth weight and 3 had hypothyroidism. In the

older children, PFIC again constituted the single largest etiological

group (n = 6, 3 type-2, 3 type-3), followed by secondary sclerosing

cholangitis (n = 6), autoimmune-overlap syndrome (n = 5), primary

sclerosing cholangitis (PSC, n = 3) and Alagille’s syndrome (n = 3).

Jaundice (100 vs 96%), hepatomegaly (100 vs 96%), splenomegaly

(95 vs 92%), pale stools (59 vs 35%) and pruritus (40 vs 46%) were

the common presenting features in infants and older children,

respectively. Liver histology of infants in comparison to older chil-

dren more commonly demonstrated cellular cholestasis (40/44 versus

18/26, p = 0.020, OR = 2.07, 95% CI 0.91–4.69), canalicular

cholestasis (38/44 versus 14/26, p = 0.003, OR = 2.19, 95% CI

1.11–4.30) and cholestatic rosettes (23/44 versus 7/26, p = 0.038, OR

= 1.46, 95% CI 1.02–2.08). Contrastingly, advanced fibrosis ([F3)

was more commonly seen in older children (23/26 versus 23/44, p =

0.002, OR = 4.0, 95% CI 1.34–11.98). Of the 64 cases followed-up

over a median period of 11 months (3–38 months), 32 (46%)

improved over a median duration of 3 months. Among 38 children

with poor outcome, 28 were listed for transplantation (biliary atresia

13, PFIC 6, PSC 2, Autoimmune-overlap 2, Langerhans cell histio-

cytosis 1 and others 4) with indications being portal hypertension,

growth failure, decompensation, pruritus and cholangitis in 25, 19, 16,

4 and 2 children, respectively.

Conclusion: Prevalence of PILBD among pediatric liver biopsies was

11%—PFIC and biliary atresia were the commonest causes.

Advanced fibrosis was common in older children than infants (84 vs

52%), indicating severe inflammatory duct destruction. Natural course

and need for liver transplantation largely depends on etiology of

underlying liver disease.

PP0356

ATP7B gene exon mutation analysis in Wilson disease of region
in Xinjiang

Zhou ying Li1, Sun xiao Feng1, Zhang yue Xin2,

1The First Affiliated Hospital, Xinjiang Medical University, Ürümqi;
2The First Affiliated Hospital, Xinjiang Medical University, Ürümqi

Background: To determine the hot point mutations of region in

Xinjiang Wilson disease’s gene and explore the methods and

importance of gene diagnosis for WD patient. The genotype and

phenotype correlation in patients with WD Was analyzed.

Methods: Genomic DNA from peripheral blood was collected for

genetic analysis in 5 patients diagnosed clinically and 2 patient’s

families. Amplified 2 1 exons of ATP7B gene by polymerase phain

reaction (PCR). PCR products were analyzed by DNA direct

sequencing. The relativity of the genotype and phenotype of ATP7B

gene was investigated.

Result: We found 12 ATP7B gene mutation loci, two of them are

Disease-causing mutations, include missense mutation (C251A

homozyqosis and frameshift mutation A121C (homozyqosis), Four

polymorphisms were found in six patients, they are G246C, A146G,

G4341A, A93C. The rest are non-lethal loci. Include nine missense

mutations and one frameshift mutation.

Conclusion: DNA direct sequencing in WD patients could be used in

diagnosing as a gene method especially for WD patients’ family

members. We found nine missense mutations and one frame shift

mutation. They are sporadic low frequency mutations, it was possible

that unknown molecular defects may possibly lie deep in the in tronic

regions or other regions.

PP0357

Clinicohistopathologic findings of Niemann-Pick disease type A:
a case report

Background: Niemann-Pick disease is a lysosomal storage disorder

caused by absence or deficiency of Acid Sphingomyelinase, which is

characterized by the pathologic accumulation of sphingomyelin in

macrophages in various tissues. But few papers described the mor-

phological manifestation of this disorder in detail, especially type A.

Our paper is to introduce the clinicohistopathologic findings of Nie-

mann-Pick disease.

Methods: We reported a 2-year-old female child who presented with

progressive abdominal distention, hypotonia, weakness and without

haematemesis, melena and jaundice. Images showed marked sple-

nomegaly, ascites, portal hypertension and mesenteric

lymphadenopathy. It was difficult to be diagnosed clinically. So she

proceeded to splenectomy, liver biopsy and resection of enlarged

mesenteric lymph nodes. The samples of spleen, liver and lymph

nodes were all fixed by formalin, embedded by paraffin and sliced up.

The slices were preformed H&E staining, special staining (PAS,

DPAS) and immunohistochemistry (CD68, CK7), respectively.

Result: The histological findings of liver showed that parenchyma

was separated into nodular architecture by enlarged and conjoint

portal tracts. There were dense foamy cells in portal tracts and septa

and between hepatocytes as well. Immunohistochemical staining

CD68 was positive for the foamy cells. PAS-staining showed the dark

purple cells were glycogen-rich hepatocytes. Between them were

large, pale-staining cells which were filled with lipid, PAS and DPAS-

negative, and expressed CD68. Histopathological examination of the

S366 Hepatol Int (2017) 11 (Suppl 1):S1–S1093

123



spleen revealed that there were numerous accumulated foamy cells

which were also positive for CD68 in the red pulp. In lymph nodes,

there were a lot of foamy cells same as in liver and spleen distributing

in marginal sinus and between lymphocytes.

Conclusion: Niemann-Pick disease had distinctive features of

histopathology. It should be distinguished from Gaucher’s disease and

Glycogen storage disease.

Dense foamy cells could be seen in liver, lymph node, and spleen.

They were positive for CD68 immunostaining.

PP0358

Abernethy malformation associated with Caroli’s syndrome
in a patient: a case report

Li Xiaoguang1, Mi Xiaoxiao2, Xu Chunhai1, Shi Junping3

1The Second Affiliated Hospital of Haerbin Medical University,

Harbin; 2The Affiliated Hospital of Hangzhou Normal University,

Hangzhou, Zhejiang; 3The Affiliated Hospital of Hangzhou Normal

University, Hangzhou, Zhejiang

Background: Abernethy malformation is an extremely rare congen-

ital malformation characterized by the extrahepatic portosystemic

shunt. Since 1793, less than 200 cases had been reported and the

majority of affected patients were\18 years of age and were female.

The adult patients experience various symptoms, including nausea,

vomiting, fatigue, epigastric pain, anorexia, jaundice and dyspnea.

Abernethy malformation can be classified into two types based on the

presence of the portal vein and its anastomosis with the inferior vena

cava (IVC). Type I is characterized by the congenital absence of the

portal vein and complete end-to-side portocaval shunt, which are

predominantly found in female. Type II malformation is characterized

by the presence of a hypoplastic portal vein leading to liver perfusion

via a partial portal venous supply and a partial side-to-side shunt.

Caroli’s disease is also a rare congenital disorder featured by non-

obstructive saccular intrahepatic bile duct dilation with a prevalence

of 1:1,000,000 in the population. It is well known that congenital

hepatic fibrosis and/or polycystic kidney diseases is closely related to

PKHD1 gene mutations.

None of the cases reported had been associated type II Abernethy

malformation with Caroli’s syndrome.

Methods: Computed tomography with three-dimensional recon-

struction, magnetic resonance imaging with MRCP, PKHD1 gene

mutational analysis and liver biopsy was performed.

Result: We present the case of a 23-year-old female who was found

to have a combination of type II Abernethy malformation and Caroli’s

syndrome. Radiological imaging including computed tomography

with three-dimensional reconstruction and magnetic resonance

imaging with MRCP was performed, which revealed a side-to-side

portocaval shunt and intrahepatic bile duct dilation with congenital

hepatic fibrosis and renal cysts. In addition, PKHD1 gene mutational

analysis revealed a paternally inherited heterozygous missense

mutation (c.1877A[G, p.Lys626Arg). A liver biopsy confirmed

pathological features of Caroli’s syndrome. To our knowledge, this is

the first case reported that has both type II Abernethy malformation

and Caroli’s syndrome. Etiology, clinical significance and treatment

options of this disorder will be discussed.

Conclusion: 23-year-old female who was found to have a combina-

tion of type II Abernethy malformation and Caroli’s syndrome.

Axialcoronal and three-dimensional CT images showed type II

Abernethy malformation in the patient. A, B: A side-to-side shunt

between the splenic vein and the left renal vein was noticed in axial

and coronal CT images (black arrow). C: 3D vessels reconstr

Liver biopsy confirmed Carolis syndrome in the patient. Liver

biopsy showed thick bridging fibrosis with bile ductular proliferation

and dilation (black dots indicated portal area, red arrow showed

dilated bile ducts), and fibrous bands traverse the hepa

PP0359

The heterogeneity of intrauterine transmission hepatitis B virus

Zeng Hui Hui1,2, Hua wen Hao2, Qi Wang2, Xu Fei2, Cai hao
Dong2, Liu shun Ai2

1Beijing Obsterics and Gynecology Hospital, Beijing; 2Beijing Ditan

Hospital, Capital Medical University, Beijing

Background: Hepatitis B virus (HBV) infection is a global health

problem. After 20 years of vaccination, the carrier rate of HBsAg

among children has decreased markedly. However, intrauterine

transmission is the main cause of failure which cannot be interrupted

by the HBV vaccination. In the pregnancy and delivery time, the rule

of HBV evolution and nucleotide polymorphism distribution isn’t

clear. The data of MTCT HBV whole genome sequences were lim-

ited. The characteristics of the gene mutation, virus variants and SNP

distribution characteristics of HBV vertical MTCT in mother and
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infants blood were explored in this study to provides a new sign to

block the HBV vertical MTCT transmission.

Methods: Methods: 15 pair of mother and their neonates who is

occurred intrauterine transmission with high load of virus (HBV DNA

C10 4 copies/ml) and HBsAg and the HBeAg are positive in venous

blood samples, the evolution characters of HBV between mother and

neonates by PCR-sequencing clone-phyletic evolution analysis method

were explored. Meanwhile, those mothers with high load of virus and

with no intrauterine transmission were chosen as control group. We

observed the heterogeneity of HBV sequence between those three

groups, and analysis the rule of variation and evolution in full-length of

HBV sequences between the mothers and children in HBV MTCT.

Result:
Results: 1. The HBV gene sequence homology of mother and son

were 98.84–100%, and show one-to-one evolution relationship. No

species specificity in HBV intrauterine transmissted was found. The

frequency of HBV gene mutation in mother and children were low.

Pregnancy didn’t influence on HBV vertical transmission2. The HBV

evolution and nucleotide polymorphism distribution of HBV

intrauterine MTCT in mother and babie. 2.1 S area ‘‘a’’ antigenic

determinant: mother group mutation rate was 40%, the infant group

mutation rate was 33.3% (P[0.05), the variations not reported before

can be detected. Mutation G145R were not observed.2.2 BCP/preC

(nt. 1742-1900): A1762T/G1764A double mutation rate was 26.6%

(4/15) in the infant group. A1762T mutation rate was 26.6% (4/15)

and G1764A mutation rate is 13.3%, HBV A1762T/G1764A double

mutation rate was 13.3% (2/15) in mother set. G1896A mutation has

been observed not in mother nor in child group. 3.3 Area C (nt.

1901-1901): Some SNP mutation occurred in 25–40% patients in the

C area of HBV gene and some double mutation can be found.

Conclusion: The variation of G145R may not the main cause of

mother-to-child transmission of hepatitis B virus. High frequency

HBV SNP in different extents of HBV are exist, The new HBV SNP

Including in X area and P area need to be further researched.
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Prognostic significance of serum miR-21, miR-122
in hepatocellular carcinoma

Dipu Bharali1,2, Premashis Kar1,2

1Maulana Azad Medical College, New Delhi, India; 2India

Background: Serum micro RNA (miRNA) is an emerging prognostic

tool for noninvasive malignant disease prognosis, to study serum

miRNA may have importance in the prognosis and diagnosis of dis-

ease. This study was designed with an aim to evaluate the possible

prognostic role of serum miR-21, miR-122 expression in Hepatocel-

lular Carcinoma (HCC) patients.

Methods: 50 diagnosed HCC cases and 50 controls of chronic hep-

atitis (n = 25) and liver cirrhosis (n = 25) without HCC were enrolled

in this study. Expression changes of micro RNAs was analysed by

quantitative real time PCR using comparative Ct method. Maan–

Whitney U test were performed to test the significance of differences

of expression levels and overall survival was analysed by Kaplan

Meier analysis.

Result: miR-21 and miR-122 expression level was significantly

higher in HCC compared to controls without HCCs (p B 0.05). It was

observed that patients with HCC had 3.38- and, 2.01-fold high miR-

21 and miR-122 expression compared to controls without HCC

patients, respectively. To differentiate HCC from that of controls

without HCC, miR-21 had a sensitivity of 74.1%, specificity of 75.0%

where miR-122 had a sensitivity of 72.8%, specificity of 71.2%. It

was also found among the cases that the expression of miR-21 and

miR-122 was significantly 6.6- and 4.03-fold high in HCC with cir-

rhosis (p = 0.0001) compared to HCC without cirrhosis. Significantly,

3-fold and 2.8-fold increased expression of miR-21 and miR-122 was

found in HCC patients with TNM stage (III–IV) compared to TNM

stage (I–II) (p = 0.001). There was a non-significant difference

between expression level of miR-122 in HCC with child paugh C

compared to child paugh B & A. The Kaplan–Meier survival curves

revealed that there was no significant difference in the overall survival

rates of high-miR-21 expression group and low-miR-21 expression

group.

Conclusion: mir-21 and miR-122 were suitable to differentiate HCC

with an efficient diagnostic power in turns of its expression level,

sensitivity and specificity in HCC. They might not have any role in

patients’ survival but these might be considered as potential markers

of HCC as a panel of molecule in addition to other approved marker

for HCC early screenings.

PP0362

Risk factors of disease progression and death in patients
with HBV-related primary liver cancer

Danying Cheng1, Yan Fu1, Yingying Zhao1, Weini Ou1, Xiaomei
Wang1, Huichun Xing1, Jun Cheng1

1Center for Liver Diseases, Beijing Ditan Hospital, Capital Medical

University, Beijing

Background: This study aimed to investigate the relationship

between the timing of anti-viral therapy and the progression of hep-

atitis virus B (HBV) related primary liver cancer (PLC) as well as the

risk factors of death in these patients.

Methods: The clinical information of inpatients who were diagnosed

with HBV related PLC and hospitalized between July 2008 and

December 2011 was reviewed, the correlation between the timing of

anti-viral therapy and progression of PLC was evaluated, and the risk

factors related to death of PLC patients were analyzed with Logistic

regression analysis.

Result: In patients who received antiviral therapy in hepatitis stage,

the time from initiation of antiviral therapy to PLC was significantly

longer than that in patients who received antiviral therapy since the

diagnosis of hepatic cirrhosis, and the median time was 66 and 12

months, respectively (P\0.05). The risk for death in HBeAg positive

PLC patients was 1.438 folds that in HBeAg negative patients. The

risk for death in patients with high ALB was lower than in those with

low ALB.

Conclusion: Initiation of antiviral therapy since the hepatitis stage

may significantly prolong the time to PLC. Being positive for HBeAg

and hypoalbuminemia are risk factors of death in patients with HBV

related PLC besides PTA.
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Meld score predicts outcome of patients with advanceed
hepatocellular carcinoma treated with sorafenib

Andrea Casadei Gardini1, Giorgia Marisi1, Martina Valgiusti1,
Luca Frassineti1

1IRST-IRCCS

Background: The model for end-stage liver disease (MELD) score

was initially created to predict survival in patients with complications

from portal hypertension submitted to elective placement of tran-

sjugular intrahepatic portosystemic shunts (TIPS). It is calculated

using a mathematical formula incorporating 3 routine blood test

results (serum creatinine, bilirubin, and INR). The score was subse-

quently validated as a predictor of survival in several independent

cohorts of patients with varying degrees of liver disease severity, but

not in patients treated with sorafenib. The purpose of this study was to

examine the predictive value of the pre-sorafenib MELD score in

patients with advanced hepatocellular carcinoma (HCC).

Methods: 280 patients with HCC consecutively treated with sor-

afenib between March 2008 and August 2016 were included in the

study. The MELD score was measured before starting sorafenib.

Result: An optimal cutoff of 12 for the MELD score stratified HCC

patients HCC into high (C12) and low MELD score (\12) groups. In

univariate analysis, training cohort patients with MELD score C12

had a lower median PFS and OS than those with MELD score \12

(1.9 vs. 4.34 months, p 0.0001; 6.0 vs 10.3 months, p = 0.004,

respectively).

Multivariate analysis confirmed MELD score as the only independent

prognostic factor in terms of PFS and OS.

Conclusion: In our study, the MELD score was a powerful prognostic

indicator of poor outcome in patients with advanced HCC treated with

sorafenib. The fact that it is calculated from the results of a simple

blood test makes the score a promising clinical tool to evaluate

prognosis in HCC patients.

PP0364

Early stages hepatocellular carcinoma (BCLC A): a broad
spectrum of tumors with the single large HCC: usefulness
of NIACE score to guide therapeutic decision

Xavier Adhoute1, Guillaume Penaranda2, Jean-luc Raoul3, Emilie
Bollon4, Bernard Pol5, Yves Patrice Letreut4, Gäelle Lefolgoc1,
Paul Castellani1, Herve Perrier1, Xavier Hanna5, Olivier
Monnet6, Marc Bourliere1

1Department of Hepato-Gastroenterology, Hôpital Saint-Joseph;
2AlphaBio Laboratory; 3Department of Hepato-Gastroenterology and

Digestive Oncology, Institut Paoli-Calmette; 4Department of

Hepatobiliary Surgery, Centre Hospitalo-Universitaire Timone;
5Department of Hepatobiliary Surgery, Hôpital Saint-Joseph;
6Department of Radiology, Hôpital Saint-Joseph

Background: The Barcelona Clinic Liver Cancer (BCLC) system is

the reference classification for hepatocellular carcinoma (HCC) in

western countries. Changes have been made with the transfer of

unique and wide tumors to early stages. Our aims were to confirm the

heterogeneity of a BCLC A HCC group treated by surgery and the

usefulness of prognostic score NIACE to guide therapeutic

management.

Methods: Were included BCLC A (A1: single tumor 2–5 cm or up to

3 tumors B3 cm, A2: single tumor [5 cm), BCLC B and C HCC

(single nodule with limited portal vein thrombosis) treated by surgery

(2007–2013). Analysis of Survival time, according to the baseline

BCLC system; and we compared it to the NIACE (tumor Nodularity,

Infiltrative nature of the tumor, serum Alpha-fetoprotein level, Child–

Pugh stage, ECOG PS), the CLIP scores, and HKLC system, (ac-

cording to discriminatory ability, homogeneity, the Akaike

information criteria, the c-index).

Result: 207 patients were treated by surgery. Surgical procedures inclu-

ded 20 subsegmentectomies, 86 segmentectomies and 101 hepatectomies.

According to BCLC stage, 69% of the patients were BCLC A (A1 38%, A2

31%), 15% BCLC B, and 16% BCLC C. The median age was 66.0 years

[57–72], 86% were male. There was no tumor related ECOG PS. HCV

infection and alcohol were the major etiology of underlying liver disease.

Cirrhosis was present in 74% of cases, and 97% of cirrhotic patients were

Child–Pugh class A. The median tumor size was 50 mm [30–70], and 59%

of patients had a single lesion and 34% two lesions.

After a median follow-up of 29 months [12.7–51.3], 58% of the

patients have died. The median OS was 44 months [36–57]. Median

OS according to BCLC system was as follows: BCLC A, 57 month

[44–68] vs. BCLC B, 36 months [28–67] vs. BCLC C, 13 months

[10–23] (p\ 0.0001).

The NIACE score determined also sub - groups of different sur-

vival prognosis. Its prognostic value was superior to the BCLC,

HKLC systems and to the CLIP score.

Among the BCLC A HCC, the NIACE score (0–1 vs. [1) dis-

tinguished also two groups with different survival prognosis (p =

0.0004), especially among the large single tumors patients group (A2)

(p = 0.0009), conversely others BCLC A1 HCC (p = 0.2243).

Conclusion: Early stages HCC also includes a broad spectrum of

tumors. Using the NIACE score may be useful to guide the thera-

peutic strategy. Early stage HCC patients with a NIACE score[1 vs.

B1 have a significant different overall survival, especially those

carrying a single large tumor. This population (NIACE [1) could

perhaps benefit from additional treatment.

PP0365

Study of dickkopf-1 (DKK-1) gene expression in hepatocellular
carcinoma patients

Mona Watany1, Rehab Badawi2, Walaa Elkhalawany2, Sherief
Abd-Elsalam2

1Clinical pathology, Tanta University Faculty of Medicine, Tanta,

Egypt; 2Tropical Medicine and Infectious Diseases, Tanta University

Faculty of Medicine, Tanta, Egypt

Background: Hepatocellular carcinoma (HCC) is the 6th most

common cancer in the world. Dickkopf-1 (DKK-1) protein is a new

biomarker used in conjunction with alfa fetoprotein (AFP) to differ-

entiate HCC from nonmalignant liver disease. DKK-1 is an inhibitor

of Wnt/b cantien signaling pathway which is involved in embryo-

genesis and had been implicated in tumorgenesis of many tissues. The

aim of this study was to investigate the level of DKK-1 gene

expression in the peripheral blood of patients with HCC who had

history of HCV and shistososmal infections.

Methods: This cross sectional study was carried out in tropical

medicine department in Tanta university hospital on 50 patients with

HCC and 10 healthy volunteers served as control. All patients were

tested for HCV antibodies and anti-shistosomal antibodies.

Result: DKK-1 gene was overexpressed in HCC patients than the

control group with mean 3.269 ± 4.762 versus 1.615 in controls (p\
0.005). Overexpression of DKK1was found in: 8/20 of patients with

negative serology for both infections (40%; p \ 0.001), 7/18 of

patients with positive anti-HCV antibodies (38.89%; p\ 0.001) and

11/12 of patients with positive anti-shistosomal antibodies (91.69%; p
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\ 0.001). There was no statistically significant correlation between

DKK1 expression and HCV infection (p = 0.139) but there was

significant correlation between the gene expression and Schistosomal

infection (p\ 0.001).

Conclusion: These data suggest the role of DKK-1 overexpression in

HCC development in patients with combined HCV and Schistosomal

infections and that induction of the Wnt pathway or using DKK-1

antagonist may represent a key advance in the area of genetic pre-

vention of HCC in these high-risk patients.

PP0366

Clinical characteristics and prognosis of hepatitis B related
hepatocellular carcinoma during antiviral treatment

Jingmao Yang1, Liping Chen2, Zhiyin Shang3, Hong Zhao2, Jilin
Cheng2,4

1The First Affiliated Hospital of Wenzhou Medical University,

Wenzhou; 2Shanghai Public Health Clinical Center, Fudan

University, Shanghai; 3The First Affiliated Hospital of Jiamusi

University, Jiamusi; 4The First Affiliated Hospital of Wenzhou

University, Wenzhou

Background: To investigate the clinical features and prognosis of the

patients with chronic hepatitis B (CHB) related hepatocellular carci-

noma (HCC) during antiviral treatment.

Methods: The clinical data of 380 patients with CHB related HCC were

analyzed retrospectively. We compared the characteristics and infection

patterns between 187 patients with antiviral therapy and 193 patients

without antiviral treatment. The efficacy and prognosis of different

antiviral therapies were also studied on patients who developed HCC.

Result: (1) Clinical features analysis: The proportion of male (85.79

vs 84.46%, P[0.05), family history (23.53 vs 18.65%, P[0.05) and

hepatocirrhosis (88.24 vs 81.87%, P [ 0.05) at diagnosis were no

significant difference between two groups. However, there was sta-

tistical significant difference in level of ALT, AST, AFP, HNV DNA

(P\0.05). (2) Infection patterns: The major infection pattern of both

groups were HBsAg, HBeAg, HBcAb (+) and HBsAg, HBeAb,

HBcAb (+), but the positive rate of HBV-DNA in treatment group

was lower than non-treatment group (P\0.05). (3) The efficacy and

prognosis among different antiviral treatments: The rate of drug

resistance was low in lamivudine plus adefovir combination therapy

and entecavir monotherapy, but mortality risk in the combination

treatment group was lower than other groups. After adjusting for

multiple covariates, diabetes mellitus (adjusted HR, 3.355; 95% CI

1.345–8.368, P = 0.009) remained an independent prognostic factor.

Conclusion: The improvement of liver function and suppression of

serum HBV-DNA can’t eliminate the risk of HCC during antiviral

treatment. The combination antiviral treatment can slow down the

progress of CHB to HCC and reduce the incidence of HCC. Different

antiviral treatments and diabetes mellitus may influence the prognosis

of HCC patients.

PP0367

Quantitative proteomics analysis of early recurrence/metastasis
of huge hepatocellular carcinoma following radical resection

Xiaohua Xing1,2, Xiaolong Liu1,2, Jingfeng Liu1,2,3

1Mengchao Hepatobiliary Hospital of Fujian Medical University,

Fuzhou; 2The Liver Center of Fujian Province, Fujian Medical

University, Fuzhou; 3Liver Disease Center, The First Affiliated

Hospital of Fujian Medical University, Fuzhou

Background: Hepatic resection is the preferred treatment for huge

hepatocellular carcinoma ([10 cm in diameter; H-HCC). However,

the patients with H-HCC suffer from poor prognosis due to the early

recurrence/metastasis. We performed the comparative proteomics of

H-HCC to reveal the underlying mechanism of H-HCC’s early

recurrence/metastasis.

Methods: We describe an Isobaric Tags for relative and absolute

quantification (iTRAQ)-based quantitative proteomics approach to

analyze the early recurrence/metastasis related proteins of H-HCC

after radical resection through multidimensional chromatography

coupled with tandem mass spectrometry (2DLC-MS/MS). The dif-

ferent protein expression profiles between the early recurrence/

metastasis within 6 months (R/MB6months) and late recurrence/

metastasis within 6–12 months after surgery (R/M6–12months) were

confirmed and might reveal different underlying molecular

mechanisms.

Result: We identified 44 and 49 significantly differentially expressed

proteins in the R/MB6months group and the R/M6–12months group

compared to the group who had no recurrence within 2 years post-

surgery (the NR/M group), respectively. Moreover, among those

proteins, S100A12 and AMACR were down regulated in the

R/MB6months group but up-regulated in the R/M6–12months group; and

this regulation was further confirmed in mRNA and protein level by

Q-PCR, Western-Blot and Immunohistochemistry (IHC).

Conclusion: This current study presents the first proteomic profile of

the early recurrence/metastasis of H-HCC. The results suggest that

S100A12 and AMACR might be potential prognostic markers for

predicting the early recurrence/metastasis of H-HCC after

hepatectomy.

PP0368

Single hepatocellular carcinoma: preoperative imaging
biomarker for predicting microvascular invasion on gadoxetic
acid-enhanced MR imaging

Sunyoung Lee1, Seong Hyun Kim1, Ji Eun Lee1

1Samsung Medical Center, Sungkyunkwan University School of

Medicine, Seoul, Korea

Background: To identify preoperative MR imaging biomarkers for

predicting microvascular invasion (MVI) and to determine their

diagnostic performance, and also to evaluate whether they affect early

recurrence after curative resection of single HCC (B5 cm).

Methods: This retrospective study was approved by the institutional

review board, and the requirement for informed consent was waived.

One hundred ninety-seven patients with surgically resected HCC

B5.0 cm in diameter who underwent preoperative gadoxetic acid-

enhanced MR imaging were included. Two radiologists indepen-

dently evaluated MR imaging findings including tumor size and

margin, arterial rim or peritumoral enhancement and tumoral or

peritumoral hypointensity on hepatobiliary phase (HBP). Significant

MR imaging findings for predicting MVI were identified on univariate

and multivariate analyses. Early recurrence rate (\2 years) according

to the presence of significant imaging findings for predicting MVI was

evaluated using Kaplan–Meier method with log-rank test.

Result: On univariate and multivariate analysis, three MR imaging

features were independently associated with MVI: arterial peritumoral

enhancement (odds ratio [OR] = 5.327; 95% confidence interval [CI]

2.312, 12.269; P \ .001), non-smooth tumor margin (OR = 3.461;

95% CI 1.596, 7.504; P = .002) and peritumoral hypointensity on

HBP (OR = 4.436; 95% CI 1.584, 12.425; P = .005). When two of

these three criteria are combined, 52.4% (33/63) of HCCs with MVI

were identified with specificity of 92.6% (124/134). When all three
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criteria are satisfied, specificity was 99.3% (133/134). The early

recurrence rate was significantly higher in patients with HCCs with

two or more criteria compared with those with no any criterion (27.9

vs. 12.6% in 2 years, respectively, P = .030).

Conclusion: Arterial peritumoral enhancement, non-smooth tumor

margin and peritumoral hypointensity on HBP and their combination

can be used as preoperative imaging biomarkers for predicting MVI

with specificity [90% affecting early recurrence after curative

resection of single HCC.

PP0369

Single hepatocellular carcinoma: value of diffusion-weighted MR
imaging as imaging biomarker for predicting early recurrence
after curative resection

Sunyoung Lee1, Seong Hyun Kim1, Ji Eun Lee1

1Samsung Medical Center, Sungkyunkwan University School of

Medicine, Seoul, Korea

Background: To assess the value of diffusion-weighted (DW) mag-

netic resonance (MR) imaging as an imaging biomarker for predicting

early recurrence (\2 years) and to determine the most predictable DW

imaging parameter for early recurrence in relation to clinicopatho-

logic findings after curative resection of single hepatocellular

carcinoma (HCC).

Methods: This retrospective study was approved by the institutional

review board, and the requirement for informed consent was waived.

A total of 197 patients who underwent preoperative DW imaging,

followed by curative resection of single HCC (B5 cm) were included.

Two radiologists evaluated the presence or absence of diffusion

restriction of the tumor using qualitative (visual) assessment and

mean and minimum apparent diffusion coefficient (ADC) values

(ADCmean and ADCmin) of the tumor using quantitative measure-

ment and then, HCCs were classified into two groups by the presence

or absence of diffusion restriction and median ADCmean and

ADCmin. Clinicopathologic findings and early recurrence rates by the

Kaplan–Meier method with log-rank test were compared between two

groups.

Result: Histologic tumor grades of HCCs with diffusion restriction

were not significantly different with those without diffusion restric-

tion (P [ .05), whereas HCCs with lower value than median

ADCmean (1.08 9 10-3 mm2/s) and ADCmin (0.83 9 10-3 mm2/s)

showed worse histologic tumor grade than those with higher value

than median ADC values (P = .024 and P \ .001, respectively).

Gross vascular invasion was only significantly different between

groups divided by median ADCmin (0/99 in higher value than median

value vs. 5/98 [5.1%] in lower value than median value, P = .029).

HCCs with diffusion restriction and lower value than median

ADCmean and ADCmin more frequently showed microvascular

invasion and satellite nodules compared with those with no diffusion

restriction and higher value than median ADC values (P = .004, P =

.006; P = .001, P = .035; and P\.001, P = .035, respectively). Early

recurrence rate after curative resection of HCC was only significantly

different between groups divided by median ADCmin and early

recurrence of HCCs with lower value than median ADCmin was

significantly higher compared with those with higher value than

median ADCmin (24.5 vs. 13.1% in 2 years, P = .034).

Conclusion: DW MR imaging can be used as an imaging biomarker

for predicting early recurrence after curative resection of single HCC.

Among qualitative and quantitative assessment of DW imaging,

ADCmin of HCC is the best predictor of early recurrence after sur-

gery of single HCC.

PP0370

Expression and significance of fibroblast activation protein in
HBV related chronic hepatitis, liver cirrhosis and hepatocellular
carcinoma
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Yat-Sen University, Guangzhou; 2Vaccine Research Institute, The

Third Affiliated Hospital, Sun Yat-Sen University, Guangzhou

Background: Fibroblast activation protein is a multifunctional pro-

tein, it plays profibrotic role in liver injury, and also affects the

proliferation, invasion and metastasis of cancer cells. We aimed to

analyze the expression of Fibroblast activation protein (FAP) in

Hepatitis B virus related chronic hepatitis, liver cirrhosis and hepa-

tocellular carcinoma (HCC), and find out its clinical significance. To

investigate the relationship between the expression of FAP and

clinical features of HCCs, we hope to provide new ideas for the

therapy of HCC, and also provide new clues to predict its prognosis.

Methods: We included 47 HCC patients underwent surgical resec-

tion, as well as 22 chronic hepatitis and 17 liver cirrhosis patients who

underwent liver biopsy. As comparisons, 17 normal controls were

also included. Realtime quantitative polymerase chain reaction was

performed to analyse the relative expression of FAP mRNA in hep-

atocellular carcinoma, paracancerous, and distant liver tissues from

HCC patients. On the other hand, the relative expression of FAP

mRNA which was determined by the 2(-DDCT) method, in HCCs,

cirrhosis, hepatitis was also compared. The expression levels of FAP

mRNA in different samples were compared to normal control liver,

while the latter was considerd to be 1.00. Enzyme-linked

immunosorbent assay was used to measure FAP concentrations. The

relation between expression of FAP and clinical pathological features

of HCC patients was analyzed by statistical methods.

Result: The relative FAP mRNA expression was most abundantly

expressed in HCC patients (P \ 0.05): HCC tissues 4.73 ± 6.00,

paracancerous tissues 1.62 ± 0.92, distant liver tissues 1.56 ± 1.00,

normal controls 1.00 ± 0.00. Of the 4 groups, FAP mRNA expression

in HCC group was higher than liver cirrhosis, chronic hepatitis and

normal controls (4.73 ± 6.00, 1.86 ± 1.04, 0.98 ± 0.80, 1.00 ± 0.00,

respectively). FAP mRNA correlated with TNM stages and grades of

differentiation. In stages I, II and III the expression levels were 2.13 ±

2.22, 4.26 ± 4.60, 7.08 ± 7.99; and in well-differentiated, moderately

differentiated, poorly differentiated HCCs, the expression levels were

1.42 ± 1.40, 3.77 ± 3.69 and 8.33 ± 9.20. ELISA confirmed that FAP

expression was much higher in HCCs.

Conclusion: This study demonstrated significant differences of FAP

expression levels in different liver tissues. FAP expression was rel-

evant to the tumor TNM staging and the degree of cell differentiation.

Up-regulation of FAP may be closely related to the poor prognosis of

HCCs.

PP0371

The incidence of and risk factors for hepatocellular carcinoma
in patients with thalassemia major and thalassemia intermedia
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Background: Hepatocellular carcinoma (HCC) is an emerging cause

of death in patients with thalassemia major (TM) and thalassemia

intermedia (TI). Chronic viral hepatitis and iron overload are known

causes of chronic liver diseases. However, data regarding the inci-

dence and risk factors of HCC in thalassemia patients are limited. We

aimed to evaluate the incidence and risk factors of HCC in TM and TI

patients.

Methods: A retrospective cohort study was performed with TM and

TI patients treated at Ramathibodi Hospital, Bangkok, Thailand

between January 2005 and December 2014. Demographic data,

serologic markers of viral hepatitis, serum alanine aminotransferase

(ALT), and ferritin were analyzed as associated factors of HCC and

cirrhosis.

Result: Medical records for 1276 adult thalassemia patients were

identified with an ICD 10 code and reviewed. Three hundred and ten

patients with TM and TI were enrolled. There were 18 (5.8%) cases

with HCC (14 TM, 4 TI) and 24 (7.7%) cases with cirrhosis (13 TM,

11 TI). The cumulative incidences of HCC and cirrhosis were 5.6%

and 7.8%, respectively (Figures 1 and 2). Mean age of patients with

HCC was 49.5 ± 7.1 years. Of the 18 HCC patients, 17 (94.4%)

patients had iron overload and 12 (66.7%) patients had cirrhosis.

Seven (38.9%) patients were positive for the presence of anti-hepatitis

C virus antibodies (anti-HCV) while 6 of the 7 (85.7%) patients had

cirrhosis. One patient with liver cirrhosis tested positive for the

hepatitis B surface antigen. The presence of anti-HCV antibodies

(odds ratio (OR) 14.8, 95% confidence interval (CI) 2.8–78.6), ele-

vated peak ALT ([55 IU/L) (OR 7.9, 95% CI 1.3–48.9), post-

splenectomy (OR 6.6, 95% CI 1.6–27.2), and age (OR 1.1, 95% CI

1.0–1.1) were independent predictors of HCC.

Conclusion: Patients with TM and TI have high incidences of HCC.

The presence of anti-HCV antibodies, elevated peak ALT, post-

splenectomy, and age were risk factors for HCC. Hepatitis C virus

screening and HCC surveillance are crucial in high-risk thalassemia

patients.

The 10-year cumulative incidence of hepatocellular carcinoma

(HCC) in thalassemia patients

The 10-year cumulative incidence of cirrhosis in thalassemia

patients

PP0372

Clinical application of protein induced by vitamin K antagonist-II
as a biomarker in hepatocellular carcinoma

Tian Yang1

1Eastern Hepatobiliary Surgery Hospital, Second Military Medical

University, Shanghai

Background: Protein induced by vitamin K antagonist-II (PIVKA-

II), also known as des-c-carboxyprothrombin (DCP) or acarboxy

prothrombin, is an abnormal form of prothrombin induced by vitamin

K absence or antagonist-II. PIVKA-II was first described in 1963 by

Hemker et al. Subsequently, its chemical structure was elucidated.

Liebman et al reported that PIVKA-II served as an individual serum

biomarker for primary hepatocellular carcinoma (HCC) in 1984.

Numerous studies focused on its clinical role in HCC diagnosis and

treatment. We summarize the biological profile and clinical applica-

tions of PIVKA-II in this review.

Conclusion: Hepatocellular carcinoma (HCC) is the third leading

cause of cancer deaths worldwide. Early diagnosis improves the

prognosis. Protein induced by vitamin K antagonist-II (PIVKA-II) is

an effective serum biomarker for HCC diagnosis and prognosis.

Combined with another serum biomarker a-fetoprotein (AFP), the

sensitivity and specificity of HCC diagnosis can be improved to a

maximum of 94 and 98.5%, respectively. PIVKA-II alone or in

combination with AFP and/or AFP-L3 was effective in predicting the

treatment response and clinical outcome of curative hepatic resection,

chemotherapy, targeted therapy, radiotherapy and liver transplanta-

tion. Japanese clinical guidelines recommend the combined use of

PIVKA-II and AFP for the diagnosis of HCC, management of high

risk population and prognosis of anticancer treatment. Further,

PIVKA-II as a functional target promoted HCC cell proliferation,

invasion and metastasis by activating c-Met and other signal trans-

duction pathways. Inhibition of PIVKA-II may provide a selective

and effective therapy for HCC.
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Predictive value of deregulated cryptochrome genes in human
hepatocellular carcinoma

Mei Liu1, Qiang Ding2, Panpan Lu1

1Institute of Liver Diseases, Department of Gastroenterology, Tongji

Hospital, Tongji Medical College, Huazhong University of Science

And Technology, Wuhan; 2Institute of Liver Diseases, Department of
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Huazhong University of Science and Technology, Wuhan

Background: Disruption of the circadian homeostasis is closely

correlated with carcinogenesis. The cryptochorome genes (CRY1 and

CRY2) act as negative regulators in the circadian period through the

transcription/translation feedback loop (TTFL).

Methods: In this study, the expression levels of CRY1 and CRY2

were highly upregulated in cancer tissues (119/164 and 123/164,

respectively) via the examination of immunohistochemical staining

(IHC).

Result: The IHC results showed that high expression of CRY1 was

closely correlated with tumor differentiation, TNM stage, lymph node

status and AFP, and high expression of CRY2 was associated with

tumor differentiation, TNM stage, and portal invasion. The Kaplan–

Meier curve analysis showed that high expression of CRY1 and

CRY2 were significantly associated with overall survival (OS) of

HCC patients. The Cox proportional hazard regression model analysis

showed that CRY1 and CRY2 were independent prognostic factors

for overall survival in postoperative HCC patients.

Conclusion: Our findings indicated that both CRY1 and CRY2 were

potential biomarkers for the prognosis and therapy in HCC patients.

PP0374

Gadoxetic acid-enhanced magnetic resonance imaging
characteristics of hepatocellular carcinoma occurring in liver
transplants

Ji Eun Lee1, Tae Wook Kang1

1Samsung Medical Center, Sungkyunkwan University School of

Medicine, Seoul, Korea

Background: Characteristics of hepatocellular carcinoma (HCC) on

magnetic resonance (MR) images were compared in patients who did

or did not undergo liver transplantation (LT), and evaluated the

relationship of these findings with overall survival (OS) and time-to-

tumour recurrence (TTR) after transplantation.

Methods: The enhancement pattern of gadoxetic acid-enhanced MR

images of 25 patients with recurrent HCCs (LT group) and 25 sur-

gically confirmed HCC patients in the non-transplanted (control)

group were compared. Typical enhancement was defined as (1)

arterial enhancement and delayed wash-out and (2) absence of typical

features of cholangiocarcinoma consisting of arterial rim enhance-

ment and target appearance on hepatobiliary phase images. OS and

TTR were analyzed in the LT group according to these patterns using

the log-rank test.

Result: HCCs in the LT group significantly more often had an

atypical enhancement pattern (16/25, 64.0%) than those in the control

group (5/25, 20.0%; p = 0.004). However, OS and TTR did not differ

significantly according to these enhancement patterns of recurrent

HCC (p[ 0.05).

Conclusion: Although enhancement patterns of recurrent HCC in

transplanted liver did not affect OS and TTR, these HCCs that arise

after LT frequently revealed atypical enhancement on gadoxetic acid-

enhanced MR imaging.

PP0375

The study of serum anti-Ku86 expression in HBV-related
hepatocellular carcinoma

Shupeng Song1, Yinghua Lan1, Yanxin Huang1, Lisheng Jiang1,
Shu Chen1, Mingyan Xu1, Yongguo Li1

1Department of Infectious Diseases, The First Affiliated Hospital of

Harbin Medical University, Harbin

Background: Hepatocellular carcinoma (HCC) is one of the most

common cancers worldwide and the third most common cause of

cancer-related death. The early diagnosis of HCC may improve sur-

vival. Alpha-fetoprotein (AFP) has been most widely used for this

purpose, but the sensitivity is 60–70%. Therefore, there is a need for

simple and sensitive serum markers for the early detection of HCC.

As reported, the serum anti-Ku86 is a potential biomarker, we aim to

prove its clinical value.

Methods: 57 with HBV-related HCC hospitalized in the first affili-

ated hospital of Harbin Medical University were included in the

study. For comparison, 58 with HBV-related liver cirrhosis, 52 with

chronic hepatitis B patients, and 43 healthy subjects were also

included. The diagnosis of HCC was based on typical findings in

three-phase dynamic CT. Serum samples were obtained prior to initial

treatment. Serum levels of AFP, AFU, and anti-ku86 were measured

using commercial enzyme immunoassay kits. The significance of

differences in above analyses was examined using IBM SPSS

Statistics 18.0. The overall diagnostic accuracies of each tumor

marker were evaluated by receiver-operating characteristic (ROC)

analysis using R statistical software, P \ 0.05 was considered sig-

nificant in all analyses.

Result: (1) Serum anti-Ku86 levels in patient groups. Serum anti-

Ku86 levels in HCC group were not higher than other three groups.

Differences were not significant among the four groups (p = 0.71,[
0.05). (2) Relationships between tumor/patient characteristics and

anti-Ku86 expression. There were no significant differences in age,

sex, tumor, tumor size, vascular invasion, Child grade, TNM staging,

and family history between the low and high anti-Ku86 expression

levels. (3) Serum AFP levels in patient groups. The expression level

of AFP in four groups had significant difference (p\ 0.001); it was

obviously higher in the patients of liver cancer, of which the median

is 248.31 ng/ml, significantly higher than the other three groups. (4)

Comparison with AFP, AFU and anti-ku86. The cut-off values of the

three markers are presented in table 1. ROC curves for anti-Ku86,

AFP and AFU are presented in Fig. 1. The area under the curve

(AUC) for AFP was significantly greater than those for anti-Ku86 and

AFU. The diagnostic accuracy of anti-Ku86 (AUC value 0.52) is

poor.

Conclusion: The expression of anti-Ku86 was not higher in HBV-

related HCC. The clinical diagnosis value is poor. Therefore, anti-

Ku86 may not be a potential biomarker; AFP is still a relatively stable

marker, its sensitivity and specificity are better than AFU as well as

anti-Ku86, which cannot be replaced for the early detection of HCC.
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The cut-off values of AFP, AFU, and anti-Ku86.

The ROC curves of AFP, AFU and anti-Ku86.

PP0376

A analysis for survival predictors for patients with hepatocellular
carcinoma who failed to soraefnib treatment

Young-sun Lee1, Ji Hoon Kim1, Yang Jae Yoo1, Ji Hye Je1, Sang
Jun Suh1, Young Kul Jung1, Yeon Seok Seo1, Hyung Joon Yim1,
Jong Eun Yeon1, Kwan Soo Byun1

1Korea University Medical Center, Seoul, Korea

Background: Although sorafenib is the standard treatment of patients

with advanced hepatocellular carcinoma (HCC), substantial patients

experience failure of sorafenib therapy due to progression, adverse

effect and clinical decompensation. We aimed to investigate the

prognosis predictors and the role of 2nd-line systemic chemotherapy

in patients with advanced HCC who failed by sorafenib therapy.

Methods: From 2007 to 2015, the medical records of 166 HCC

patients who permanently discontinued sorafenib therapy with any

cause were retrospectively reviewed. For further analysis of survival

factors after sorafenib failure, we divided the 2nd-line treatment

patients as systemic chemotherapy group, selected best supportive

care (BSC) group consisted with favor general condition and liver

function, and terminal supportive care group consisted with poor

general condition and/or liver function.

Result: Mean age was 57.8 years and chronic hepatitis B (74.1%) was

main attributable factor in development of HCC. After discontinua-

tion of sorafenib, median overall survival (OS) was 2.8 (1.9–3.7)

months. The survival in patients who discontinued sorafenib due to

adverse effect, progression and poor clinical condition were 5.5

(2.4–8.6), 5.5 (2.2–8.9) and 0.9 (0.5–1.3) months, respectively (p \

0.001). The independent predictive factors of survival after sorafenib

failure were poor ECOG (HR 0.801), alpha feto-protein[400 ng/ml

(HR 0.412) and discontinuation cause (HR 0.349). We further

investigated the survival according to patients who received 2nd-line

therapy or not. 48 patients were treated with systemic chemotherapy

whereas 116 patients received supportive care. Systemic chemother-

apy group showed better survival outcome compared to supportive

care group (10.6 vs.1.6 months, p\0.001). When terminal supportive

care group were excluded, systemic chemotherapy group showed also

better survival outcome compared to selected BSC group (10.6 vs.4.2

months, p = 0.023).

Conclusion: The survival after sorafenib failure of patients who

discontinue sorfenib due to progression and adverse effect was sig-

nificantly better than due to clinical deterioration. Moreover, patients

who received 2nd-line therapy showed better survival than only

supportive care after sorafenib failure.

PP0377

The diagnostic value of serum PIVKA-II and AFP for hepatitis
B/C virus-associated hepatocellular carcinoma in Chinese people

Hong Tang1,2, Xiaoqiong Tang2,3, Hong Li1,2, Lingyun Zhou1,2,
Miao Liu1,2

1Center of Infections Disease, West China Hospital, Sichuan

University, Chengdu; 2Division of Infectious Diseases, State Key

Laboratory of Biotherapy, Sichuan University, Chengdu; 3Center of

Infections Disease, West China Hospital, Sichuan University,
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Background: To compare the diagnostic value of prothrombin

induced by vitamin K absence-II (PIVKA-II), alpha-fetoprotein

(AFP) and their combination in Chinese patients with hepatocellular

carcinoma (HCC) caused by hepatitis B/C virus (HBV)/(HCV)

infections.

Methods: A total of 301 subjects were retrospectively enrolled,

including 103 patients with HCC, 108 patients with liver cirrhosis

(LC), and 91 patients with chronic hepatitis B/C (CHB/CHC). AFP

and PIVKA-II levels were measured in the same serum in all subjects.

The area under the receiver operating characteristic (AUC) curves of

PIVKA-II, AFP and their combination were calculated and compared.

Result: The median serum PIVKA-II levels in HCC, LC and CHB/

CHC patients were 495.0, 18.0 and 19.0 mAU/mL, respectively. At a

cut-off value of 41.5 mAU/mL, PIVKA-II had an optimal sensitivity

of 84.5% and a specificity of 96.0%, whereas AFP with a cut-off

value of 12.9 ng/mL showed an optimal sensitivity of 73.8% and a

specificity of 80.8%. When AFP and PIVKA-II were combined, the

sensitivity and specificity were 86.4 and 84.8%, respectively. In 20

HCC patients (19.4%) with small sized tumor (\3 cm), the sensitivity

and specificity of PIVKA-II, AFP and their combination were 70.0%/

96.0%, 80.0%/79.3 and 80.0%/81.3%, respectively. In 32 HCC

patients (31.1%) with low AFP levels (\20 ng/mL), PIVKA-II

showed a sensitivity of 83.5% and a specificity of 96.0%. In multi-

variate analysis, PIVKA-II was correlated with tumor size, the levels

of serum ALT, AST and albumin.

Conclusion: PIVKA-II was more sensitive and specific than AFP in

diagnosing Chinese HCC patients caused by HBV/HCV infections.

PIVKA-II level was correlated with tumor size and was less sensitive

than AFP in the diagnosis of small-sized HCC. The simultaneous

measurement of PIVKA-II and AFP could improve the detection of

HCC in Chinese patients caused by HBV/HCV infections.
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Clinical significance of the peri-tumoral decreased uptake area
on hepatobiliary phase of gadoxetic acid-enhanced MRI
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Incheon, Korea

Background: Recently, it has been suggested that the peritumoral

decreased uptake area (PDUA) on hepatobiliary phase of gadoxetic

acid-enhanced MRI was associated with vascular invasion in HCC.

The aims of our study were to clarify the clinicopathological char-

acteristics of PDUA on hepatobiliary phase and to elucidate the

predictability of the PDUA on tumor recurrence after resection.

Methods: We retrospectively analyzed the clinicopathological and

radiological data from 185 consecutive HCC patients who underwent

preoperative gadoxetic acid-enhanced MRI and surgical resection

between January 2008 and January 2016. Data of 185 patients with

HCCs were analyzed for clinicopathological characteristics on

PDUA, and data of 136 patients with HCCs within Milan criteria were

analyzed for predictability of the PDUA on tumor recurrence after

resection. The presence of a faint and hypointense area around the

tumor in the hepatobiliary phase was defined as PDUA.

Result: Among 185 patients with HCCs, PDUA on hepatobiliary

phase of gadoxetic acid-enhanced MRI was observed in 25 (13.5%)

patients. In multivariate analysis, tumor size ([5 cm, OR 10.8, CI

3.9–32.6, p \ 0.001) and microvascular invasion (OR 6.3, CI

1.9–20.9, p = 0.003) were significantly associated with PDUA.

Among 136 patients with HCCs within Milan criteria, PDUA on

hepatobiliary phase was observed in 9 (6.6%) patients. Multivariate

survival analysis using Cox’s regression identified that PDUA

(HR 2.7, 95% CI 1.01–7.26, p = 0.047) was an independent risk

factor for recurrence after resection of HCCs within Milan criteria.

The recurrent-free survival in group with PDUA after resection by

Kaplan–Meier method with the log-rank test was significantly worse

than that in group without PDUA (p\ 0.001).

Conclusion: PDUA on hepatobiliary phase of gadoxetic acid-en-

hanced MRI could be a useful preoperative predictor of microvascular

invasion and prognosis factor after surgical resection in HCC.

PP0380

Contrast-enhanced ultrasound and diffusion weighted MR
imaging for the differentiating small (£3 cm) hypovascular HCCs
from dysplastic nodules in patients with cirrhosis
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Background: Early detection of HCC in cirrhotic patients is impor-

tant to improve clinical outcomes. However, differential diagnosis

between hepatocellular carcinoma (HCC) without typical enhance-

ment pattern on dynamic imaging studies and dysplastic nodule (DN)

is frequently difficult. This study aimed to evaluate the usefulness of

contrast-enhanced ultrasound (CEUS) and diffusion weighted MR

imaging (DWI) for the differentiation between small (B3 cm) hypo-

vascular HCCs and DNs in patients with cirrhosis.

Methods: A total of 21 cirrhotic patients with a liver nodule smaller

than 3 cm showing iso- or hypo-enhancement in arterial phase of

gadoxetic acid-enhanced MRI who underwent liver CEUS, gadoxetic

acid-enhanced MRI with DWI and ultrasound-guided liver biopsy

were retrospectively reviewed. CEUS and DWI findings were com-

pared with histopathologic and clinical data.

Result: Liver pathology showed HCCs in 13 patients and DNs (6 high

grade and 2 low grade) in 8 patients. The mean size (cm) of HCCs and

DNs was 1.68 ± 0.50 and 1.58 ± 0.42, respectively. Twelve out of 13

(92.3%) hypovascular HCCs on gadoxetic acid-enhanced MRI

showed a hypervascular pattern on CEUS (p\ 0.001), and all of 13

hypovascular HCCs showed a high signal intensity on DWI (p =

0.003). The sensitivity, specificity, PPV, and NPV of arterial hyper-

enhancement including reticular hyperenhancement by CEUS for the

differentiation of small hypovascular HCCs and DNs were 92.3, 100,

100, and 88.9% respectively. The sensitivity, specificity, PPV, and

NPV of DWI for the differentiation of small hypovascular HCCs and

DNs were 100, 62.5, 81.3, and 100 % respectively.

Conclusion: Both CEUS and DWI were useful methods for the dif-

ferentiation between small (B3 cm) hypovascular HCCs and DNs in

patients with cirrhosis. CEUS might be more specific method for

differentiation between small (B3 cm) hypovascular HCCs and DNs

than DWI.

PP0381

Serum microRNA panel for early diagnosis of the onset
of hepatocellular carcinoma

Ying Zhang1, Tao Li2, Yumin Qiu1, Tao Zhang3, Pengbo Guo1,
Xiaomin Ma1, Qing Wei1, Lihui Han1

1Shandong University School of Medicine, Jinan; 2Provincial
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Background: Unique change of circulating microRNAs (miRNAs)

was recognized to occur in early oncogenesis, which conferred it the

potential as biomarkers for early detection of cancer. However, its

diagnostic capability for HCC hasn’t been fully understood. The aim

of this study was to evaluate the significance of serum miRNAs as

biochemical markers for hepatocellular carcinoma.

Methods: Microarray analysis was applied to screen the initial can-

didate miRNAs from both the supernatants of anoikis-resistant

cellular models and the sera samples of HCC patients. Then quanti-

tative reverse-transcriptase polymerase chain reaction assay (qRT-

PCR) was performed in clinical sera samples to validate the diag-

nostic efficiency of selected miRNAs, and logistic regression models

were established accordingly. Area under the receiver operating

characteristic curve (AUC) was used to evaluate the diagnostic

accuracy of the selected miRNAs panel.

Result: Four miRNAs (miR-16-2-3p, 92a-3p, 107 and 3126-5p) were

significantly changed in HCC patients compared with controls.

Diagnostic value of miR-3126-5p was effective for all stages of HCC

patients, especially for the early stage (AUC = 0.913 for early stage,

and AUC = 0.855 for late stage). Logistic regression analysis iden-

tified a 3-miRNA panel (miR-92-3p, miR-107 and miR-3126-5p) as
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valuable diagnostic marker for HCC, especially for early stage

patients (AUC = 0.975) and for low-level AFP HCC patients (AUC

= 0.971). In addition, the combination of 3-miRNA panel and AFP

was even more effective for discriminating the early stage HCC

patients (AUC = 0.988) and low-level AFP HCC patients (AUC =

0.989) from control.

Conclusion: MiR-3126-5p was a distinctive marker for the diagnosis

of HCC, especially for the diagnosis of early stage patients. Diag-

nostic efficacy of the combination of 3-miRNA panel and AFP was

powerful for HCC diagnosis, especially in early tumor screening and

low-level AFP patients.

Figure.1 ROC curves analysis for diagnostic capability of the

serum candidate miRNAs in the different stages of HCC

PP0383

Clinical significance of radiation-induced liver disease
after stereotactic body radiation therapy for small hepatocellular
carcinoma

Baek Gyu Jun1, Young Don Kim1, Gab Jin Cheon1

1University of Ulsan College of Medicine, Gangneung Asan Hospital,

Gangneung-si, Korea

Background: The aim of this study was to investigate parameters that

predict radiation-induced liver disease (RILD) following stereotactic

body radiotherapy (SBRT) in patients with hepatocellular carcinoma

(HCC) and to identify the clinical significance of RILD.

Methods: We retrospectively reviewed the medical records of 111

HCC patients treated by SBRT from March 2011 to February 2015.

RILD was defined as elevated liver transaminases more than five

times the upper normal limit or a worsening of Child–Pugh score by 2

within 3 months after SBRT. All patients were assessed at 1 month

and every 3 months after SBRT.

Result: Median follow-up was 16.5 (3–56) months after SBRT. RILD

was diagnosed in 24 (21.6%) of the 111 patients. On univariate

analysis, significant predictive factors of RILD were Child–Pugh (CP)

score (p \ 0.001), portal vein thrombosis (p = 0.039), and normal

liver volume (p = 0.002). Multivariate logistic regression analysis

showed that CP score was a significant predictor of RILD (p\0.001).

The incidence of RILD increases above a CP score of 6 and,

remarkably, the incidence of recovery from RILD decreases signifi-

cantly above a CP score of 8. Considerable worsening of liver

function after SBRT was observed in patients with CP score above 7

during 6 months. In survival analysis, CP score was an independent

prognostic factor of overall survival (P = 0.001).

Conclusion: CP score is an important factor to predict RILD. RILD

can be tolerated by patients with a CP score B7. However, careful

monitoring of liver function is needed in patients with a CP score 7

after SBRT.

PP0384

A new treatment-integrated prognostic nomogram
of the Barcelona Clinic Liver Cancer system for hepatocellular
carcinoma

Teh-ia Huo1,2, Chia-Yang Hsu3, Po-hong Liu1,2

1Attending Physician; 2Taipei Veterans General Hospital, Taipei,

Taiwan; 3Department of Internal Medicine, University of Nevada

School of Medicine, Reno, NV, USA

Background: The nomogram of the Barcelona Clinic Liver Cancer

(BCLC) has been proposed recently. Primary anti-cancer treatments

are known to associate with the survival of hepatocellular carcinoma

(HCC) patients. This study aims to propose a treatment-integrated

nomogram derived from BCLC to improve prognostic prediction for

patients with HCC.

Methods: A total of 3371 patients were randomly grouped into

derivation (n = 2247) and validation (n = 1124) sets. The beta
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coefficients from multivariate Cox proportional hazards model were

used to generate the nomogram from tumor burden, cirrhosis, per-

formance status (PS) and primary anti-cancer treatments.

Concordance indices, calibration plots and Akaike information cri-

terion were used to evaluate the performance of nomogram.

Result: By adding up points from the nomogram, every patient had an

individualized nomogram score (0–30) and predicted survival at 3 and

5 years. The derivation and validation sets had the same concordance

index of 0.774 (95% confidence intervals: 0.717–0.826 and

0.656–0.874, respectively). The calibration plots were close to the

45-degree line for 3- and 5-year survival predictions of BCLC stages

0-C patients for both the derivation and validation sets. Validation

group patients divided into 10 subgroups by using the original and

new treatment-integrated BCLC nomogram were used to evaluate the

prognostic performance of integrating primary anti-cancer treatments.

Compared to the nomogram of original BCLC system, the treatment-

integrated nomogram of BCLC system had better homogeneity, dis-

criminatory ability and smaller Akaike information criterion.

Conclusion: Integrating primary anti-cancer treatments into the

BCLC nomogram is feasible and provides enhanced prognostic pre-

diction for HCC.

PP0385

SUV value of FDG-PET is a useful predictor for differentiation
of hepatocellular carcinoma

Daisaku Yamada1, Hidetoshi Eguchi1, Hiroshi Wada1, Goro
Ueno1, Tadafumi Asaoka1, Takehiro Noda1, Koichi Kawamoto1,
Kunihito Gotoh1, Yuichiro Doki1, Masaki Mori1

1Department of Gastroenterological Surgery, Graduate School of

Medicine, Osaka University, Osaka, Japan

Background: Surgery resection or radiofrequency ablation (RFA) is

a curative treatment option for local hepatocellular carcinoma (HCC),

and many reports revealed that both of them bring similar result in

clinical treatment effect when patients were carefully selected either

option. However, it has been shown that the tumor type of recurrence

after RFA often included poor differentiated HCC, indicating poor

differentiated HCC is refractory to RFA treatment. Since it is difficult

to make a histological diagnosis without interventional approach, it is

hard to decide a treatment option according to HCC differentiation.

On the other hand, several reports suggested the usefulness of FDG/

PET-CT in the prediction of various tumor’s differentiation, despite

lack of investigation for HCC. Here we retrospectively investigated

the relationships between tumor differentiation of HCC in resected

specimen and preoperative clinical information including SUV value

of FDG/PET-CT.

Methods: We investigated preoperative information of 934 patients

and its corresponding resected specimen which are obtained by sur-

gery from 1981 to 2015 in our institute. They included 33 cases who

received PET-CT before surgery.

Result: Multivariate analysis following univariate analysis indicated

that 3 factors; the low value of AFP (p = 0.033), small tumor size (p

\ 0.0001), or no vessel invasion (p = 0.0004), are the prediction

factor of high differentiated HCC, while 2 factors; the presence of

preoperative TACE (p = 0.0149) or vessel invasion (p \ 0.0001),

were the prediction factor of poor differentiated HCC. Although,

there were unfortunately not any cases with well differentiated HCC

in the 33 cases who received PET-CT, SUV value of FDG in poor

differentiated HCC showed significantly high value than those in

moderate differentiated HCC (p = 0.0069).

Conclusion: Multivariate analysis of preoperative information did not

detect any useful factors to decide the treatment option for early HCC,

meanwhile, SUV value of FDG in poor differentiated HCC showed

significantly high value. Although further investigation is needed, this

investigation indicated that FDG/PET-CT would be a useful tool to

predict the differentiation of HCC.

PP0386

Association of hepatitis status with surgical outcomes in patients
with dual hepatitis B and C related hepatocellular carcinoma

Zhenbin Ding1, Xiutao Fu1, Yinghong Shi1, Jian Zhou1, Jia Fan1

1Liver Cancer Institute, Zhongshan Hospital, Fudan University,

Shanghai

Background: The conception that serological hepatitis markers

determined surgical prognosis of hepatocellular carcinoma (HCC)

associated with hepatitis B (HBV) or hepatitis C (HCV) has been well

defined. However, little is known about the relationship between

surgical outcomes and serological hepatitis markers in patients with

dual HBV and HCV related HCC.

Methods: A retrospective analysis of the clinical data of 39 HCC

patients with HBV-HCV coinfection who underwent curative hepa-

tectomy between 2001 and 2011 was performed. HBV DNA

quantification, expression of HBV antigens, anti-HCV signal-to-cut-

off ratio (S/CO) and some clinicopathological characteristics were

investigated to show the potential relationship among them and the

surgical prognosis.

Result: The postoperative 1-, 3-, and 5-year overall survival rates of

these 39 HCC patients was 89.6, 73.3, and 55.9%, respectively. The

Cox proportional hazards model identified that HBV DNA quantifi-

cation of 1000 IU/mL or higher, HBeAg seropositivity, tumor size of

greater than 5 cm, multiple tumors, and vascular invasion were risk

factors for HCC prognosis. Thus, HBV DNA quantification, HBsAg

level, HBeAg status and HCV-Ab level which may reveal the hep-

atitis status were further analyzed. The overall survival time in the

group with high (C1000 IU/mL) HBV DNA quantification was sig-

nificantly lower than the group with low (\1000 IU/mL) HBV DNA

quantification (34.33 ± 8.63 vs 110.65 ± 16.50 months; P = 0.003).

Similarly, the high HBsAg level (C1000 IU/mL) was associated with

poor survival compared with the low HBsAg level (79.45 ± 12.88 vs

119.49 ± 16.01 months; P = 0.05). Moreover, HBeAg seropositivity

determined a higher cumulative risk for death (23.59 ± 5.89 vs

107.40 ± 12.07 months; P \ 0.0001). However, no significant dif-

ference was observed in overall survival time between the groups

with low (\10.9 S/CO) and high (C10.9 S/CO) HCV-Ab level (43.56

± 10.32 vs 91.89 ± 15.64 months; P = 0.418). The level of HBsAg

was observed significantly higher in group with low HCV-Ab level

than in group with low HCV-Ab level (6696.75 ± 1521.16 vs 3221.99

± 3104.90; P = 0.004). Furthermore, the data we analyzed showed

these 4 serological hepatitis markers were not correlated with

cumulative recurrence rate. On multivariate analysis, none of sero-

logical hepatitis markers was an independent prognostic factor for

HCC patients with dual hepatitis B and C.

Conclusion: Among HCC patients with HBV-HCV coinfection,

those who with preoperatively high HBV DNA quantification or

HBeAg seropositivity had a short survival time and served as poor

survival indicators. Serological expression of HBV status rather than

HCV status might potentially dominate the surgical outcomes of the

Chinese HCC patients with HBV-HCV coinfection.
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PP0387

Validation of hepatoma arterial embolization (HAP) prognostic
score in Egyptian patients with hepatcellular carcinoma

Mohamed Ahmed Samy Kohla1, Asmaa Abdelhaie1, Gasser El-
Azab1, Asmaa Gomaa1, Mohamed Saied1, Inas Maged1

1National Liver Institute, Menoufia University, Al Minufya, Egypt

Background: Hepatocellular carcinoma (HCC) is the most common

primary malignancy of the liver. It is the fifth most common cancer in

men and seventh among women, worldwide.

TACE is the standard of care for treatment of patients with an

intermediate stage HCC.

HAP score is a new score validated on HCC patients who

underwent TACE to assess survival depending on 4 parameters:

Bilirubin, serum albumin, AFP, and the size of the largest tumor.

Aim: Evaluation of validity and utility of Hepatoma Arterial

Embolization Prognostic score (HAP score) in a cohort of Egyptian

patients with an intermediate stage HCC who are amenable for

TACE.

Methods: Data of HCC patients who underwent TACE at the

National Liver Institute from Jan 2007 till May 2015 was collected

retrospectively, 416 patients were included, HAP score was evaluated

in all patients and overall survival was assessed with a minimum

follow up period of 12 months, statistical analysis was done using

SPSS software (version 13; Inc., Chicago. IL).

Result: The majority of patients were males (83.7 % males versus

16.3% females), with a mean age of 58 ± 8.1 years.

Out of 416 patients, 267 (64.9%) had Child class A cirrhosis, 143

(34.7%) had Child class B cirrhosis, and only one (0.2%) patient had

Child class C cirrhosis at presentation.

Out of 416 patients, 51 (12.3%) had HAP score of 0, 129 (31%)

had score of 1, 164 (39.4%) had HAP score of 2, 72 (17.3%) had HAP

score of[2.

The median survival of patients with HAP 0, HAP 1, HAP 2 and

HAP [2 was 53, 23, 22, 14 months respectively, showing a signifi-

cantly shorter survival with advanced score, as shown in Fig. 1.

Survival probability 18.6, 13.1, 9.2, 7.3% for patients with HAP

score 0, 1, 2,[2 respectively, with a P value\ 0.01.

Conclusion: HAP score is a useful tool for prediction of survival after

TACE in a cohort of Egyptian patients with HCC and could be used

for proper patient selection to improve the outcome of TACE.

PP0388

Assessment value of indocyanine green clearance test
for preoperative liver reserve function of patients with primary
liver cancer

Wenqi Huang1

1The Infectious Department of NO.174 Hospital of PLA or Cheng

gong Hospital Affiliated to Xiamen University, Xiamen Fujian

Background: To study the assessment value of indocyanine green

clearance test for preoperative liver reserve function of patients with

primary liver cancer.

Methods: Fifty healthy persons were selected as controls (control

group), and 71 patients were allocated to study group. The levels of

ICGR15 were measured. At the same time, hepatic function, blood

routine and abdominal ultrasound were determined and the CTP

scores were calculated for classification. By SPSS 17.0, statistical

analyses of measurement data were conducted by Student’s t-test or

the single-factor analysis of variance test and the linear correlation of

data were determined.

Result: The levels of ICGR15 in patients with primary liver cancer

(18.7 ± 4.3) were higher than controls (4.7 ± 1.2) (t = -22.39, P\
0.05); The more CTP score, the higher ICGR15 (F = 51.43, P \
0.05), and the ICGR15 was positively correlated with the CTP score

(r = 0.722, P \ 0.05) and negatively correlated with hepatic blood

flow and plasma disappearance rate (r = -0.889, -0.753; P\0.05);

The levels of PT, INR, ALT, AST, Alb, TB in patients with different

ICGR15 were not same (t = 3.39,61.9,2.62,3.19,69.0,40.5;P\0.05),

and the ICGR15 was positively correlated with the levels of PT, INR,

AST, TB (r = 0.665, 0.527, 0.316, 0.721; P\ 0.05) and negatively

correlated with the levels of Alb (r = -0.507, P\0.05) and had the

most significant correlation with the levels of PLT and TB.

Conclusion: The indocyanine green clearance test can dynamicly

reflect liver reserve function of patients with liver cirrhosis more

accurately and was better than the CTP classification.

PP0389

Prognostic value of survivin in patients with hepatocellular
carcinoma

Yuan Huang1, Jinhong Liu1, Shiwei Yang1, Riga Su1, Jiahong
Dong1

1Center For Hepatobillary And Pancreatic Diseases, Beijing Tsinghua

Changgung Hospital, Medical Center, Tsinghua University, Beijing

Background: The expression of survivin is a promising prognostic

indicator for some carcinomas. However, evidence for the prognostic

value of survivin with respect to survival in hepatocellular carcinoma

remains controversial. To conduct a systematic review of studies

evaluating survivin expression in hepatocellular carcinoma as a

prognostic indicator.

Methods: The relevant literature was searched using PubMed,

EMBASE, and Chinese biomedicine databases, and two meta-anal-

yses were performed. One studied the association between survivin

expression and the overall survival of patients with hepatocellular

carcinoma, whereas the other studied the association between survivin

expression and disease-free survival. Studies were pooled, and sum-

mary hazard ratios (HRs) were calculated. Subgroup analyses were

also conducted.

Result: Fourteen eligible studies with a total of 890 patients were

included in this study. Two meta-analyses were performed according

to the different outcomes by which prognosis was valued. The com-

bined HR of the overall survival studies was 2.33 (95% CI 1.65–3.31).

The combined HR of disease-free survival studies was 2.13 (95% CI

1.65–2.75). These data appeared to be significant when stratified by

detection method, the language of publication, and HR estimate. The

heterogeneities were highly significant (I 2 .50%) when subgroup

analyses of overall survival rate were conducted, whereas little

heterogeneity was found when subgroup analyses of disease-free

survival rate were carried out. The positive expression of survivin in

the cytoplasm was significantly correlated with poor prognosis in

HCC (HR.1).

Conclusion: This study showed that survivin expression was corre-

lated with poor prognosis in patients with hepatocellular carcinoma,

regardless whether they were assessed by overall survival or disease-

free survival.
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PP0390

Missing cases in diagnosis of HCC 2cm or more sizes

Hyuk Jin Moon1, Hong Soo Kim1, Sae Hwan Lee1, Sang Gyune
Kim1, Young Seok Kim2, Boo Sung Kim2, Soung Won Jeong2, Jae
Young Jang3

1Soonchunhyang University College of Medicine Cheonan Hospital,

Cheonan, Korea; 2Soonchunhyang University College of Medicine

Bucheon Hospital, Bucheon, Korea; 3Soonchunhyang University

College of Medicine Seoul Hospital, Seoul, Korea

Background: The aim of this study was to analysis the cause of

missing cases in diagnosis HCC 2 cm or more sizes in Soonchun-

hyang University College of Medicine Cheonan Hospital about 10

years.

Methods: Between March 2006 and February 2014, 111 patients

conducted HCC surveillance over 1 year among 726 patients diag-

nosed HCC by CT or MRI. We analysis retrospectively

ultrasonographic finding of missing cases in diagnosis HCC 2 cm or

more sizes. We define ‘‘missing case’’ in the case of ultrasound

performed two or more times within 1 year and diagnosis HCC 2 cm

or more sizes by CT or MRI after ultrasound.

Result: The total missing rate was 23.4% (26/111) in HCC surveil-

lance, respectively. Missing case was 4 patients in chronic hepatitis B

group (12 cases) and 22 patients in liver cirrhosis group (92 cases)

(33.3 vs. 23.9%, p = 0.593). Missing case was 12 patients in

surveillance by one operator group (71 cases) and 14 patients in

surveillance by multi operator group (40 cases) (16.9 vs. 35%, p =

0.094). The total missing rate was 36% (40/111) based on more than

1cm, 23% (26/111) based on more than 2 cm, 10% (11/111) based on

more than 3 cm. Missing rate was 33.8% (24/71) based on more than

1 cm, 16% (12/71) based on more than 2 cm, 4.2% (3/71) based on

more than 3 cm in surveillance by one operator group. Missing rate

was 40% (16/40) based on more than 1 cm, 35% (14/40) based on

more than 2 cm, 20% (8/40) based on more than 3 cm in surveillance

by multi operator group.

Conclusion: Ultrasonography is important test method to diagnosis

and surveillance for HCC. But it affected by the ability of the oper-

ator, characteristics of HCC, size, location. To diagnosis small sized

HCC, missing rate was lower in surveillance by one operator which

know patient’s clinical findings and examination results. In surveil-

lance by one operator, missing cases were ‘‘blind spot’’ (dome, S7,8),

isoechoic lesion, diffuse and infiltrative lesion.
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Figure. 2 ROC analysis of logit model with 3-miRNAs panel, the

combination of 3-miRNAs panel and AFP in the patients with dif-

ferent stages of HCC and low AFP level (AFP

PP0391

Comparative analysis of primary hepatocellular carcinoma
with single and multiple lesions by iTRAQ based quantitative
proteomics

Xiaohua Xing1, Jingfeng Liu1, Xiaolong Liu1

1Mengchao Hepatobiliary Hospital of Fujian Medical University,

Fuzhou

Background: In clinical practices, the therapeutic outcomes and

prognosis of hepatocellular carcinoma (HCC) patients with different

tumor numbers after surgery are very different; however, the under-

lying mechanisms of the tumorigenesis and development of HCC with

different tumor numbers are still not well understood.

Methods: Here, we systematically compared the overall proteome

profiles between the primary HCC with single and multiple lesions

using iTRAQ-based quantitative proteomics approach.

Result: We identified that 107 and 330 proteins were dysregulated in

HCC tissue with multiple lesions (MC group) and HCC tissue with a

single lesion (SC group), compared with their noncancerous tissue

(MN and SN group) respectively. The dysregulated proteins in MC

group are concentrated in UBC signaling pathway and NFjB sig-

naling pathay, but the dysregulated proteins in SC group are more

concentrated in ERK signaling pathway and the NFjB signaling

pathway. These information revealed that there might be different

molecular mechanisms of the tumorigenesis and development of the

HCC with single and multiple lesions. Furthermore, HSD17B13 were

only down regulated in MC group while HK2 were only up regulated

in SC group among these dysregulated proteins.

Conclusion: Therefore, the protein HSD17B13 and HK2 might be

potential biomarkers for the primary HCC with single and multiple

lesions.

PP0392

Changing epidemiology and etiology of hepatocellular carcinoma
(HCC) in New Zealand: audit from NZ Liver Transplant Unit
Prasad Debi, Gane Ed, Orr David, Holden Andrew, McCall John,
Bartlett Adam Liver transplant Unit, Auckland City Hospital

Debi Prasad1, Edward Gane1, Nz Ltu

1NZ Liver Transplant Unit, Auckland, New Zealand

Objectives: To describe changing trends in epidemiology and aeti-

ology of hepatocellular carcinoma (HCC) in New Zealand since the

introduction of centralised HCC service in 1995.

Methods: HCC incidence data from NZLTU HCC multidisciplinary

meeting (MDM) was correlated with clinical notes and liver cancer

mortality data accessed from the National registry. Trends in inci-

dence of HCC were analysed in addition to changes in aetiology of

HCC and proportion of HCC in non-cirrhotic patients. Since 1998,

patients with new diagnosis of HCC are presented to NZLTU MDM

and management recommendations are conveyed to the referring

physician. Majority of therapeutic interventions (liver transplant,

resection, percutaneous and laparoscopic ablation and transarterial

chemoembolization) are performed at NZLTU.

Result: HCC incidence data from NZLTU HCC multidisciplinary

meeting (MDM) was correlated with clinical notes and liver cancer

mortality data accessed from the National registry. Trends in inci-

dence of HCC were analysed in addition to changes in aetiology of

HCC and proportion of HCC in non-cirrhotic patients. Since 1998,

S380 Hepatol Int (2017) 11 (Suppl 1):S1–S1093

123



patients with new diagnosis of HCC are presented to NZLTU MDM

and management recommendations are conveyed to the referring

physician. Majority of therapeutic interventions (liver transplant,

resection, percutaneous and laparoscopic ablation and transarterial

chemoembolization) are performed at NZLTU.

Conclusion: The annual incidence of HCC is increasing by more than

20% because of the aging HCV cohort and obesity epidemics. This is

projected to reach 500 patients per annum by 2030. The proportion of

new HCC cases in patients with non-cirrhotic NASH is increasing,

raising the issue of which patients with NASH should undergo HCC

surveillance.

PP0393

Diagnostic performance of tumor makers AFP and PIVKA-II
in Chinese hepatocellular carcinoma patients

Xiaowei Wang1, Peng Yin1

1Abbott Diagnostic Division R&D Shanghai Lab, Shanghai

Background: Early detection of HCC plays an important role in

effective control of hepatocellular carcinoma (HCC). Tumor makers

are useful for early diagnosis and monitoring of recurrence of HCC.

Although a-fetoprotein (AFP) has been widely used as an indicator of

HCC, it has its limitations. Prothrombin induced by the absence of

vitamin K or antagonist-II (PIVKA-II) is a sensitive diagnostic mar-

ker in HCC. The combined performance of AFP and PIVKA-II in

early detection of HCC is not clear.

The aims of this study were to determine (1) performance of PIVKA-

II for the diagnosis of HCC (2) the combined performance of AFP and

PIVKA-II (3) comparison between the ARCHITECT and FUJIR-

EBIO platforms.

Methods: A total of 200 healthy subjects, 250 non-HCC liver patients

and 148 HCC patients were enrolled in this study. Serum AFP and

PIVKA-II were measured on both the ARCHITECH and FUJIREBIO

platforms.

Result: The sensitivity (SE) and, specificity (SP) of ACHITECH

PIVKA-II was 76 and 89%, with a positive predictive value (PPV) of

69% and negative predictive value (NPV) of 92%. The SE, SP of

ARCHITECH AFP was 68% and 91%, with PPV of 72% and NPV of

90%. The SE, SP of combined ARCHITECH AFP and PIVKA-II was

85 and 82%, with PPV of 61% and NPV of 94%. The SE, SP of

combined AFP and PIVKA-II in early stage HCC patients was 81 and

82%, with PPV of 43% and NPV of 96%. The table below shows the

sensitivity, specificity, positive predictive value, and negative pre-

dictive value with different predictor variables.

Conclusion: The combined AFP and PIVKA-II panel is a more

accurate marker for HCC presence than AFP or PIVKA-II alone,

especially in stage 1&2 HCC patients.

PP0394

Hepatitis B surface antigen levels in hepatitis B virus-related
hepatocellular carcinoma: a retrospective cross-sectional study

Da-wu Zeng1, Yue-yong Zhu1, Jing Dong1, Jia-Ji Jiang1

1Liver Center, The First Affiliated Hospital, Fujian Medical

University, Fuzhou 350005, Fujian Province

Background: To investigate the distribution of serum hepatitis B

surface antigen (HBsAg) levels in treatment naı̈ve patients with

hepatitis B virus (HBV)-related hepatocellular carcinoma (HCC) at

the point of diagnosis.

Methods: A total of 226 patients were enrolled and retrospectively

analyzed (Figure 1). Virological parameters including HBsAg,

HBeAg, HBV-DNA levels, laboratory parameters and AFP were

accessed at the time of HCC was diagnosed. HBsAg levels were

compared using Kruskal-Wallis H rank sum test in order to explore

the distribution of HBsAg in different demographic characteristics,

with or without cirrhosis, different virological indicators and different

BCLC stages

Result: HBsAg levels of HBV-related HCC patients in less than 60

years old group were significantly lower than patients in more than 60

years old group (P = 0.004). HBsAg levels in HBeAg positive group

and HBV-DNA positive group were significantly higher than HBeAg

negative group and HBV-DNA negative group, respectively (all

P\0.001), but not significantly different between patients without

liver cirrhosis and patients with liver cirrhosis (P [ 0.05). Serum

HBsAg (log10IU/ml) levels in BCLC periods were 0: 1.92

(1.46–2.41), A: 3.11 (2.71–3.39), B: 3.28 (2.46–3.54), C: 3.15

(2.12–3.49) and D: 3.23 (2.87–3.54), respectively. The HBsAg levels

in differences BCLC stages were not different significantly (P =

0.064).

Conclusion: No significant differences of HBsAg levels in patients

with liver cirrhosis or not and in different BCLC stages were found,

indicating during later stages of liver disease, the host immune

response maybe be a greater contributor to liver damage but not

HBsAg.
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PP0395

Association between hepatocellular carcinoma and type 2 diabetes
mellitus in Chinese hepatitis B virus cirrhosis patients: a case–
control study

Huixian Han1, Xingshun Qi2

1General Hospital of Shenyang Military Area, Shenyang; 2General

Hospital of Shenyang Military Area, Shenyang

Background: Whether or not the presence of type 2 diabetes mellitus

(T2DM) increases the risk of hepatocellular carcinoma (HCC) in

hepatitis B virus (HBV) cirrhosis patients is controversial. We con-

ducted a retrospective case–control study to evaluate this issue.

Methods: We considered all patients diagnosed with HBV related liver

cirrhosis at our hospital from July 2011 to June 2014. The case (n=91) and

control (n = 91) groups were HBV cirrhosis patients with and without

T2DM, respectively. They were matched as a ratio of 1:1 according to the

individual age (±2 years) and same sex and Child–Pugh score.

Result: All of the baseline data were not significantly different

between the two groups. The percentage of HCC was similar between

the two groups (case versus control group: 34.1 versus 46.2%, P =

0.13). In the case group, sex (P = 0.002), alkaline phosphatase (ALP)

(P\0.001), -glutamyinetransferase (GGT) (P = 0.001), and sodium

(P = 0.003) were associated withthe risk of HCC. In the control

group, platelet (PLT) (P = 0.041), alanine aminotransferase (ALT) (P

= 0.034), aspartate aminotransferase (AST) (P = 0.026), ALP (P\
0.001), and GGT (P\ 0.001) were associated with the risk of HCC.

Conclusion: T2DM may not be a risk factor for the presence of HCC

in HBV cirrhosis.

PP0396

Retrospective analysis of the clinical features of 606 cases
of patients with HBV-related hepatocellular carcinoma

Shouqing Wang1, Guijie Xin1, Hao Li2

1The First Hospital of Jilin University, Changchun; 2The First

People’s Hospital of Hailaer, Hulun Buir

Background: Hepatocellular carcinoma (HCC) is one of the most

malignant cancer types, and is one of the leading causes of cancer

deaths worldwide each year. Chronic infection with Hepatitis B Virus

(HBV) is identified as the strongest risk factor for HCC.

Methods: We enrolled 606 cases of patients diagnosed with HBV-

related hepatocellular carcinoma (HCC) for the first time. We col-

lected the patients’ data such as gender, age, family history, clinical

symptoms, laboratory tests and imaging examination. And the

statistics were analyzed by the SPSS 19.0 software.

Result: There were 440 among the 606 patients with HBV-related

hepatocellular carcinoma who had not been under treatment against

HBV. Among the 440 patients, the ‘‘HBsAg (+), HBeAb (+), HBcAb

(+)’’ group accounts for 52.7% (232 cases), the ‘‘HBsAg (+), HBeAg

(+), HBcAb (+)’’ group accounts for 29.5% (130 cases), the ‘‘HBs Ag

(+), HBcAb (+)’’ group accounts for 8.9% (39 cases), the ‘‘HBsAg

(+), HBeAg (+), HBeAb (+), HBcAb (+)’’ group accounts for 3.9%

(17 cases), the ‘‘HBeAb (+), HBcAb (+)’’ group accounts for 2.3%

(10 cases), the ‘‘HBcAb (+)’’ group accounts for 2.3% (10 cases)and

the ‘‘HBsAg (+), HBeAb (+)’’ group accounts for 0.4%(2 cases). And

the HBV DNA load was positively correlated with ALT and AST

level, Child–Pugh classification and BCLC stages (q = 0.168, P =

0.000; q = 0.240, P = 0.000; q = 0.213, P = 0.000; q = 0.157, P =

0.001; q = 0.096, P = 0.046), and was negatively correlated with

ALB level (q = 20.165, P = 0.001).

Conclusion: In the HBV-related hepatocellular carcinoma, the ‘‘HBs

Ag (+), anti-HBe (+), anti-HBc (+)’’ group accounts for the largest.

And HBV DNA load was positively correlated with ascetic volume,

ALT and AST level, Child–Pugh classification and BCLC stages.

PP0397

A highly stable and biocompatible optical bioimaging nanoprobe
based on carbon nanosphere

Zuwu Wei1,2, Xiaolong Liu2,3, Jingfeng Liu1,4,5

1The Liver Center of Fujian Province, Fujian Medical University,

Fuzhou; 2The United Innovation of Mengchao Hepatobiliary

Technology Key Laboratory of Fujian Province, Mengchao

Hepatobiliary Hospital of Fujian Medical University, Fuzhou; 3The

Liver Center of Fujian Province, Fujian Medical University, Fuzhou;
4The United Innovation of Mengchao Hepatobiliary Technology Key

Laboratory of Fujian Province, Mengchao Hepatobiliary Hospital of

Fujian Medical University, Fuzhou; 5Liver Disease Center, the First

Affiliated Hospital of Fujian Medical University, Fuzhou
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Background: Cancer is one of the main threaten to human health, and

the annual incidence of cancer worldwide increased with an average

rate ranging from 3 to 5% within 30 years.

Methods: The carbon nanosphere was prepared by one-step

hydrothermal method. Briefly, 0.7 g of LBA was dissolved in 35 mL

of ultrapure water, followed by stirring at room temperature about 2 h.

Then, the solution was transferred to a Teflon-equipped stainless-steel

autoclave and reacted at 200 �C for 2 h. After cooling to room

temperature, the mixture was centrifuged at 10,000 rpm for 15 min to

remove aggregated particles, and the supernatant were further cen-

trifuged at 20,000 rpm for 15 min, and the pellet was washed twice

again to obtain the product. The yield in grams of nanoparticles with

respect to the starting LBA is about 2.9%. The purified carbon

nanospheres were dispersed in ultrapure water and stored at 4 �C for

further usage.

Result: In this report, a facile one-step synthesis strategy has been

developed for producing fluorescent carbon nanospheres (CNs) using

lactobionic acid (LBA) as a precursor. The resulting CNs are highly

stable in aqueous solution with an average size of 120 nm. The

obtained CNs contained large amount of –OH and –COOH on their

surfaces which will facilitate further functionalization for more

additional usage. In addition, carbon nanospheres possess the intrinsic

fluorescence property so it can be used for fluorescence imaging.

Meanwhile, our CNs exhibited remarkable photoluminescent prop-

erties and low cytotoxicity which can be used to label living cells with

a highly efficiency, suggesting the potential application in biolabeling

and bioimaging. In brief, we developed a novel fluorescent carbon

nanosphere with high stability, biocompatibility and labeling effi-

ciency for cell imaging, as well as abundant active groups on their

surface for further modifications.

Conclusion: We have synthesized a fluorescent carbon nanosphere

using lactobionic acid as a precursor through one-step hydrothermal

method. The average size of the resulting CNs is about 120 ± 10 nm.

The large amount of hydrophilic groups on the surface, such as –OH

and –COOH, make this nanospheres possess outstanding aqueous

dispersibility, as well as easy modification with other function group

for more additional usage. In addition, the obtained carbon nano-

spheres exhibited strong photoluminescence and excellent

photostability. Based on the favorable biocompatibility and low

cytotoxicity as verified by CCK-8 assay, the CDs were internalized

into HepG-2 cells as cell-imaging agents showing bright blue fluo-

rescence at UV light excitation. The results reveal that this kind of

material could be used in cell imaging, and also could be potentially

used in drug delivery, biosensor or other biomeidical field after

undergoing further functionalization.

PP0398

a-Methylacyl-CoA racemase (AMACR) serves as a prognostic
biomarker for the early recurrence/metastasis of HCC

Zhixiong Cai1, Xiaolong Liu1, Jingfeng Liu1

1The United Innovation of Mengchao Hepatobiliary Technology Key

Laboratory of Fujian Province, Mengchao Hepatobiliary Hospital of

Fujian Medical University, Fuzhou

Background: Hepatocellular carcinoma (HCC) is one of the most

common malignancies worldwide, and it is still lacking effective

prognostic biomarkers so far. Previous results of the iTRAQ-based

quantitative proteomics study (iTRAQ-2DLC-MS/MS) have shown

that a-methylacyl-CoA racemase (AMACR) might be a promising

prognostic biomarker for the early recurrence/metastasis of hepato-

cellular carcinoma (HCC). Here a large-scale cohort clinical study

was performed to evaluate its prognostic potential.

Methods: HCC samples from patients (n = 158) were used for the

construction of tissue microarray. The expression level of AMACR

was determined by immunohistochemical staining. A large-scale

cohort clinical study between the expression of AMACR and some

major clinical parameter has been performed to assess the prognostic

potential of AMACR for the early recurrence/metastasis of HCC.

Result: Some important clinical parameters such as a-fetoprotein,

tumour numbers, dissemination to regional lymph nodes, tumour

capsule and portal vein tumour thrombosis are significantly associated

with the low expression of AMACR. The expression of AMACR was

an independent factor for the survival of patients with HCC. The

median survival time was 17 months in the low-expression group

compared with 45 months in the high-expression group.

Conclusion: This study reveals that the AMACR might be a potential

prognostic marker for predicting early recurrence/metastasis of HCC

after hepatectomy.

PP0399

Overexpression of annexin A4 indicates poor prognosis
and promotes tumor metastasis of hepatocellular carcinoma

Zhixiong Cai1, Xiaolong Liu2, Jingfeng Liu2

1The United Innovation of Mengchao Hepatobiliary Technology Key

Laboratory of Fujian Province, Mengchao Hepatobiliary Hospital of

Fujian Medical University, Fuzhou; 2The United Innovation of

Mengchao Hepatobiliary Technology Key Laboratory of Fujian

Province, Mengchao Hepatobiliary Hospital of Fujian Medical

University, Fuzhou

Background: The prognosis of hepatocellular carcinoma (HCC)

after surgical resection remains unsatisfactory for the majority of

HCC patients who developed early recurrence or metastasis. There is

still a lack of reliable biomarkers that can be used to predict the

possibility of recurrence/metastasis in HCC patients after operation.

Methods: We detect the expression levels of annexin A4 in HCC

patients by using QPCR, Western-blot and IHC. Annexin A4- over-

expression plasmid and annexin A4- knockdown plasmid were

constructed for generation of annexin A4 stable transfected cells in

MHCC97L cell line, respectively. Cell counting Kit-8 assay and

migration and invasion assays were carried out to evaluate the

function of Annexin A4 in overexpression and knock-down cell line.

Result: In the current study, annexin A4, a calcium-dependent

phospholipid-binding protein, has been found to be significantly

elevated in HCC patients with early recurrence/metastasis, and had a

strong correlation with portal vein tumor thrombosis (p = 0.03) and

advanced BCLC stage (p = 0.002). Cox proportional hazards

regression analysis revealed that annexin A4 was an independent

prognostic predictor for both early recurrence/metastasis (HR =

1.519, p = 0.032) and overall survival (HR = 1.827, p = 0.009)

after surgical resection. Meanwhile, Kaplan–Meier analysis showed

that Patients with high-expression levels of annexin A4 had higher

recurrence rate and shorter overall survival than those with low

expression (log-rank test, p \ 0.001). Furthermore, in vitro studies

have demonstrated that overexpression of annexin A4 facilitated HCC

cell migration and invasion via regulating epithelial–mesenchymal

transition (EMT).

Conclusion: In conclusion, annexin A4 has played important roles in

the progression of HCC, and might act as a potential prognostic

biomarker for HCC.
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Galectin-4 serves as a prognostic biomarker for the early
recurrence / metastasis of hepatocellular carcinoma

Zhixiong Cai1, Xiaolong Liu1, Jingfeng Liu1

1The United Innovation of Mengchao Hepatobiliary Technology Key

Laboratory of Fujian Province, Mengchao Hepatobiliary Hospital of

Fujian Medical University, Fuzhou

Background: Galectin-4 is a multifunctional lectin found at both

intracellular and extracellular sites. It could serve as a tumor sup-

pressor intracellularly and promote tumor metastases extracellularly

during colorectal cancer development. However, galectin-4 expres-

sion and its prognostic value for patients with hepatocellular

carcinoma (HCC) have not been well investigated.

Methods: 27 fresh-frozen tumor tissues obtained from HCC patients

after surgical resection were used to detect the mRNA and protein

expression of galectin-4. In addition, a total of 201 formalin-fixed and

paraffin-embedded HCC were retrieved for immunohistochemical

staining. pcDNA3.1-galectin-4 plasimid and siRNA were transfected

to the HCCLM3 cell line for overexpression and knockdown galectin-

4, respectively. Migration and invasion assays were carried out to

evaluate the function of Annexin A4. The serologic level of galectin-4

was measured by a microtiter plate reader using the commercially

available Quantikine ELISA kit.

Result: Here we report that galectin-4 was significantly downregu-

lated in early recurrent/metastatic HCC patients, when compared to

non-recurrent/metastatic HCC patients. Low expression of gelectin-4

was well associated with larger tumor size, microvascular invasion,

malignant differentiation, more advanced TNM stage, and poor

prognosis. Cancer cell migration and invasion could be significantly

reduced through overexpression of galectin-4, but upregulated by

knocking down of galectin-4 in vitro. Moreover, the serum galectin-4

level could be significantly elevated solely by hepatitis B virus

infection. Combined with clinicopathological features, the higher

serologic level of galectin-4 was well associated with more aggressive

characteristics of HCC.

Conclusion: Taken together, galectin-4 expression closely associates

with HCC progression and might have potential use as a prognostic

biomarker for HCC patients.

PP0401

Different subpopulations of circulating tumor cells in patients
with hepatocellular carcinoma and its clinical relevance

Yuan Cheng1, Ming-Xin Pan1, Yi Gao1, Xiao-Ping Xu1, Ze-Sheng
Jiang1, Guo-Lin He1, Cheng-Jie Zhou1, Jia-Sheng Qin1, Yan
Wang2,3

1Department of Hepatobiliary Surgery, Zhujiang Hospital, Southern

Medical University, Guangzhou; 2State Key Laboratory of Organ

Failure Research, Guangdong Provincial Key Laboratory of Viral

Hepatitis Research, Department of Infectious Diseases and

Hepatology Unit, Nanfang Hospital, Southern Medical University,

Guangzhou; 3Biomedical Research Center, Southern Medical

University, Guangzhou

Background: The existence of circulating tumor cells (CTCs) in

peripheral blood has a correlation with prognosis and tumor metas-

tasis in patients with hepatocellular carcinoma (HCC). Epithelial–

mesenchymal transition (EMT) is regarded as pivotal process in

tumor metastasis, and plays an important role in tumor local invasion

and subsequent dissemination. According to the EMT status, CTCs

can be classified into different subpopulations, including epithelial

CTCs, mesenchymal CTCs, hybrid (epithelial/mesenchymal) CTCs

etc. Furthermore, the mesenchymal CTCs hold a strong metastatic

potential.

Methods: We isolated CTCs from peripheral blood of 13 HCC

patients. The CanPatrol CTC enrichment technique (SurExam China)

was used to enumerate and characterize the phenotypes of CTCs. The

first step of this technique was to isolate CTCs via a filter-based

method; then, a multiplexed mRNA fluorescence in situ hybridization

method was used to characterize CTCs according to the expression

status of epithelial and mesenchymal biomarkers.

Result: Among the 13 patients, 12 patients had detectable CTCs. All

CTC-positive patients had detectable hybrid CTCs, four CTC-positive

patients had detectable mesenchymal CTCs, and one CTC-positive

patient had detectable three phenotypes: epithelial, hybrid and mes-

enchymal CTCs. Of the four mesenchymal CTC-positive patients,

three of them were undergoing metastasis, and it suggested that

metastasis in patients with HCC was positive associated with mes-

enchymal CTCs.

Conclusion: Although the sample size of this study was small, our

findings suggest that the existence of mesenchymal CTCs might have

a positive correlation with tumor metastasis in HCC.

PP0402

A novel rapid, super-sensitive homogeneous sandwich detection
method of glypican-3 based on fluorescence quenching

Li fu Chuan1, Fan xiao Peng2, Naihan Han, Wenshuang Wang

Shandong University, Jinan; 2Qilu Hospital, Shandong University,

Jinan

Background: As a novel serum biomarker for the early diagnosis of

hepatocellular carcinoma (HCC), glypican-3 (GPC3) is usually

detected with an ELISA method, which is cumbersome and time-

consuming.

Methods: Herein, we reported a novel homogeneous detection

method of GPC3 based on multiple interactions and fluorescence

quenching.

Result: Comparing to previously reported methods, this method

shows a series of significant advantages including low cost, ease of

preparation, rapid response, and high sensitivity for GPC3 detection.

Conclusion: Results from clinical sample assay show that this

method has great potential in the clinical diagnosis of HCC.

PP0403

Protein induced by vitamin K absence or antagonist II application
research in primary liver cancer

Junli Li1, Jia Shang1

1Department of Infectious Diseases, Henan Provincial People’s

Hospital, Zhengzhou

Background: Compare PIVKA-II and AFP in primary liver cancer

diagnostic value and clinical analysis of characteristics of biology.

Methods: Testing 41 patients with liver cancer treatment respec-

tively, 27 cases of hepatitis b patients with cirrhosis and 15 cases of

chronic hepatitis b patients of serum samples with the PIVKA-II and

AFP detection kits. Using the receiver-operating characteristic curve

(ROC) analysising PIVKA-II and fetoprotein (AFP) detection
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efficiency, and to determine PIVKA-II detection threshold of liver

cancer. Comparing PIVKA-II and AFP testing the sensitivity of liver

cancer and specific degrees.

Result: Group of liver cancer, cirrhosis, chronic hepatitis b group of

median concentrations were 314.29 (9.58 30,000) mAu/ml, 9.58 (2.90

2560) mAu/ml, 2.90 (6.46 26.50) mAu/ml, PIVKA-level II hepato-

cellular carcinoma group was obviously higher than that of liver

cirrhosis group (P\ 0.01), however comparing liver cirrhosis group

and the treatment of chronic hepatitis b group is not significant (P =

0.07); Patients of liver cancer in BCLC stage A, B, C phase of the

median of PIVKA-II is 46.88–722.47 mAU/ml, respectively,

13,021.25 mAU/ml, the phase comparison difference was statistically

significant (stage A to B, P = O.O 11, stage B–C, P = 0.03);For some

index to determine the PIVKA II Cut-off a value of 26.5 mAU/ml,

sensitivity and specificity were 78.1 and 100% respectively, PIVKA II

and AFP two indicators of joint detection sensitivity and speciality

rate were 85.37 and 97.62% respectively, the area under the curve

(AUC ROC) was maximum (0.930) (95% CI 0.852 to 0.974), sig-

nificantly higher than the PIVKA-II (0.902) (95% CI 0.817–0.956)

single test (P\ 0.001).

Conclusion: The detection of serum PIVKA-II efficiency signifi-

cantly is higher than that of AFP, jointing with AFP in the clinical

work can improve the detection rate of liver cancer, and in the process

of the development of liver cancer has certain advantages, can be used

to monitor changes of liver cancer illness.

PP0404

Abnormal expressions of hepatic secretory clusterin and b-catenin
and molecular mechanism of their interaction in hepatocellular
carcinoma

Wenjie Zheng1, Min Yao2, Wei Wu3, Liwei Qiu1, Wenli Sai3,
Junling Yang3, Dengfu Yao3

1Affiliated Hospital of Nantong University, Nantong; 2Medical

School of Nantong University, Nantong; 3Affiliated Hospital of

Nantong University, Nantong

Background: Hepatocellular carcinoma (HCC) is one of the most

common cancers worldwide with poor prognosis, which is largely

attributed to its aggressive nature. Recent advances have associated

the poor outcomes with secretory clusterin (sCLU) and b-catenin in

HCC. However, their exact relationships and interaction mechanism

still remain unclear.

Methods: The abnormal sCLU and b-catenin expressions in HCC

tissues were investigated to explore the correlations between their

clinicopathologic features and HCC prognosis by tissue microarray.

Their expressions in HCC cell lines were detected by qRT-PCR and

western blotting.

Result: The incidence of sCLU or b-catenin expression was 76.39 or

55.56% in 72 HCC tissues, and a significant correlation (r = 0.293, P

= 0.013) was determined between them by Spearman rank correlation

test. Notably, coexpression of the two proteins was found in 48.61%

of HCC patients and closely associated with poor differentiation (P =

0.014), high TNM stage (P = 0.002), lymph node metastasis (P =

0.002), and poor overall survival (hazard ratio, 2.050; 95% confidence

interval: 1.035–4.059; P = 0.039). On the other hand, sCLU and b-

catenin expressed in a concordant manner in HCC cell lines with

different metastatic capacity. Furthermore, repression of sCLU by

specific shRNA could alter the expressions of b-catenin and its target

genes (GSK-3b, Cyclin D1, E-cadherin, MMP-2/9) in HCCLM3 and

MHCC97-H cells.

Conclusion: Taken together, sCLU and b-catenin expressed correl-

atively in HCC tissues and cells, and were associated with aggressive

behaviors and poor survival of HCC, indicating the potential prog-

nostic significance and clinic use for HCC gene therapy.

PP0405

Non-invasive fibrosis indexes with alpha-fetoprotein in assessment
of Hepatitis B virus-related hepatocellular carcinoma

Lengxiao Zhou1, Tao Han1, Fang Liu1

1The Third Central Clinical College of Tianjin Medical University,

Tianjin

Background: To investigate the predictive value of aspartate

aminotransferase (AST) to platelet (PLT) ratio index (APRI), aspar-

tate-alanine aminotransferase ratio (AAR), fibrosis index based on the

4 factor (FIB-4) and Age/PLT index (AP Index) with alpha-fetopro-

tein (AFP) in patients with Hepatitis B virus (HBV)-related

hepatocellular carcinoma (HCC).

Methods: Between June 2014 and December 2015, a total of 321

patients with chronic hepatitis B visited to clinics or hospitalized at

the Department of Hepatology, Tianjin Third Central Hospital were

enrolled and dived into two groups: 168 patients with HBV-related

cirrhosis as the cirrhosis group and 153 patients with HBV-related

HCC as the HCC group. Age, platelet, ALT, AST and AFP were

tested and APRI, AAR, FIB-4 and AP Index were calculated.

Spearman correlation was used to evaluate the association between

HBV-related HCC and these indexes. Receive operating characteristic

(ROC) curves were generated and the areas under the curves (AUC)

were calculated to assess the performance of these indexes in pre-

dicting HBV-related HCC.

Result: APRI, AAR, FIB-4, AP Index and AFP of the cirrhosis group

and HCC group were 1.67 ± 4.21, 1.19 ± 0.90, 4.24 ± 4.63, 6.54 ±

1.88, (8.20 ± 23.26) ng/mL, 2.76 ± 5.29, 1.46 ± 0.98, 7.52 ± 10.02,

7.45 ± 1.77, (664.90 ± 1919.27) ng/mL, respectively. The HCC

group had significantly higher APRI, AAR, FIB-4, AP Index and AFP

than the cirrhosis group (all P\ 0.05). The optimal cut-off levels of

APRI, AAR, FIB-4, AP Index and AFP were 0.9245, 0.9344, 3.3201,

7.5000 and 14.6050ng/mL (sensitivity: 73.86%, specificity: 91.07%),

and the sensitivity and specificity of AFP with APRI, AFP with AAR,

AFP with FIB-4 and AFP with AP Index were 84.31, 89.54, 88.24,

90.20, 60.71, 51.97, 58.93, 58.33%, respectively.

Conclusion: AFP with APRI, AFP with AAR, AFP with FIB-4 and

AFP with AP Index were closely correlated with HBV-related HCC

and all of them may be superior to AFP in detection ability of HBV-

related HCC.

PP0406

Diagnostic value of FibroScan in patients with hepatocellular
carcinoma

Xianghua Zeng1, Yuming Wang2

1Department of Infectious Diseases, Southwest Hospital, Third

Military Medical University, Chongqing; 2Department of Infectious

Diseases, Southwest Hospital, Third Military Medical University,

Chongqing

Background: This study was to investigate the diagnostic value by

using Liver stiffness measurement (LSM) values measured by

FibroScan in patients with hepatocellular carcinoma (HCC).

Methods: There were 48 patients with HCC who underwent LSM

using FibroScan (Each patient was detected in 5 different sites.)
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between June 2014 and February 2015 were enrolled in this research.

LSM failure defined as zero valid shots (unsuccessful LSM), or the

ratio of the interquartile range to the median of 10 measurements

(IQR/M) greater than 0.30 plus success rate (SR) less than 60%(un-

reliable LSM).

Result: The mean age of the patients (42 men, 6 women) was 53.3 ±

11.6 years, with a mean body mass index of 22.8. A total of 240

measurements were done and 141 valid values were obtained with

failure rates of 41.3%. Among them, there were 19 patients (19.2%)

with unsuccessful LSM, 37 patients (37.4%) with SR \ 60%, 59

(59.6%) with IQR/M [ 30%. In all the five measurements of each

patient, 5 reliable results were got in 10 cases, 4 in 15 cases, 3 in 8

cases, 2 in 7 cases, 1 in 6 cases, and 0 in 2 cases, respectively. LSM

values of all the HCC patients were 27.7 (14.1–75.0) kPa.

Conclusion: LSM are often accompanied by a high rate of failure in

HCC patients. Nodules in HCC patients lead to the inhomogeneity of

liver parenchyma, and thus results of IQR/M rise. FibroScan through

multipoint measurement are helpful to screen or identify HCC.

PP0407

Optimization of delay time in hepatobiliary phase of Gd-EOB-
DTPA-enhanced magnetic resonance imaging for identification
of hepatocellular carcinoma in patients with cirrhosis

Jianwei Wu1, Yuecheng Yu1, Xian-li Qu1, Yan Zhang1, Hong
Gao1, Mao-rong Wang1

1Bayi Hospital, Nanjing University of Chinese Traditional Medicine,

Nanjing

Background: To optimize the delay time (Td) in hepatobiliary phase

(HBP) during Gd-EOB-DTPA-enhanced magnetic resonance imaging

(MRI) for more efficient identification of hepatocellular carcinoma

(HCC).

Methods: The Gd-EOB-DTPA-enhanced MRI with imaging at Td of

5,10,15,20 and 25 minutes (i.e., Td-5, Td-10, Td-15, Td-20 and Td-

25) after injection of Gd-EOB-DTPA, were performed in 73 patients

with different cirrhosis status assessed by Child–Pugh (CP) score, of

them 42 patients suffered from HCC. Eighteen healthy adults were

selected as control. Difference of signal intensity between HCC and

adjacent liver parenchyma (LP) at various time points of scanning

were collected and compared.

Result: The signal intensity of liver parenchyma (SILP) increased

with Td more significantly during HBP in healthy group than in

cirrhosis group (F = 17.361, P\ 0.001) (Figure.1). In patients with

HCC, the LP/HCC signal ratios (Rs) showed significant difference (F

= 12.453, P \ 0.001) among various Td points, as well as between

CP-A and CP-B/C subgroups (F = 9.761, P\ 0.001). The percent-

ages of HCC identified as marked (++), middle (+) and hypointensity

or isointensity (±) kept stable from Td-10 to Td-25, with the values of

90.6, 9.4 and 0.0% in CP-A subgroup, 50.0, 50.0 and 0.0% in CP-B

subgroup, and 0.0, 0.0 and 100.0% in CP-C subgroup, respectively

(Table 1).

Conclusion: The degree of liver dysfunction had significant negative

influence on the HCC visualization by Gd-EOB-DTPA-enhanced

MRI. Td-10 was more efficient and practical than other Td points to

identify the most of HCC foci occurred in liver cirrhosis of CP-A and

CP-B, but not sure in CP-C.

PP0408

Therapeutic effects of nucleoside analogues (acid)
and transarterial chemoembolization in hepatitis B related
primary liver cancer

Zhang jian Zhen1, Chunlan Zhang2

1Guangzhou Eighth People’s Hospital, Guangzhou; 2Guangzhou

Eighth People’s Hospital, Guangzhou

Background: To investigate the efficacy of Nucleoside analogues

(acid) and tramarterial chemoembolization in hepatitis B related

primary liver cancer.

Methods: Guangzhou Eighth People’s Hospital were retrospectively

analyzed between January 2011 and December 2015, diagnosis of 174

patients with hepatitis B related primary liver cancer, according to the

patient needs and individual apiration is divided into control group (n

= 72) and research group (n = 102). In control group 72 patients had

undergone transarterial chemoembolization only.In research group,

102 patients had received Nucleoside analogues (acid) and transar-

terial chemoembolization (TACE).

Result: There were no significant differences between two groups in

basic clinical materials, such as age, sex, tumor size, laboratory

examination et (P[0.05). After treatment, research group compared

with control group, research group of each point liver function were

significantly improved (P\0.05), or 12, 24 and 48 weeks of AFP and
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CAl99 levels were significantly lower (P\ 0.05). In research group

HBVDNA unpredictable rate were 13.73, 33.33, 50.0 and 76.47%

respectively after treatment for 4, 12, 24 and 48 weeks. Control group

were 11.11, 16.67, 22.22 and 25.00% respectively, research Group

therapy 12, 24, 48 weeks HBVDNA unpredictable rate is significantly

higher than control group (P \ 0.05), research Group hepatitis B

related primary liver cancer treatment effect was better than control

group (P \ 0.05). In research Group 1 year, 3 years survival rates

were 96.08, 90.20%, while that of control group were 83.33, 63.89%,

showing significance (P\ 0.05).

Conclusion: Transarterial chemoembolization (TACE) based on joint

nucleoside analogues (acid) antiviral treatment can obviously

improve ALT levels in patients with hepatitis B related primary liver

cancer, decrease AFP, CAl99 level, reduce the level of HBVDNA,

improve the HBVDNA unpredictable rate to ensure TACE proceed

smoothly, thus improve the survival rate and prolong survival. It

deserves further study to identify the action of antivirus treatment in

combined therapy in hepatitis B related primary liver cancer.

PP0409

Peroxidase-like catalytic activity of copper ions and its
application for highly sensitive detection of glypican-3

Aixian Zheng1,2, Xiaolong Liu1,2, Jingfeng Liu1,2

1The United Innovation of Mengchao Hepatobiliary Technology Key

Laboratory of Fujian Province, Mengchao Hepatobiliary Hospital of

Fujian Medical University, Fuzhou; 2The Liver Center of Fujian

Province, Fujian Medical University, Fuzhou

Background: Glypican-3 (GPC3) belongs to the glypican family of

heparan sulfate proteoglycan, which plays an important role in cel-

lular growth, cell differentiation and cell migration. It has been

suggested that GPC3 might be a useful diagnostic biomarker for

HCC, because that GPC3 is specifically highly expressed in HCC but

less expressed or not expressed in normal liver tissue. Meanwhile,

GPC3 has good sensitivity and specificity for HCC, which can further

increase the sensitivity of early diagnosis when combined with AFP.

Methods: Cu2+ ions can catalyze the oxidation of 3,30,5,50-tetram-

ethylbenzidine (TMB) and obtain the oxidation product with color

change in the presence of H2O2. This Cu2+-catalyzed reaction can be

also applied in the detection of protein by using the antibody func-

tionalized CuO NPs, which can release the Cu2+ by dissolved in HCl

solution. The peroxidase-like catalytic activity of Cu2+ and opti-

mization of the reaction conditions were tested. By combining with

antibody functionalized CuO NPs and GPC3 is chosen as the target,

the viability, analytical performance, selectivity and analytical

applications in real samples of this proposed method were carried out

to prove the proposed method is capable of detecting target protein.

Result: The results demonstrated that Cu2+ possess the high peroxi-

dase-like catalytic activity, which can catalyze the oxidation of TMB

in the presence of H2O2, and obtain the oxidation product with color

change. The absorbance signal induced by 5 nM Cu2+ can be easily

detected. This sensitivity is much higher than that of many methods

for Cu2+ detection. The Cu2+ catalyzed reaction can be also used for

protein detection by combining with antibody functionalized CuO

NPs and GPC3 is chosen as the target. The absorbance signal induced

by Cu2+ catalyzed reaction can be used for the indirect detection of

GPC3. The detection limit of thismethod was about 0.26 pg mL-1.

Conclusion: In conclusion, we found that Cu2+ also possess the

peroxidase-like catalytic activity, which can be significantly increased

by increasing the concentration of H2O2. Meanwhile, the catalytic

activity of Cu2+ is much more stable than other nanomaterials based

peroxidase mimetics, even in the presence of high concentration of

proteins. After optimization, the absorbance signal induced by 5 nM

Cu2+ can be easily detected. This Cu2+-catalyzed reaction can be

further applied in the detection of GPC3 by using CuO NPs-Ab,

which can release high amount of Cu2+ by dissolved in HCl solution.

This method permits detection of as low as 0.26 pg mL-1 GPC3,

which is much lower than that of ELISA and other peroxidase

mimetics based methods. Furthermore, the high catalytic activity of

Cu2+ and the signal amplification process of CuO NPs into Cu2+ make

this method more simple and effective.

PP0410

Horseradish peroxidase and aptamer dual-functionalized
nanoprobe for the amplification detection of alpha-methylacyl-
CoA racemase

Aixian Zheng1,2, Xiaolong Liu1,2, Jingfeng Liu1,2

1The United Innovation of Mengchao Hepatobiliary Technology Key

Laboratory of Fujian Province, Mengchao Hepatobiliary Hospital of

Fujian Medical University, Fuzhou; 2The Liver Center of Fujian

Province, Fujian Medical University, Fuzhou

Background: Alpha-methylacyl-CoA racemase (AMACR) is a

mitochondrial and peroxisomal enzyme that plays an important role in

beta-oxidation of branched-chained fatty acids through the inter

conversion between the (2R)- and (2S)- methyl branched-chain fatty

acyl-CoAs. AMACR is over-expressed in many cancer types and can

serve as a novel diagnostic biomarker. Development of convenient

and sensitive detection methods of AMACR is of particular impor-

tance for cancer diagnosis.

Methods: In this work, we use the efficient surface modification of

gold nanoparticles (AuNPs) to prepare the horseradish peroxidase

(HRP) and aptamer dual-functionalized nanoprobe. The immobiliza-

tion of HRP and thiol-terminated aptamer on the surface of AuNPs

can be achieved through electrostatic interaction and the formation of

Au-S bond, respectively. This nanoprobe, which is used as discrim-

inating and catalytic probe, can be combined with enzyme

immunoassay method to increase the detection sensitivity of

AMACR. The prepared AuNPs, HRP functionalized AuNPs and dual-

functionalized AuNPs were characterized by TEM, DLS and UV-Vis

spectroscopy. The catalytic activity of dual-functionalized nanoprobe,

the viability, analytical performance and selectivity of the assay have

been done to prove the performance of the nanoprobe.

Result: This nanoprobe, which is used as discriminating and catalytic

probe, can be combined with enzyme immunoassay method to

increase the detection sensitivity of AMACR. The detection limit can

reach as low as 4.6 pg mL-1 due to the dual signal amplification from

enzymatic cycling and the high loading of enzymes on AuNPs. This

sensitivity is about three orders of magnitude higher than that of

AMACR aptamer based fluorescence method, which is also
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comparable to or one order of magnitude higher than that of ELISA.

Furthermore, this method is more simple and effective and achieves

greater signal amplification.

Conclusion: In summary, the HRP and aptamer dual-functionalized

nanoprobe has been successfully prepared. This nanoprobe can be

combined with enzyme immunoassay method to develop a simple,

high sensitive and cost-effective assay for the detection of AMACR.

Due to the dual signal amplification from HRP-based enzymatic

cycling and the high loading of enzymes on AuNPs, the detection

limit of this assay can reach as low as 4.6 pg mL-1. This sensitivity is

about three orders of magnitude higher than that of AMACR aptamer

based fluorescence method, which is also comparable to or one order

of magnitude higher than that of ELISA. Furthermore, this assay

exhibited high selectivity toward AMACR than other non-specific

proteins. Thus, we expected that this proposed assay can be used as a

sensitive and selective platform for the detection of target protein.

PP0411

Epidemiological and clinical characteristics of hepatocellular
carcinoma in Kazakhstan

Alexander v. Nersesov1, Alma Zh. Zhylkaidarova2, Aigul M.
Raissova1, Jamilya A. Kaibullayeva1, Almagul E. Jumabayeva1,
Mariya S. Novitskaya1, Baurzhan S. Zhussupov3, Nataliya V.
Satlikova1, Gulmira S. Tatybayeva1

1National Research Institute of Cardiology and Internal Diseases,

Almaty, Kazakhstan; 2National Institute of Oncology and Radiology,

Almaty, Kazakhstan; 3Kazakh National Medical University, Almaty,

Kazakhstan

Background: This study was aimed to characterize epidemiology and

clinical features of hepatocellular carcinoma (HCC) in Kazakhstan.

Methods: National Cancer Registry data for the period of 2011–2015

years and results of standard clinical examination of 63 patients

admitted to the National Institute of Cardiology and Internal Diseases

and to the Medical Center ‘‘Evelina’’, Almaty, were evaluated.

Result: For the mentioned period, as many as 1357 patients with

HCC were listed in the Registry, and it was 15th place of all malig-

nancies. Majority of them (62.9%) had 3rd stage of disease, followed

by 4th (22.5%), 2nd (12.9%) and 1st (1.6%) stages. The main causes

of underline liver disease were hepatitis viruses: HBV (27%), HCV

(23.8%), HDV (20.6%). The most frequent age at diagnosis was

between 60 and 69 years (33%), and the youngest where HDV-in-

fected patients at the moment of diagnosis (55 years). Males/females

ratio was 63%/37% in general and varies depending on etiology:

83.3%/16.7%—in alcoholic liver disease, 69.6%/30.4%—in HBV,

60.9%/39.1%—in HCV and 38.5%/61.5%—in HDV-related disease.

In the majority of cases HCC was diagnosed in Child–Pugh B class of

liver cirrhosis (44.4%), rarely—in class A (38.1%) and C (17.5%),

and patients with HDV-infection had the most severe disease (45.5,

27.3 and 27.3% respectively).

Conclusion: Thus, (1) epidemiology of HCC in Kazakhstan is

characterized by relatively low frequency (probably due to late

diagnostics), predominant HBV etiology and prevalence in male

patients with Child–Pugh B class of liver cirrhosis. (2) HDV-related

HCC has specific phenotype, namely the youngest age, predominant

female gender and the most severe underline liver disease.

PP0412

Survival analysis of main treatment modalities for patients
with recurrent hepatocellular carcinoma after primary curative
resection; resection, ablation and/or transarterial
chemoembolization

Jihye Je1, Ji Hoon Kim1, Yang Jae Yoo1, Sang Jun Seo2, Yeon
Seok Seo2, Hyung Joon Yim2, Kwan Soo Byun2, Jong Eun Yeon1

1Korea University, Guro Hospital, Seoul, Korea; 2Korea University

Medical Center, Seoul, Korea

Background: Although resection is a curative treatment option of

hepatocellular carcinoma (HCC), high rates of recurrence is major

challenge. However, there has been no universal consensus for opti-

mal treatment modality for recurrent HCC. We analyzed survival in

patient with recurrent hepatocellular carcinoma after primary curative

resection according to second treatment modalities.

Methods: Between January 2005 and December 2013, total of 267

patients with HCC who were diagnosed and experienced resection at

the Korea University hospitals were enrolled and followed for

recurrence of HCC and survival until April 2015. After excluding the

patient with loss to follow-up and tumor remnant, total 154 patients

who developed recurrence of HCC were analyzed. The median

recurrence time was 20 months. Survival results after recurrence were

analyzed.

Result: Overall 137 patients received transcatheter arterial

chemoembolization (TACE), resection, ablation or TACE plus abla-

tion; 65 patients (47.4%), 22 (16%), 18 (13.1%) or 32 (23.3%). The

median follow-up duration was 59 months (range 0–112 months).

Mean age was 55 years. HBV infection was the most common eti-

ology (78.6%) and most of the patients were in Child–Pugh class A

(91.6%). The overall 1-, 3-, 5-years survival rate were 98.5, 85.6 and

75.4% (p = 0.003). The overall 1 and 3 years survival in patients

receiving TACE, resection, ablation or TACE plus ablation were

91.6% and 57.6%, 100% and not reached (NR), 70% and NR, 79.5%

and NR, respectively. The overall median survival in patients

receiving TACE, resection, ablation or TACE plus ablation were 32

months, NR, 68 months, 98 months, respectively. The patients

receiving resection showed similar survival comparing patients

receiving ablation (p = 0.116) or TACE plus ablation (p = 0.091).

However, The patients receiving resection showed significantly better

survival than patients receiving TACE (p = 0.002). TACE plus

ablation showed similar survival benefit comparing ablation (p =

0.887) but significantly more survival benefit comparing TACE

(0.019).

Conclusion: In patients with recurrent HCC after primary curative

resection, re-resection, ablation and TACE plus ablation showed

similar survival. TACE plus ablation did not showed advantage

comparing ablation.
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PP0413

The applied value of PIVKA-II and AFP on the local combined
with interventional therapy of hepatocellular carcinoma

Yang yang Wu1, Ai ping Wang1, Lan Dong1, Ya Chen Sun1, Yao
Wang1, Hai li Wang1, Rui Hao1

1Institute of Liver Diseases of Beihua University, Jilin

Background: The screening for hepatocellular carcinoma are limi-

tations by AFP (alpha-fetoprotein) and imaging screening. More and

more people think that PIVKA-II (Protein Induced by Vitamin K

Absence or Antagonist-II) are more sensitive for liver cancer. The

study aimed to explore the clinical application value of PIVKA-II and

AFP on the local combined with interventional therapy of liver

cancer.

Methods: 58 cases of the hepatocellular carcinoma patients in Beihua

University from June 1, 2009 to December 1, 2015 were included into

survey. They were randomly divided into two groups. 25 patients with

the radiofrequency ablation combined with transcatheter arterial

Chemoembolization were selected as experimental group, and 33

cases with the Transcatheter Arterial Chemoembolization as control

group. The datas of the AFP and PIVKA-II were detected by the

Chemiluminescence before and after 1 month of the interventional

therapy and analyzed by statistical methods.

Result: (1) Before the treatment, the AFP of the experimental and

control groups were 221.60 (56.00–699.29), 372.25 (86.55–636.27).

After 1 month of the treatment, the data were 116.28 (32.00–327.70),

180.53 (35.05–369.55), the difference was statistically significant (P

\ 0.05). But, there was no significant differences between the two

groups after 1 month (Z = -0.666, P = 0.512). (2) Before the

treatment, the PIVKA-II of the experimental and control groups are

457.68 (192.39–846.35), 466.34 (233.09–1080.83). After 1 month of

the treatment, the PIVKA-II are 119.89 (33.00–256.12), 404.83

(195.58–729.84), both in the same and between groups, the differ-

ences were statistically significant (P\ 0.05).

Conclusion: After 1 month of the local joint interventional treatment

for liver cancer, the data of the AFP and PIVKA-II are decreased, but

the PIVKA-II are more sensitive. Combined with the two indexes can

help to evaluate the curative more effective and guild clinical work

better.

PP0414

Elevated pretreatment neutrophil-to-lymphocyte ratio is
associated with Child–Pugh C class and high alpha-fetoprotein
level in hepatocellular carcinoma patients

Imelda M. Loho1, Irsan Hasan2, Cosmas Rinaldi A. Lesmana2,
Rino A. Gani2

1‘‘Dharmais’’ National Cancer Center Hospital, Jakarta, Indonesia;
2Hepatobiliary Division, Department of Internal Medicine, Faculty of

Medicine, Universitas Indonesia, Jakarta, Indonesia

Background: Numerous studies had shown that elevated pretreat-

ment neutrophil-to-lymphocyte ratio (NLR) was a predictor of poor

survival in HCC patients. Elevated NLR in cancer patients reflects the

presence of systemic inflammatory responses, which further promote

angiogenesis, DNA damage, and tumor invasion. However, it is still

unclear whether elevated pretreatment NLR is associated with HCC

patients’ clinical features.

Methods: A retrospective analysis was conducted on 114 HCC

patients who came to our hospital in 2013–2014. Data on demo-

graphic characteristics, clinical features, tumor characteristics, and

pretreatment NLR, was recorded. NLR value of 4 was used as cut-off

to divide patients into high (C4) and low (\4) NLR group. All sta-

tistical analyses were performed using SPSS 20.0. Univariate analyses

were done using Chi-square test or Fisher’s Exact Test, while mul-

tivariate analysis was performed using logistic regression method.

Statistical significance was rated at p\ 0.05.

Result: From 114 patients, missing NLR data was found in 9 patients.

The NLR data was not normally distributed and median of NLR was

4.8 with interquartile range of 0.87–95. Number of patients with high

NLR level was 67 (58.8%). Only two patients were in BCLC A stage,

therefore BCLC A and B patients were grouped together. Univariate

analyses showed significant associations between high NLR and high

AFP level (C200 ng/mL), BCLC stage, Child–Pugh class, and viral

etiology (Hepatitis B or Hepatitis C) (Table 1). However, in multi-

variate analysis, only Child–Pugh C class and high AFP level were

associated with high NLR (Table 2).

Conclusion: Elevated pretreatment NLR in HCC patients was sig-

nificantly associated with poor liver function (Child–Pugh C class)

and high AFP level.
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Increased expression of cathepsin S may predict poor prognosis
of hepatocellular carcinoma

Chen Jinzhang1, Ruan Jian2, Liu Feiye2

1Nanfang Hospital, Southern Medicine University, Guangzhou;
2Traditional Chinese Medicine-Integrated Hospital, Southern Medical

University, Guangzhou

Background: Studies have found that cathepsin S (CTSS) is upreg-

ulated in many tumors and facilitates tumor progression. However,

the roles of CTSS in the development of hepatocellular carcinoma

(HCC) remains unclear. This study aimed at investigating the function

of CTSS in HCC human samples and cell lines (MHCC-97H and

MHCC-97L) and evaluating its clinical and prognostic significance in

patients with liver cancer.

Methods: The expression of CTSS was examined in HCC tissue and

cell lines by western-blotting, real-time PCR, and immunohisto-

chemical staining. Wound healing assay and invasion assay were used

to verify the effect of CTSS on the migration and invasion ability of

HCC cell lines. Tumor formation assay in nude mice was used to

analyze the effect of CTSS on the tumorigenicity of HCC cell lines.

Result: CTSS protein levels in HCC tumor tissues were remarkably

higher than that in paracarcinoma tissues. The overall survival of the

patients with high CTSS expression was significantly shorter than the

low CTSS expression group. The intensity of CTSS staining was

correlated with clinical staging, histological grade, and tumor recur-

rence. In vitro and in vivo experiments demonstrated that

overexpression of CTSS in promoted invasion and progression ability

of MHCC-97L, while down-regulation of CTSS in MHCC-97H

yielded opposite effects. These phenotypic changes caused by CTSS

knockdown or overexpression were accompanied by alternation of the

matrix metallopeptidase-2 (MMP-2) expression. Moreover, multi-

variate analysis suggested that CTSB expression might be an

independent prognostic indicator for the outcomes of HCC patients

after curative surgery.

Conclusion: CTSS might be involved in the development and pro-

gression of HCC as an oncogene, and thereby be a valuable

prognostic marker for HCC patients.

PP0416

Rhamnetin induces sensitization of hepatocellular carcinoma cells
to a small molecular kinase inhibitor or chemotherapeutic agents

Fan Feng1, Jun Hou1, Zheng Zhang1

1Research Center for Clinical and Translational Medicine, Beijing

302 Hospital, Beijing

Background: HCC is one of the most fatal human cancers and the third

most common cause of tumor-related death nowadays and HCC

patients in China and other Asian-pacific region account for almost 50%

of all HCC cases worldwide. Although hepatic resection brings a first-

line hope for patients suffering from HCC, only low proportion

(10–15%) of HCC patients are suitable. Moreover, most patients were

suffering from advanced HCC at initial diagnosis exhibiting dismal

clinical outcomes due to ineffective chemotherapy or radio-resistance.

Although recent application of sorafenib, an oral targeted therapeutic

drug or a multi-target protein kinase inhibitor, could attenuate tumor

growth or metastasis, and improve longevity or quality of life for

patients, several problems still remain during its usage, with the 5-year

survival rate of HCC patients still very low. Therefore, it is urgently

needed to develop novel therapeutic strategies for advanced HCC.

Methods: The expression of miR-34a, proteins belonging to Notch-1

signaling pathway or MDR-related proteins was detected by quanti-

tative polymerase chain reaction (qPCR) and western blot assay. To

identify whether rhamnetin induces the chemotherapeutic sensitiza-

tion in HCC cells, the MTT-assays, flow cytometry, soft agar, trans-

well and nude mice assays were performed.

Result: The results revealed the activity of rhamnetin to enhance the

efficacy of anti-tumor agents through miR-34a mediated Notch-1

suppression in HCC cells. Treatment of non-cytotoxic concentration

(3 lmol/L) of rhamnetin enhanced the effect of sorafenib in HCC

cellsvia both in vitro and in vivo models. Moreover, rhamnetin also

reduced the endogenous expression of MDR related proteins P-GP

and BCRP in a MDR (multi-drug resistance) HCC cell line HepG2/

ADR.

Conclusion: This compound may show therapeutic effects for treat-

ing HCC with MDR character as well as provide the basis for

developing specific sensitizer of anti-tumor drugs.

PP0417

Risk of hepatocellular carcinoma (HCC) recurrence is changing
according to serial liver stiffness measurement follow-up
in patients who underwent radiofrequency ablation for HCC

Hyeongseok Kim1, Sang Hoon Kwon2, Jun Seob Lee3, Junsik
Yoon3, Yu Rim Lee3, YoungOh Kweon1, WonYoung Tak1,
Sooyoung Park1, SeYoung Jang1, Keun Hur4, EunHye Lee5,
DaYeon Jung4, GyeongHwa Kim4, YounHun Choi4, ShanShan
Wang6, JungGil Park7, HeonJu Lee7

1Kyungpook National University Hospital, Daegu, Korea; 2Division

of Gastroenterology and Hepatology, Department of Internal

Medicine, Kyungpook National University School of Medicine,

Daegu, Korea; 3Kyungpook National University Hospital, Daegu,

Korea; 4Department of Biochemistry and Cell Biology, Kyungpook

National University School of Medicine, Daegu, Korea; 5Department

of Biochemistry and Cell Biology, Kyungpook National University

School of Medicine, Daegu, Korea; 6Graduate School of Medicine,

Kyungpook National University, Daegu, Korea; 7Department of

Gastroenterology and Hepatology, Yeungnam University Hospital,

Daegu, Korea

Background: Liver stiffness measurement (LSM) using Fibroscan

can access advanced liver fibrosis and recurrence of hepatocellular

carcinoma (HCC) after curative treatment. However, LSM can

change by treatment of underlying liver disease. We aimed to eval-

uate how serial LSM changes could affect the recurrence of HCC in
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patients who achieved complete remission by radiofrequency ablation

(RFA).

Methods: We prospectively measured the LSM in 190 HCC patients

diagnosed as HCC and underwent RFA for the first line treatment

from 2008 and 2015. A total of 145 patients who annually measured

LSM during follow-up periods were enrolled for analysis. Cox

regression analysis was used to identify independent predictors of

HCC recurrence.

Result: The mean age of study population was 61 years. Recurrence

was occurred in 63 (43.4%) patients during the follow-up period

(median 32.8, range 19–45.8 months). Median time to recurrence was

22 months (range 13.4–38.3). Factors related with higher recurrence

were low platelet count (p = 0.001), low albumin (p = 0.007), high

AFP (p = 0.011), long spleen diameter (p = 0.01), Liver cirrhosis (p

= 0.006), LSM C 13 kPa (p = 0.002), high APRI (p = 0.002). We

divided the patients into 4 subgroups according to the changing pat-

terns of LSM; group 1 (\13 to\13 kPa), group 2 (C13 to\13 kPa),

group 3 (\13 to C13 kPa) and group 4 (C13 to C13 kPa). Recurrence

rate was 61.1% highest in group 4 followed 60% in group 3, 47.6% in

group 2 and 23.3% in group 1 (p \ 0.001). In subgroup analysis,

significant predictive factors for recurrence were low albumin (p =

0.006) in patients B 13 kPa. In patients[13 kPa, significant predic-

tors for recurrence were long spleen diameter (p = 0.02).

Conclusion: Although initial LSM is a strong predictor for recurrence

of HCC after RFA, serial LSM can affect the recurrence during fol-

low-up. Serial monitoring of LSM is important in management of

underlying liver disease and monitoring tumor recurrence in HCC

patients. Efforts should be made to prevent the patients from fibrosis

progression by appropriate antiviral therapy, abstinence from alcohol,

and life style modification.

Baseline characteristics of enrolled patients (n = 145)

Recurrence rate of HCC according to LSM change

PP0418

Do early HCC patients need to undergo routine endoscopy?

Satoshi Kawamura1, Takamasa Ohki1, Mayuko Kondo1, Ken
Kurokawa1, Chikako Shibata1, Junnya Arai1, Shigeyuki
Kurosaki1, Kazuyoshi Funato1, Shuuya Maeshima1, Yuki
Karasawa1, Kentaro Kojima1, Michiharu Seki1, Nobuo Toda1,
Kazumi Tagawa1

1Mitsui Memorial Hospital, Tokyo, Japan

Background: Hepatocellular carcinoma (HCC) occurs in the context

of liver cirrhosis and gastroesophageal varices rupture is life-threat-

ening event in such patients. However, it is unclear whether routine

endoscopy is needed for all HCC patients. Therefore we analyzed the

necessity and frequency of endoscopic procedure in patients with

early HCC.

Methods: In this retrospective study, we finally enrolled 220 early

HCC patients who had been curatively treated with first RFA between

April 2004 and August 2013. All patients received endoscopy within

6 months before RFA. We divided these patients into three groups: F0

group with F0 varices form (n = 123), F1 group with F1 varices form

(n = 76), F2-3 group with F2 or F3 varices form (n = 21). We

analyzed the patient backgrounds and cumulative incident rate among

the three groups. We defined incident as variceal hemorrhage which

required endoscopic procedure such as EVL.

Result: As for patients background, albumin and platelete counts

were lower in F2-3 group compared to F1 F2 groups. Total bilirubin

was higher in F2-3 group compared to F1 F2 groups.

During the follow up period, cumulative rate of variceal hemor-

rhage after first RFA at 1, 3 and 5 years was 0, 1, 1% in F0 group, 1, 1

and 14% in F1 group, 20, 26, 51% in F2-3 group, respectively (P\
0.0001). Adjusting for significant factors in univariate analysis,

multivariate analysis indicated that age (HR: 0.91 per year, p =

0.019) and stage III or more than stage III HCC (HR: 4.02, p = 0.019)

as independent factors which affected on variceal hemorrhage.

Conclusion: Our data suggests that once endoscopic screening is

performed to early HCC patients, the recommended routine endo-

scopic follow-up is as follows; 5 years for F0 group, 3 years for F1

group and every year for F2-3 group.

PP0419

Increased levels of ALP, GGT and decreased levels of CHE
in serum were associated with poor prognosis in patients
with hepatocellular carcinoma

Wang Nanya1, Zhao Hengjun1, Cui Jiuwei1

1The First Hospital of Jilin University, Changchun
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Background: Hepatocellular carcinoma (HCC) is a common malig-

nant tumor in the digestive system in China and even in Asia, with

high incidence and poor prognosis. At present, the prognosis of HCC

is related to physical condition score, liver function classification,

tumor size, lesion number, portal vein invasion and distant metastasis.

Well, serum alkaline phosphatase (ALP), gamma glutamyl

transpeptidase (GGT) and cholinesterase (CHE) in the diagnosis and

treatment of HCC has the significance of increasing attention, but

their relationship with prognosis of patients with HCC is rare. This

study analyzed the relationship between serum ALP, GGT and CHE

levels and prognosis in 242 patients with HCC, and to explore the

value of serum ALP, GGT and CHE levels in evaluating the prognosis

of patients with HCC.

Methods: Clinical data of 242 patients with HCC from October 2010

to February 2015 were retrospectively analyzed. Cox proportional

hazard regression model was used to analyze the relationship between

clinical data and the overall survival of patients. The Kaplan–Meier

method was used to draw survival curves.

Result: Of all 242 patients, 195 were male and 47 were female. The

median age was 57 years old (19–86 years old). ALP increased group

compared with normal group, the median OS was 31.2 vs. 50.3

months, (P = 0.009). GGT increased group compared with normal

group, the median OS was 33.5 vs. 70.6 months (P \ 0.001). CHE

decreased group compared with normal group, the median OS was

28.9 vs. 49.2 months (P = 0.009). Survival risk factor analysis using

Cox proportional hazard regression model showed that the ALP, GGT

increased and CHE decreased were associated with shorter OS.

Conclusion: Increased levels of ALP, GGT and decreased levels of

CHE in serum were associated with poor prognosis in patients with

hepatocellular carcinoma. ALP, GGT and CHE were independent

prognostic factors in patients with HCC prognosis.

PP0420

A study on the association of FGFR4 polymorphism and HBV
C-region mutation in patients with different stages of hepatitis B
infection

Zhaohui Wang1

1Qingdao Sixth People’s Hospital, Qingdao

Background: The hepatitis B virus (HBV) infection has been iden-

tified as a leading cause of progressive liver diseases, including

cirrhosis and hepatocellular carcinoma (HCC). The pathogenesis of

HBV-related liver diseases is believed to involve complicated viral-

host interactions. Several host and viral factors have been associated

with progression from chronic HBV carrier state to HCC. Viral fac-

tors includes virus mutation and host factors may include single

nucleotide polymorphisms of human genes. Fibroblast growth factor

receptor 4 (FGFR4), a member of the fibroblast growth factor receptor

family, has been recently associated with tumor progression in

numerous malignant tumors. Given its uniquely high expression in the

liver, we investigated its contributory role to hepatocellular carci-

noma (HCC). Some study shows HBV C-region mutation parallels the

progression of chronic liver disease. So we investigated the HBV

C-region mutation and FGFR4 polymorphism in patients with dif-

ferent stages of hepatitis B Infection to clarify possible pathogenic

differences.

Methods: In this case-control study, we determined FGFR4 single

nucleotide polymorphisms (SNPs) (rs351855) in 300 individuals with

chronic HBV infection, among them 120 CHB patients, 138 LC

patients and 42 HCC patients. After the extraction of specimen DNA,

using SNPs mass spectrometry to detect FGFR4 rs351855 loci

polymorphisms, comparing the allele and genotype distribution and

collecting the relevant clinical data to make a correlation analysis.

Meanwhile nested PCR for HBV C-region mutation was performed.

Result: HBV C-region mutation shows no difference in CHB, HBV-

related cirrhosis (LC) and HBV-related hepatocellular carcinoma

(HCC) patients (P[0.05). To FGFR4 rs351855 loci polymorphisms

SNP, there are three genotypes: wild-type GG, heterozygous mutant

type GA and homozygous mutant AA in three groups. Also genotype

and allele frequency distribution has no significant difference among

these groups (P [ 0.05). Comparing GG genotype and (GA + AA)

genotypes respectively in these three groups, their general and bio-

chemical characteristics are not statistically different (P [ 0.05). In

HCC group, AFP level in GG genotype patients is significantly higher

than GA + AA genotype but not statistically significant with the rest

of liver damage indicators (P[ 0.05).

Conclusion: Our study showed no correlation between FGFR4

polymorphism and HBV C-region mutation in patients with different

stages of hepatitis B Infection. But FGFR4 rs351855 gene polymor-

phism has a correlation with AFP level in HCC patients. FGFR4 may

affect the progression of HCC by regulating the secretion of AFP.

Further studies, with larger sample sizes and different ethnicities, are

necessary to validate our findings.

PP0421

Plasma fibrinogen: an alarm factor of primary liver cancer

Xiajie Wen1, Fengmin Lu2, Jingmin Zhao3

1Department of Epidemiology and Biostatistics, College of Public

Health, Zhengzhou University, Zhengzhou; 2Department of

Microbiology and Infectious Disease Center, School of Basic Medical

Science, Peking University Health Science Center, Beijing;
3Department of Pathology and Hepatology, Beijing 302 Hospital,

Beijing

Background: Primary liver cancer (PLC), ranked as the second and

sixth leading cause of cancer deaths in men and women respectively,

is one of the most lethal human malignancy worldwide, extremely in

Asian. Now, operation is the best treatment of PLC, so early diagnosis

is extremely needed to improve the post-surgery survival levels. A

growing body of evidence suggests that plasma fibrinogen is associ-

ated with inflammation and cancer progression, and it would be

significantly increase in new diagnosis PLC patients. As a common

test, plasma fibrinogen’s value as an alarming factor of PLC would be

discussed.

Methods: Basic information was collected of 3922 patients at Beijing

302 Hospital and 804 PLC patients who had underwent surgical

treatment in Henan Cancer Hospital. Statistic analyses were down to

explore the diagnosis and prognosis value of pre-surgery plasma

fibrinogen in PLC patients.

Result: By comparing the different plasma fibrinogen levels of var-

ious liver diseases patients, figure 1 showed that PLC patients had

higher levels of plasma fibrinogen than other liver disease patients (P

\ 0.001). What’s more, different virus infection background could

affect the increase degree. As a tumor marker the diagnosis value of

plasma fibrinogen was showed in figure 2, AFP a well know PLC
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biomarker was used as reference. From the receiver operating char-

acteristic (ROC) curves we can get the conclusion that for all liver

disease patients the area under receiver operating characteristic

(AUROC) of AFP and plasma fibrinogen was 0.81 and 0.74 respec-

tively. The patients with HBV infection can get the similar result.

However, plasma fibrinogen had nearly no diagnosis value in the

patients of HCV infection and co-infection of HBV and HCV.

Interestedly the diagnosis value of plasma fibrinogen in the patients

had no hepatitis infection was better than AFP the AUROC is 0.80

and 0.75 respectively. Survival analysis showed that over-all survival

rates of 1-, 3- 5-year of post-surgery PLC patients with plasma fib-

rinogen levels\2.00 g/L were 71.74, 49.72 and 23.14%, respectively.

The patients whose pre-operation plasma fibrinogen ranged during the

range of normal value (2.00–4.00 g/L) had bad prognosis the 1-, 3-

5-year over-all survival rates were 63.49, 37.43 and 20.14%,

respectively. Patients with pretreatment plasma fibrinogen levels

more than 4.00 g/L had worst prognosis and the 1-, 3-, 5-year over-all

survival rates were 56.44, 26.46 and 14.08%, respectively.

Conclusion: Pre-surgery Plasma fibrinogen can be a reference factor

of prognosis because it was linked with some tumor characters. As a

routine test of all patients plasma fibrinogen is significantly high in

pre-surgery PLC patients and it can be used as an alarming factor of

PLC further diagnosis extremely in some long time cirrhosis patients.

Fig 1 Mean of plasma fibrinogen. No hepatitis virus infection

(hepatitis = 158 cirrhosis = 560 PLC = 100), HBV infection (hep-

atitis = 459 cirrhosis = 1024 PLC = 936), HCV infection (hepatitis

= 169 cirrhosis = 371PLC = 41), co-infection (hepatitis = 12 cir-

rhosis = 35 PLC = 16)

Fig 2 The diagnosis value of plasma fibrinogen in different

patients (A) all patients (B) patients with HBV infection (C) patients

with HCV infection (D) patients with HBV and HCV co-infection

(E) no infection patients

PP0422

Prognostic value of immunoscore to identify mortality outcomes
in adults with HBV-related primary hepatocellular carcinoma

Qinwei Yao1, Qinghua Meng2, Yueke Zhu3

1Department of Critical Care Medicine of Liver Diseases, Beijing

Youan Hospital, Capital Medical University, Beijing; 2Department of

Critical Care Medicine of Liver Disease, Beijing Youan Hospital,

Capital Medical University, Beijing; 3Beijing Youan Hospital, Capital

Medical University, Beijing

Background: This study aimed to determine if immunoscore (IS)

staging system would be a potentialprognostic factor in HBV-HCC in

China.

Methods: IS was performed in a consecutive cohort of HBV-HCC

patients (n = 92). CD3+, CD8+, and CD45RO+T cells were quantified

by immunohistochemical analyses. The patients were stratified into five

IS groups: I0, I1, I2, I3, I4 for every two cell phenotypes (Immunoscore1

(CD8/CD45RO, Immunoscore2 (CD3/CD8), and Immunoscore3
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(CD3/CD45RO), respectively. ImagePro Plus software was used in the

calculation of the paraffin-embedded tumor sections.

Result: The staining of CD3+, CD8+ and CD45RO+ cells in the HBV-

HCC tissue demonstrated that there were higher density and larger area

of lymphocytes in the IM region than in the center. Univariate analysis

showed that preoperative TNM staging (p = 0.01), GGT level (p =

0.03), vascular invasion (p = 0.00) and density of CD3+T (CT) (p =

0.01) were correlated significantly with disease-free survival (DFS);

AFP level (p = 0.02), tumor size (p = 0.00), serum CHE (p = 0.04) and

GGT level (p = 0.01), density of CD3+T (CT) (p = 0.00), CD8+T (CT)

(p = 0.00), CD45RO+T (CT) (p = 0.00) and CD45RO+T (IM) (p =

0.02) were correlated with overall survival (OS). Multivariate analysis

showed that TNM staging was not an independent prognostic factor of

DFS and OS. Our results showed ISs didn’t have a significantly cor-

relation with DFS (p = 0.35, 0.19, and 0.07, respectively), but it was

correlated significantly with OS (p= 0.00,0.00, and 0.00, respectively).

There were statistical differences among the OS of every ISs subgroup

except I0 and I1 by the Cox regressions analysis.

Conclusion: The IS staging was closely related to the outcome of

patients. It can compensate TNM tumor classification system inpre-

dicting the prognosis of HBV-HCC patients.

PP0423

Risk factors for hepatocellular carcinoma in patients with chronic
hepatitis B under antiviral therapy in a prospective study
from single center experience

Xiaoyun Hu1, Rong Fan1, Weiyin Lin1, Xieer Liang1, Youfu Zhu1,
Yuanping Zhou1, Yabing Guo1, Jie Peng1, Weiqun Wen1, Jinjun
Chen1, Yongpeng Chen1, Dingli Liu1, Jian Sun1, Jinlin Hou1

1Hepatology Unit, Nanfang Hospital, Southern Medicine University,

Guangzhou

Background: In the era of antiviral therapy, the risk for developing

hepatocellular carcinoma (HCC) can not be completely eliminated

even in those who achieve a complete virological response. Thus, we

investigated the risk factors for development of HCC in patients with

chronic hepatitis B (CHB) who received antiviral therapy.

Methods: Between 2014 and 2016, we have recruited 2446 CHB

patients with nucleos(t)ide analogues (NUCs) or pegylated interferon

alpha (IFN or PEG-IFN) in Hepatology Unit, Nanfang hospital.

Patients were excluded if they were coinfected with the hepatitis C

virus or the human immunodeficiency virus (n = 3), or if insufficient

data were available to calculate the Child–Pugh score (n = 28). At

baseline, patients received evaluation including a full medical history,

physical examination, laboratory assessments, trans-abdominal

ultrasonography and transient elastography examination. Patients

were followed up every 6 months regularly. Patients with cirrhosis

were diagnosed as follow: (1) histological diagnosis of liver cirrhosis;

or (2) clinical signs of portal hypertension; or (3) at least two of the

following criteria matched: (i) liver imaging of coarse and nodular

echotexture; (ii) platelet count\100 G/L; (iii) esophageal or gastric

varices; (iv) liver stiffness value C12 KPa with normal aminotrans-

ferase. The multivariable regression analysis was used to identify

demographic and clinical characteristics associated with CHB related

HCC. The Kaplan–Meier method was used to estimate the cumulative

incidence of HCC and compared by log-rank test.

Result: During a mean follow-up of 18.02 ± 6.96 months, the overall

incidence of HCC was 1.3%, 23 (4.7%) patients in cirrhosis group (n

= 488) and 8 (0.4%) patients in non-cirrhosis group (n = 1927),

respectively. Age (OR = 1.065; 95% CI 1.026–1.105; P = 0.001),

abnormal AFP level ([7ng/ml) (OR = 4.647; 95% CI 2.033–10.625;

P \ 0.001) and cirrhosis (OR = 5.699; 95% CI 2.426–13.388; P \

0.001) were independent predictors of HCC development. There was

significant difference in the cumulative incidence of HCC between

CHB patients with age B50 and[50 years (P\ 0.001), normal and

abnormal AFP at baseline (P\ 0.001), cirrhosis and non-cirrhosis (P

\ 0.001). Further analysis showed that abnormal AFP level was

independent predictors of HCC development in non-cirrhosis patients

(OR = 4.647; 95% CI 2.033–10.625; P \ 0.001). And there was

significant difference in the cumulative incidence of HCC between

non-cirrhotic patients with normal and abnormal AFP (P\ 0.001).

Conclusion: Age, abnormal AFP and cirrhosis were the main risk

factors for HCC in CHB patients under antiviral therapy. AFP[7ng/

ml at baseline was independent predictive of HCC development in

non-cirrhotic patients.

Table 1. Clinical characteristics of patients at enrollment.

PP0424

Validation of tumor factor of four major staging systems
in hepatocellular carcinoma

Sadahisa Ogasawara1, Yoshihiko Ooka1, Tetsuhiro Chiba1,
Masayuki Yokoyama1, Masanori Inoue1, Toru Wakamatsu1,
Tomoko Saito1, Eiichiro Suzuki1, Akinobu Tawada1, Masayuki
Ohtsuka2, Masaru Miyazaki2, Osamu Yokosuka1

1Department of Gastroenterology and Nephrology, Graduate School

of Medicine, Chiba Univeristy, Chiba, Japan; 2Department of General

Surgery, Chiba University, Graduate School of Medicine, Chiba,

Japan

Background: Four major staging systems, such as Liver Cancer

Study Group of Japan, AJCC/UICC, Barcelona Clinic Liver Cancer,

and Hong Kong Liver Cancer, have been proposed for hepatocellular

carcinoma. Each staging system has different development progress

and features. This study was designed to validate tumor factors of

staging systems of HCC, especially focusing on the difference

between each staging system.

Methods: A total of 1040 consecutive, newly diagnosis HCC patients

at Chiba University Hospital were analyzed.

Result: We divided patients who did not have both macrovascular

invasion and extrahepatic metastasis as three groups based on tumor

numbers (single, 2–3, and 4 or more). In single lesion group, tumor

size did not contribute to the prognosis (reference = B20 mm), HR =

0.939 ([20, B50 mm), P = 0.710, HR = 1.320 ([50 mm), P =

0.228)]. In 2–3 and 4 or more lesions group, maximum tumor size
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were poor prognosis factors (2–3 lesions (reference = B2 cm): HR =

1.429 ([2, B3 cm), P = 0.105, ([3, B5 cm), P = 0.044, HR = 1.906

([5 cm), P = 0.019, 4 or more lesions (reference = B5 cm): HR =

2.024 ([5 cm), P = 0.006). Likewise, we divided these patients as

two groups based on maximum tumor size (B5, and[5cm). In both

groups, tumor numbers were poor prognosis factors [B5cm group

(reference = single lesion): HR = 1.812 (2–3 lesions), P \0.001. HR

= 2.937 (4–7 lesions), P \0.001, HR = 6.046 (8 or more lesions), P

\ 0.001,[5cm group (reference = single lesion): HR = 1.893 (2–3

lesions), P = 0.036, HR = 4.518 (4–7 lesions), HR 4.746, P \0.001,

HR = 4.619 (8 or more lesions), P \ 0.001]. Of patients who had

either or both macorvascular invasion (MVI) and extrahepatic

metastasis (EHM), EHM was a significant poor prognosis factor (HR

= 2.185, P\0.001) (MVI was not a significant poor prognosis factor

in this cohort. Of patients who had MVI (without EHM), extrahepatic

vascular invasion (VP4, VV3, B4) (reference = VP1-2, VV1, B1-2,

HR = 2.975, P\ 0.001) and[4 lesions (reference = single, HR =

2.294, P = 0.003) were significant poor prognosis factors.

Conclusion: Maximum intrahepatic tumor size contributed to prog-

nosis in patients who had 2 or more intrahepatic lesions (i.e.

maximum intrahepatic tumor size did not contribute to prognosis in

single HCC patients). Intrahepatic tumor number contributed to

prognosis in both no MVI and no EHM patients. Extrahepatic

metastasis at initial diagnosis contributed to prognosis in patients with

either MVI or EHM. Moreover, subdividing of patients who had

either MVI or EHM might be required in the future staging system.

PP0425

The relationship between marital status and prognosis of patients
with hepatocellular carcinoma: an population-based study

Wenrui Wu1, Lanjuan Li1

11st Affiliated Hospital of ZheJiang University, Hangzhou

Background: It has been reported that married patients have better

prognosis compared with unmarried patients. However, whether

protective effect of marital status varied across other variables is

unclear. To investigate the impact of marital status on mortality in

patients with primary hepatocellular carcinoma stratified by other

variables.

Methods: We identified eligible patients diagnosed with hepatocel-

lular carcinoma from Surveillance, Epidemiology and End Results

(SEER) database in 2004–2012. Multivariate analyses were con-

ducted to analyse the association between marital status and prognosis

of survivors.

Result: Finally, we identified 13,707 eligible patients diagnosed with

hepatocellular carcinoma between 2004 and 2012. Compared with the

married groups, the unmarried groups had worse cancer-specific sur-

vival outcomes (the divorced/separated, HR= 1.09, 95% CI 1.05–1.13;

the widowed, HR = 1.20, 95% CI 1.14–1.26; the single, HR = 1.11,

95% CI 1.07–1.15). We observed that the married groups had better

5-year cancer-specific survival compared with unmarried patients and

the widowed groups were at the highest risk of cancer mortality. Mar-

ried status is an independent protective prognostic factor for both

overall and cause-specific survival among liver cancer patients, even

after adjusted for known confounders. In stratified analyses by AJCC

stage, the married patients had survival advantages in each stage.

Conclusion: Our study indicated that the married liver cancer patients

had survival advantages. Additionally, the unmarried groups, espe-

cially the widowed patients, were at higher risk of overall and cancer

specific mortality. More sufficient social support might be provided

for unmarried liver cancer patients in order to improve their survival

outcomes.

PP0426

The clinical significance of indocyanine green excretion test
in evaluation of liver functional rese

Wei Yu1, Yunqin Qiu1

1The First Affiliated Hospital, College of Medicine, Zhejiang

University, Hangzhou

Background: Post-operative liver failure is the deterioration of liver

function following liver resection with high mortality. To assure safe

liver treatment, accurate preoperative estimation of the functional

reserve is crucial. Although the hepatic functional reserve is generally

evaluated by the model for end stage liver disease (MELD) scores and

Child–Pugh classification, their accuracy is unsatisfactory. In recent

years, indocyanine green (ICG) excretion test is commonly used to

examine the kinetics of liver function and possess considerable

advantages. The aims of this study were to compare the predictive

value of ICG excretion test with ChildPugh classification and MELD

scores, and investigate the risk factors for hepatic insufficiency after

treatment, which could provide more convenient and reliable method

for evaluating liver functional reserve.

Methods: The clinical data of 1162 cases with liver treatment, under-

went ICG excretion test before liver therapy, were collected from

January to December 2011, in the First Affiliated Hospital of Zhejiang

University, and analyzed retrospectively. All the patients. patients was

collected corresponding medical record data (operation mode, ascites,

hepatic encephalopathy), HBV markers, preoperative and postopera-

tive blood routine, coagulation function, liver function, renal function,

postoperative pathology, liver CT or B examination and ICG excretion

test data (ICGR15, K). SPSS17.0 for windows was applied to analyze

data. The non normal distribution data was used rank sum test. Com-

parison of count data was used chi square test. Correlation analysis of

non normal distribution data was used Spearman analysis. Correlation

analysis between ICGR15 and routine blood biochemical indicators of

liver function was used multiple linear regression analysis. P\ 0.05

showed statistical significantly difference.

Result: ICGR15 differed significantly between Child A and Child B (P

\ 0.001). A positive correlation was observed between ICGR15 and

MELD scores (r= 0.348, P\0.001). Single factor analysis showed that

liver cancer, treatments, Child–Pugh classification, body mass index

(BMI), indocyanine green retention rate at 15 min (ICGR15), albumin

(ALB), cholinesterase (CHE), total bilirubin (TBil), creatinine (Cr),
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international normalised ratio (INR), MELD scores were correlated

with hepatic insufficiency after treatment. Furthermore, Logistic

regression revealed that five risk factors were associated with hepatic

insufficiency treatments (b=-2.585, P\0.001), ICGR15 (b= 0.036,

P = 0.001), LnCHE (b = -0.859, P = 0.002), TBil (b = 0.053, P\
0.001) and ALB (b = -0.088, P\0.001).

Conclusion: ICG excretion test had positive correlations with Child–

Pugh classification and MELD scores. ICG excretion test was a

sensitive index of hepatic functional reserve, guiding significance in

predicting the rate of postoperative liver dysfunction.

PP0427

Association of portal vein tumor thrombus in hepatitis B related
hepatocellular carcinoma

Abu Saleh Mohammmad Sadequl Islam1, Salimur Rahman2,
Mamun Al Mahtab3

1Shaheed Ziaur Rahman Medical College, Bogra, Bangladesh;
2BSMMU, Dhaka, Bangladesh; 3Bangabandhu Sheikh Mujib Medical

University, Dhaka, Bangladesh

Background: The highest incidence of Hepatocellular carcinoma

(HCC) is in Asia, accounting for about 76% of all cases worldwide. In

South East Asia, hepatitis B is the most common underlying cause.

HCC exhibits intense neoangiogenic activity during its progression.

In the early stages the tumor is not highly vascularized and its blood

supply comes from the portal vein. However, as the tumor grows the

blood supply becomes progressively arterialized. HCC have to inva-

sion the portal venous system, which results in portal vein tumor

thrombus (PVTT). Aim of this study to find out the relationship of

portal vein tumor thrombosis with hepatitis B related hepatocellular

carcinoma.

Methods: This observational study was carried out in the department

of Hepatology, BSMMU, Dhaka, Banngladesh from January 2012 to

December 2013. The study was approved by the E thical Institutional

Review Board (IRB) of BSMMU. The diagnosis of HCC WAS

confirmed by pathological examination of AFP elevation (400 ng/ml)

combined imaging (CT/MRI). Diagnosis of PVTT was made by non-

enhanced and contrast-enhanced multi-ditector CT. All CT images

were evaluatedby 2 trained radiologist by consensus after exclusion of

hepatitis C virus infection and significant alcohol intake ([20 g/day).

All patients were HBsAg positive done by ELISA test.

Result: A total 44 patients were included in this study. Among them

91% were male (n = 40). The mean age was 48.2 (sd 12.9) years with

rangefrom 23 to 80. Maximum (50%) patient’s ages were belonges to

35–54 years. Urban was 52.3% (n = 23) Cirrhosis was 79.5 (n = 35)

and no cirrhosis was 20.5%. PVTT was found 41% (n = 18) and no

PVTT was found 59% (n = 26). Among cirrhosis and non-cirrhosis

group PVTT was 83% (n = 15) and 17% (n = 03) respectively.

Conclusion: PVTT is a significant association with HCC and PVTT

increase is more in cirrhotic group.

PP0428

Serum and tissue expressions of prohibitin in hepatocellular
carcinoma and the clinical significances

Juanjuan Shi1, Ning Yang1, Fengping Wu1, Mei Li1, Xin Zhang1,
Xiaoli Jia1, Wenjun Wang1, Ning Gao1, Shuangsuo Dang1

1The Second Affiliated Hospital of Xi’an Jiaotong University, Xi’an

Background: Prohibitin (PHB) is one of the important members of

cell membrane proteins superfamily, which is widely expressed in

many tumor tissues and participates in a variety of essential cellular

functions, including apoptosis, cell cycle control, proliferation, sur-

vival and so on. Previous studies have found that the expression of

PHB was increased in some tumor cells, such as liver, gastrointesti-

nal, pancreatic, cervical and prostate cancer. Our previous studies

showed that PHB expression was increased in human hepatocellular

carcinoma cell lines Huh7 and SMMC-7721, suggesting that PHB

may be closely related to tumorigenesis and development. In our
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study, we investigate PHB expression of serum and tissue to explore

its clinical significances in hepatocellular carcinoma (HCC).

Methods: Serum PHB levels in 82 HCC patients and 82 healthy

individuals were determined by ELISA assay. The expression of PHB

in the 30 pairs of HCC tissues, paracancerous tissues and normal

tissues were detected by real-time PCR and immunohistochemistry

assay. The clinical data were collected to determine the associations

with PHB and clinical features.

Result: Serum PHB protein levels in HCC patients were significantly

increased when compared with healthy individuals group (227.97 vs.

55.78 pg/mL, Z = -4.532, P = 0.000). The expresion of PHB in

HCC patients had positive correlation with alanine aminotransferase

(ALT, r = 0.337, P = 0.034), total bilirubin (TBIL, r = 0.431, P =

0.006) and AFP (r = 0.319, P = 0.045). The positive rate of PHB in

HCC tissues and paracancerous tissues were 73.3 and 86.7% that were

significantly higher than the normal tissues, respectively. The PHB

mRNA expression in HCC tissues and paracancerous tissues were

also higher than the normal tissues. The expression of PHB in HCC

patients had correlation with differentiation grade, TNM stage and

AFP.

Conclusion: PHB is overexpression in HCC patients tissues and

serum and is correlated with the degree of liver injury and tumor

malignancy, indicating that PHB may be involved in the occurrence

and progression of HCC.

PP0429

Analysis on characteristics of 6834 cirrhosis cases and 1093
hepatocellular carcinoma based on cirrhosis in Xinjiang

Tang Xiao Fan1, Qing Jian Zhang 1, Xin yue Zhang1

1The First Affiliated Hospital of Xinjiang Medical University, Ürümqi

Background: To survey the genetics characteristics of liver cirrhosis

and risk factors of HCC based on cirrhosis in XinJiang province.

Methods: Retrospective analysis the constituent ratio on 6834 cir-

rhosis cases of inpatients from the First Affiliated Hospital of

Xinjiang Medical University during the past 10 years, Investigate risk

factor of hepatocellular carcinoma based on cirrhosis according to

Hepatitis B virus, hepatitis C virus, alcohol, gender, age, ethnicity,

type 2 diabetes, Compare features among cirrhosis groups caused by

Hepatitis B virus combined alcohol, Hepatitis B virus uncombined

alcohol and alcoholic cirrhosis group; Statistics adopt statistical

software SPSS Statistics 13.0, when p \ 0.05, the difference has

statistic meaning.

Result: The top five causes for 6834 cirrhosis cases are respectively

as following: 54.86% of Hepatitis B, 13.21% of hepatitis C, 9.5% of

primary biliary cirrhosis, 9.13% of cryptogenic cirrhosis, 6.22% of

alcoholic cirrhosis. 15.99% patients have hepatocellular carcinoma,

and 6.9% of them die in hospital, combined diabetes takes up 9.7% of

the total. Among 3749 hepatitis B cirrhosis cases, 23.85% of them are

related to combined alcohol factors. Independent risk factors to cause

hepatocellular carcinoma include Hepatitis B virus infetion, Hepatitis

C virus infection, drinking, male, aging while ethnicity and type 2

diabetes make no difference to the occurrence of hepatocellular car-

cinoma for cirrhosis patients, instead, diabetes has become the

protective factors of hepatocellular carcinoma occurrence.

Conclusion: The infection of hepatitis B virus is the main cause for

cirrhosis in Xinjiang, however, the common combination of alcoholic

factors and hepatitis B virus is its feature; compared with alcoholic

cirrhosis, combined alcoholic cirrhosis facing more oxidative stress

indicates that alcoholic factors may increase probabilities of cirrhosis

for hepatitis B infectors; hepatitis B virus infection, hepatitis C virus

infection, drinking, male and advanced age are independent risk

factors of hepatocellular carcinoma for the cirrhosis patients. type 2

diabetes actually makes no difference to the increase of hepatocellular

carcinoma for cirrhosis patients, Instead, diabetes reduces the risk of

hepatocellular carcinoma in patients with hepatitis C cirrhosis. Also,

ethnic disparity makes no difference to hepatocellular carcinoma.

PP0430

Finding the association of ACRBP gene polymorphism to liver
cancer for novel biomarker discovery in cancer diagnostics: in
silico identification with experimental validation

Mohammad uzzal Hossain1, Md. Moniruzzaman1, Md. shariful
Islam2, Md. Masud Rana2

1Molecular Biotechnology Division, National Institute of

Biotechnology, Savar, Dhaka, Bangladesh; 2Department of

Biotechnology and Genetic Engineering, Mawlana Bhashani Science

and Technology University, Tangail, Bangladesh

Background: Liver cancer (LC) involves many genes which may

stake to an increased prospect of becoming LC. Despite intense

efforts there are still many specific biomarkers need to be identified

for specific disease risk assessment. Several studies have shown sta-

tistical evidence of linkage between Acrosin Binding Protein

(ACRBP) gene and Liver cancer. It might therefore be considered as a

candidate gene for liver cancer research.

Methods: This study investigated the relationship between the

ACRBP gene and the risk for liver cancer. The study was carried out

with dry and wet lab approaches to identify the most deleterious

single nucleotide polymorphism (SNP) and their association for the

diagnosis of LC as novel biomarker. With an array of available SNP

data on dbSNP we sorted out functional SNPs in ACRBP gene by

implementing different authentic computational tools for functional

and structural assessment, molecular dynamics, and energy mini-

mization studies. Thereafter we have employed 150 samples of LC

pateints and healthy control to observe the association with our

identified nsSNP by experimental validation (extraction, amplifica-

tion, digestion and sequencing method).

Result: Out of a total 1008 SNPs in ACRBP, we investigated 198

coding nonsynonymous SNPs (nsSNPs) and observed that 8 of them

could be expected to alter the protein’s function based on the pre-

dictions of both sequence homology–based and structural homology-

based algorithms. By analyzing multiple tools having different per-

spectives an aggregate result were produced where rs11545745

(Q26R) nsSNP was found to be most likely to exert deleterious effect.

3D model of mutated protein was generated to determine the func-

tional and structural effect of the mutations on ACRBP. Further we

have verified rs11545745 polymorphism with liver cancer patients

using polymerase chain reaction–restriction fragment length poly-

morphism (PCR-RFLP) method. A total of 80 patients with LC and

70 healthy control individuals were included for experimental
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validation. The frequency of the allelic distribution (G) (p\0.0126)

and genotype (GG) (p\0.0026) was found significant in LC patient.

The relative risk (p \ 0016) and odds ratio (p \ 0.0029) were also

significant in A/G transition of ACRBP gene. It is surprising that LC

patient were mostly found with mutant GG genotype.

Conclusion: Our study suggests that ACRBP functional polymor-

phisms (+26A/G) might possibly be associated with cancer and play a

role in the pathogenesis of LC. Our findings indicate that rs11545745

could be a novel biomarker in LC patients diagnosis though detailed

study on more LC patients need to be performed.

In silico identification of nsSNP of ACRBP gene

Experimental validation of identified nsSNP (rs11545745; +26A/G).

PP0431

Antiviral therapy is under-utilized but associated with improved
survival across tumor and liver disease stages and cancer
therapies in HBV-related hepatocellular carcinoma (HCC):
results of a multicenter United States-Asia cohort of 2307 patients

Vincent Lingzhi Chen1, Ming-Lun Yeh2, An K Le3, Pei-Chien
Tsai2, Mijung Jun4, Waqar k Saeed5, Hyo Young Lee5, Pauline P
Nguyen3, Nathan G Kim3, Chia-Yen Dai2, Jee-Fu Huang2, Chung-
Feng Huang2, Wan-Long Chuang2, Dae Won Jun5, Young-Suk
Lim4, Ming-Lung Yu2, Mindie h Nguyen3

1Department of Medicine, University of Michigan, Ann Arbor, MI,

USA; 2Hepatitis Center and Hepatobiliary Division, Department of

Internal Medicine, Kaohsiung Medical University Hospital, Kaohsi-

ung; 3Stanford University, Stanford, USA; 4Asan Medical Center,

Seoul, Korea; 5Hanyang University Hospital, Hanyang University

College of Medicine, Hanyang, Korea

Background: Hepatitis B virus (HBV) is the most common cause of

HCC worldwide. Antiviral therapy prevents HBV-related HCC, but

efficacy in already-established HCC is less well-established. We

assessed the effects of antiviral agents on HBV-related HCC in a

diverse real-world setting with a range of cancer-directed treatments.

Methods: This was a retrospective cohort study of consecutive (3 centers)

or randomly-selected (1 center) patients with chronic hepatitis B and newly-

diagnosed HCC at 4 medical centers in the United States, South Korea, and

Taiwan. Clinical, laboratory, and imaging findings were obtained from

individual chart review. Antiviral treatment data were supplemented by

pharmacy records and survival data by national death registries.

Result: The cohort included 2307 patients. Median age was 58 years;

81% of patients were male and 73% had cirrhosis. Approximately 50%

of patients received antiviral medications at some time, but only 18%

started before HCC diagnosis. The most commonly-used antiviral

agents were entecavir (49%), lamivudine (36%), tenofovir (15%), and

adefovir (9%). 77% of patients not on antiviral therapy at time of HCC

diagnosis met American and Asia-Pacific society guideline criteria for

antiviral therapy. Patients treated with antiviral medications were

younger (57 vs. 59 years; p\0.001), more often male (82 vs. 79%; p

= 0.045), and more often cirrhotic (76 vs. 70%; p = 0.002) than those

not treated. Patients not receiving antiviral therapy had higher Child–

Pugh stage (8.2 vs. 4.3% stage C, p = 0.001) and model of end-stage

liver disease score (MELD; 10.5 vs. 9.7, p = 0.0001), and advanced

tumor stage with greater maximum tumor size (5.9 vs. 4.9 cm); higher

prevalence of multifocal tumors (53 vs. 46%), vascular invasion (29 vs.

21%), and extrahepatic metastasis (13 vs. 8%); and higher Barcelona

clinic liver cancer stage (BCLC; 42 vs. 28% stage C/D); p\0.01 for

all comparisons. Patients not receiving antiviral therapy were less

likely to undergo cancer-directed treatment than those receiving

antiviral therapy (78 vs. 89%; p\0.001) and this difference extended

across most treatment types. Treatment with antiviral medications was

associated with increased survival, and this difference persisted across

tumor stage, degree of liver disease, and treatment modality (Table 1).

In a multivariate model inclusive of age, sex, cirrhosis, MELD, BCLC,

treatment type, and site, antiviral therapy remained associated with

decreased mortality (HR 0.66, 95% CI 0.58–0.76, p\ 0.001).

Conclusion: Antiviral therapy is associated with improved survival in

HBV-related HCC, independent of other predictors of survival. Many

patients for whom antiviral therapy was indicated were not on antiviral

therapy at time of HCC diagnosis. Expanded use of antiviral therapy

before and after HCC diagnosis may improve patient outcomes.
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Barcelona clinic liver cancer-stage C hepatocellular carcinoma:
a novel approach to sub-classification and treatment

Chung Hwan Jun1, Sung Kyu Choi1

1Chonnam National University Medical School, Gwangju, Korea

Background: Barcelona clinic liver cancer-stage C (BCLC-C)

encompasses a broad spectrum of tumor burden, liver function,

patient prognoses, and treatment strategies. Currently, sorafenib is the

only recommended treatment for patients with BCLC-C and out-

comes remain sub-optimal. Study aim is to assess the heterogeneity of

BCLC-C hepatocellular carcinoma (HCC) patients and propose a

novel sub-classification and treatment strategy.

Methods: One hundred and ninety-six consecutive BCLC-C HCC

patients were retrospectively analyzed between January 2008 and

December 2015.

Result: All 196 patients were classified according to the modified

Union for International Cancer Control (Stage I, 0.0%; Stage II, 8.2%;

Stage III, 64.3%; Stage IVA, 21.9%; and Stage IVB, 5.6%) and

American Joint Committee on Cancer (Stage I, 0.0%; Stage II, 16.3%;

Stage IIIA, 27.6%; Stage IIIB, 49.5%; Stage IIIC, 1.5%; Stage IVA,

1.0%; and Stage IVB, 4.1%) TNM staging systems. First-line treat-

ment modalities included surgical resection (8.7%), transarterial

chemoembolization (49.5%), hepatic arterial infusion therapy (5.6%),

sorafenib therapy (9.2%), radiotherapy (9.2%), and best supportive

care (10.7%). Tumor size, distant metastasis, HCC type, and bile duct

invasion were prognostic factors for 1-, 3-, and 5-year survival in the

multivariate Cox regression analysis. The BCLC-C sub-classification

had a significant impact on survival with median survival rates of

3026, 605, 224, 126, and 82 days for Stage C0, Stage C1, Stage C2,

Stage C3, and Stage C4 patients, respectively (P\ 0.001).

Conclusion: The proposed BCLC-C sub-classification of HCC

patients is effective in providing better prognostic sub-classifications

and more appropriate treatment strategies.

PP0433

Detection of HCC associated genetic and epigenetic DNA markers
in urine for a non-invasive liver cancer screening

Surbhi Jain1, Jamin d Steffen2, Yih-Ping Su3, Jeremy Wang2,
Ting-Tsung Chang4, Chi-Tan Hu5, Wei Song6, Ying-Hsiu Su2,3

1JBS Science, Inc., Doylestown, PA, USA; 2JBS Science, Inc.,

Doylestown, PA, USA; 3Baruch S. Blumberg Institute, Doylestown,

PA, USA; 4National Cheng Kung University Medical College, Taipei,

Taiwan; 5Buddhist Tzu Chi General Hospital and Tzu Chi University,

Hualien; 6JBS Science Inc, Doylestown, PA, USA

Background: Hepatocellular carcinoma (HCC) is an aggressive dis-

ease with a 5-year survival rate of 26% in early-stage cancers, and a

mere 2% in later stages. The most commonly used screening bio-

marker for HCC is serum alpha-fetoprotein (AFP), which detects only

40–60% of cases. We have previously shown that urine contains

fragmented, circulation-derived, cell-free DNA that can be used for

detection of cancer-related DNA markers, if a tumor is present. The

purpose of this study was to explore the potential of urine DNA

biomarkers for the early detection of HCC.

Methods: Given the molecular heterogeneity of HCC, we assembled

a panel of frequently reported HCC related DNA modifications,

including genetic mutations (TERT-124 G[A, TP53 249 G[T and the

CTNNB1 mutation hotspot region of codons 32–45) and methylation

markers (mGSTP1, mRASSF1A, mCDKN2A, mSFRP1, mTFPI and

mMGMT), as candidate biomarkers for HCC screening. In order to

detect HCC-derived DNA modifications in urine, we developed short

amplicon PCR assays for these candidate biomarkers to quantitate

each in urine of hepatitis (n = 97), cirrhosis (n = 106) and HCC (n =

84) patients. We then performed biomarker analysis to distinguish

HCC from non-HCC by constructing ROC curves for each candidate.

The analysis was compared to serum AFP.

Result: In this study cohort, serum AFP performed the best in dis-

tinguishing HCC from non-HCC, with an expected AUROC of 0.852.

Among all nine markers studied, mRASSF1A performed the best

(AUROC of 0.758). Two candidate DNA markers, TP53 249 G[T

and mGSTP1, exerted a high specificity as biomarkers distinguishing

HCC from non-HCC. A correlation analysis suggested that the TP53

249T mutation, mRASSF1A and mGSTP1 are good candidates to. be

combined in a panel as they did not correlate with each other. As

expected, by logistic regression, the sensitivity of the 3-DNA marker

urine panel alone or in combination with AFP is 84.5 or 89.5%

respectively, with a specificity of 90% for detecting HCC with an

AUROC of 0.951. A novel statistical model was built by using the

Random Forest machine learning method and compared to a full

logistic regression analysis in both open labeled urine samples and

242 blinded urine validation samples. A sensitivity of 92.3% at a

specificity of 87% was obtained by applying the random forest

algorithm generated from the open labeled data (at 90% specificity

cutoff) to the validation study, where a sensitivity of 76.9% at a

specificity of 84.7% was obtained from the full logistic regression

derived from the open labeled data set.

Conclusion: A highly sensitive (92% sensitivity at 87% specificity),

non-invasive HCC screening test was developed by combining three

urine DNA markers and serum AFP. The potential of this HCC

screening test to become the first line of screening for HCC in high

risk populations is discussed.

PP0434

Combination of glypican-3 with alpha-fetoprotein improve
the diagnosis of hepatocellular carcinoma
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Background: Hepatocellular carcinoma (HCC) is one of the most

common malignant tumors with a high morbidity and mortality, early

diagnosis of HCC is of critical importance for the treatment of HCC.

However, lack of efficient biomarkers posed a serious restriction on

the diagnosis of HCC. Alpha-fetoprotein (AFP) is a well-established

HCC biomarker, while Glypican-3 (GPC3) is a newly found tumor

marker for HCC diagnosis and prognosis. The aim of this study is to

compare the diagnostic efficiency between GPC3 and AFP in HCC

patients.

Methods: GPC3 expression in liver tissues from 100 HCC patients

was immunohistochemical evaluated, Serum AFP level of 174

patients with HCC was determined by chemiluminescence immune

assay, and the relationships of the expression of GPC3 or AFP and

clinicopathological characteristics, laboratory test parameters were

analyzed.

Result: The staining results demonstrated that GPC3 expressed only

in HCC tissues with a positive rate of 74%, but not in the para-

carcinoma tissues. Both the expression of GPC3 and AFP was found

significantly correlated with tumor size and histological differentia-

tion, while only GPC3 expression was correlated with serum platelet

counts or platelet to lymphocyte ratio. Interestingly, 50% (14/28) of

HCC samples with normal serum AFP were positive in GPC3 stain-

ing, combined AFP with GPC3 can significantly improve the HCC

diagnostic sensitivity from 51.7 to 82.8%.

Conclusion: GPC3 immunostaining is more sensitive than serum

AFP level for HCC diagnosis, and combined AFP with GPC3 can

significantly improve the HCC diagnostic sensitivity.
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Validation of the Hong Kong Liver Cancer staging system
in patients with hepatocellular carcinoma after curative intent
treatment
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1Division of Gastroenterology, Department of Internal Medicine,

Faculty of Medicine, Thammasat University, Pathumthani, Bangkok,

Thailand; 2Chulabhorn International College of Medicine,

Thammasat University, Pathumthani, Bangkok, Thailand

Background: Recently Hong Kong Liver Cancer (HKLC) staging system

has been proposed for staging of hepatocellular carcinoma (HCC), and has

been shown to provide better prognostic ability than the traditional Bar-

celona Clinic Liver Cancer (BCLC) staging system. However, the HKLC

system lacks external validation, and its applicability remains uncertain.

The present study was aimed to evaluate the prognostic performance of

HKLC in patients with HCC treated with curative intent.

Methods: From January 2011 to September 2016, all patients with

HCC treated with curative intent (resection or radiofrequency ablation:

RFA) were retrospective reviewed. The overall survival was evaluated

by the Kaplan–Meier method with a log-rank test. The prognostic

ability of the HKLC and BCLC staging system was demonstrated by

the area under the receiver operator characteristic curve (AUC).

Result: A total of 79 HCC patients were included in the study. Seventy-

six percent were male with a mean age of 62.5 ± 11.6 years. The

majority (64.6%) had Child A cirrhosis with a mean MELD score of

10.49 ± 4.2. Chronic viral hepatitis B infection was the leading cause of

HCC, followed by chronic viral hepatitis C infection and alcohol (48.1,

24.1 and 13.9%, respectively). According to the HKLC system, 93.7%

were in stage I-IIb, and according to BCLC system, 82.3% were in stage

0-A. RFA and liver resection were the primary treatment in 57 and 43%,

respectively. The 1-and 5-year survival rates of patients classified in

HKLC stage I, IIa and IIb were 100 and 82%, 82 and 62%, and 76 and

54%, respectively (P\0.001). Whereas, the 1-and 5-year survival rates

of patients classified in BCLC stage 0, A and B were 100 and 60%, 87

and 76%, and 76 and 27%, respectively (P = 0.053). The AUROC curve

of the HKLC and BCLC for the entire cohort was 0.77 and 0.64,

respectively (P = 0.19). Subgroup analysis in patients with viral-asso-

ciated HCC was performed (N = 55). The 1-and 5-year survival rates of

viral-associated HCC patients classified in HKLC stage I, IIa and IIb

were 100 and 92%, 76 and 65%, and 67 and 67%, respectively (P =

0.016). Whereas, the 1-and 5-year survival rates of viral-associated HCC

patients classified in BCLC stage 0, A and B were 100 and 75%, 94 and

86%, and 86 and 64%, respectively (P = 0.15). The AUROC curve of

the HKLC and BCLC for the patients with viral-associated HCC was

0.79 and 0.67, respectively (P = 0.38).

Conclusion: Applying the HKLC staging system provides a good

discriminative ability for survival prediction in patients with HCC

treated with curative intent. Comparing with the BCLC system, the

HKLC system tends to yield better prognostic accuracy, particularly

in patients with viral-associated HCC.

Table 1 Overall survival rate of patients according to HKLC and

BCLC staging system

PP0436

Early diagnosis of residual tumor or relapse after transcatheter
arterial chemoembolization by high throughput sequencing
of plasma cell free DNA in hepatocellular carcinoma
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Henghui Zhang1,2
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Medicine Technology Institute, Huayuanbeilu 35, Beijing;
3Department of Interventional Therapy, The First Affiliated Hospital

of Zhengzhou University, No.1 Jianshedonglu, Zhengzhou

Background: Transcatheter arterial chemoembolization (TACE) has

become the preferred option for patients with hepatocellular carci-

noma (HCC), but residual tumor and recurrence have become

bottlenecks of long-term effects of TACE. Early diagnosis and

treatment are extremely important to improve the prognosis of HCC

patients after TACE. Currently, clinical studies have shown that

plasma cell free DNA (cfDNA) mutation burden can reflect the

overall tumor burden and metastasis in patients with malignancy. This

study aimed to observe if the cfDNA mutation burden could be used

to detect residual tumor or recurrence in patients with HCC after

TACE.

Methods: Four patients with HCC, who accepted TACE, were

selected in this study. In these patients, periodic testing and evaluation

of plasma cfDNA mutation burden by the second-generation

sequencing technology, computed tomography (CT) and AFP detec-

tion were performed before (baseline) and after TACE [1w (week),

4w, and 16w].

Result: Ten driver genes in cfDNA of these HCC patients had higher

mutation burden, including BRAF, CTNNB1, KRAS, NRAS,

PIK3CA, ARID1A, AXIN1, ARID2, TERT, and TP53. Therefore,

sum of cfDNA mutation burden of these ten genes was selected as a

independent biomarker to detect the residual tumor or recurrence of

HCC after TACE (1w, 4w, and 16w). Patients received TACE two

times, and disease evaluation was performed before and after TACE

by CT, AFP detection and cfDNA mutation burden assessment. At 1w

after the first TACE, cfDNA mutation burden did not change com-

pared to baseline, but AFP quantitative value declined during this

period, and disease was evaluated as partial remission by CT. At 4w

after the first TACE, cfDNA mutation burden was increased, indi-

cating tumor progression, but AFP quantitative value remained on a

downtrend, and disease was evaluated still as partial remission by CT.

At 10w (patient one), 11w (patient two), 12w (patient three and four)

after the first TACE, AFP quantitative value increased, and disease

was evaluated as progressive disease by CT, then, patients received

the second TACE. At 16w after the second TACE, cfDNA mutation

burden was decreased, indicating tumor Remission, subsequently

confirmed by CT.

Conclusion: Variation of cfDNA mutation burden occurred before

the changes of AFP and CT for tumor surveillance in this study.

cfDNA mutation burden can be a independent biomarker to monitor

the residual tumor or recurrence of HCC after TACE.

PP0437

Analysis the etiology of primary hepatic carcinoma in the area
of Yanbian from 2000 to 2016
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Background: To investigate the etiology of primary hepatic carci-

noma (PHC) in the area of Yanbian, in order to provide evidence for

reducing the morbidity and mortality of primary hepatic carcinoma.

Methods: A total of 3730 cases of patients with primary hepatic

carcinoma from 2000 to 2016 in Affiliated Hospital of Yanbian

University as the research object. According to etiology, these

patients were divided into hepatitis B related PHC group, hepatitis C

related PHC group, hepatitis B with hepatitis C related PHC group,

no-viral infection group, respectively 1540 cases, 1630 cases, 174

cases, 386 cases. Single factor analysis of variance or Chi-square test.

Result: All patients had more males than females (V2 = 42.9, P =

0.001, P\0.01); The age of diagnosing PHC was increasing year by

year;The notion was no significant differences; from 2000 to 2005,

the patients whose in the group of hepatitis B related PHC were more

than the group of hepatitis C related PHC (V2 = 42.9, P = 0.000, P\
0.01); The patients whose in the group of hepatitis C related PHC

were more than the group of hepatitis B with hepatitis C related PHC

group and no-viral infection groups (V2 = 10.494, P = 0.001, P \
0.01; V2 = 68.628, P = 0.000, P \ 0.01); From 2006 to 2011, the

patients were no significant differences among the four groups (P[
0.05); from 2012 to 2016, the patients whose in the group of hepatitis

C related PHC were significantly more than the group of hepatitis B

related PHC, hepatitis B with hepatitis C related PHC group and no-

viral infection groups (X2 = 32.824, P = 0.000; V2 = 9.103, P =

0.003; V2 = 14.646, P = 0.000, P\ 0.01).

Conclusion: In the area of Yanbian, the occurrence of PHC was

mainly associated with hepatitis B and hepatitis C viral infection.

From 2000 to 2005, the patients of PHC who was diagnosed in our

hospital were mainly infected with hepatitis B viral. However, recent

years, the patients of PHC were mainly infected with hepatitis C viral.

Clinicians need to strengthen the health education of hepatitis

patients, to ensure the high-risk groups of PHC can be early diagnosis

and treatment. So that the incidence of PHC and mortality be reduce.

PP0438

Clinical presentations and treatment modalities of hepatocelullar
carcinoma due to viral hepatitis and non viral liver disease

Kemal Fariz Kalista1, Rino Alvani Gani1, Irsan Hasan1, Andri
Sanityoso Sulaiman1, Cosmas Rinaldi Lesmana1, Juferdy
Kurniawan1, Chyntia Olivia Maurine Jasirwan1

1Hepatobiliary Division, Department of Internal Medicine, Dr. Cipto

Mangunkusumo National General Hospital, Faculty of Medicine

Universitas, Jakarta, Indonesia

Background: The incidence of hepatocellular carcinoma (HCC) that

is registered in Cipto Mangungkusumo Hospital in Indonesia keeps on

rising and its management is still a big challenge among physicians.

The most common causes of HCC in these populations were viral

hepatitis infection. With the advancing knowledge regarding viral

hepatitis treatment, the incidence of HCC from this cause is predicted

to be decreasing. However, the non-viral causes of HCC are elevating

in numbers and will contribute to the number of HCC in the future. In

this study, we are trying to compare the clinical presentation and

outcome between HCC patients from viral causes and others in order

to better our understanding and help our further study on HCC

surveillance and treatment.

Methods: This is a cross sectional study to compare the clinical

presentation and treatment modalities of HCC patients between the

one whose causes were viral hepatitis and non viral. The inclusion

criteria of this study was all patients aged 18 years and above with the

diagnosis of HCC registered in Cipto Mangunkusumo Hospital during

November 2015–November 2016. Patients will be classified using

Barcelena Clinic Liver Cancer (BCLC) staging system.

Result: From the total of 108 patients which included in this study,

most of them are men (80%), with mean age of 54.31 ± 1.32 years

old. As many as 84 patients (77.8%) were infected by either hepatitis

B or C virus. We found a larger proportion of cirrhosis in viral

hepatitis caused-HCC group (p\0.001). Most patients presented with

Child Pugh A and ECOG 0-1 performance status, but found to have

multiple tumors (n = 60) and BCLC staging B or C (n = 45 or 37,

respectively). AFP levels were found to be higher in viral group than

in patients with non viral ones (p \ 0.001). However, our analysis

failed to reveal significant difference between both groups regarding

the number as well as the size of the nodules, the location of tumor,

biliary dilatation, ascites, portal vein thrombus, extrahepatic metas-

tases, BCLC staging, and the patients’ performance status.

Transarterial chemoembolization (TACE) and liver resection were the

most dominant treatment approach chosen, but the proportion found

between the two groups were also comparable for each modality.

Conclusion: In this study, patients with viral hepatitis had higher

AFP level, with larger proportion of cirrhosis compared to non viral

etiologies. However, each group did not have similar proportion.

Therefore, further studies with more comparable proportion should be

conducted.

PP0439

SWELL1 promotes cell proliferation and migration
in hepatocellular carcinoma in vitro and in vivo
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Background: Hepatocellular carcinoma (HCC) is a major health

concern worldwide and the third most leading cause of cancer-asso-

ciated mortality around the globe. Therefore, the elucidation of the

predictive tumor biomarkers of HCC for early diagnosis and effective

treatment is critical. SWELL1 is found to be an indispensable part of

the volume-regulated anion channel (VRAC) recently. VRAC has

been reported to participate in many cellular functions, such as cell

migration and proliferation. However, the correlation between

SWELL1 and cancer is yet ill-understood.

Methods: We investigated the expression levels of SWELL1 in 126

pairs of liver cancer samples and their adjacent nontumorous samples

through the immunohistochemical staining. The method of qRT-PCR

was used to confirm the result. The relationship between SWELL1

expression and clinicopathological characteristics including overall

survival was analyzed. In order to assess whether SWELL1 is

involved in cell proliferation and migration in vitro, the transwell

migration assay, the wound healing assay, the CCK8 method and

colony-forming assay were adopted. To study the role of SWELL1

in vivo, we developed nude mice models by subcutaneous and tail

vein injections. In addition, we investigated the underlying molecular

mechanism of SWELL1-mediated regulation of cell migration by

Western blot.

Result: SWELL1 has been demonstrated to express highly in HCC

tissues, and the high expression of SWELL1 is related to poor

prognosis of HCC patients. In vitro, the knockdown of SWELL1

inhibited the cell migration and proliferation, whereas the overex-

pression of SWELL1 increased the cell migration and proliferation.

Moreover, SWELL1 depletion by using shRNA suppressed the
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growth and metastasis of HCC in vivo. Besides, further studies

indicated that SWELL1 induced cell migration and proliferation by

activating the JNK signaling pathway in HCC.

Conclusion: SWELL1 acts as a promoter in the proliferation and

migration of HCC cells through the JNK pathway. SWELL1 may be a

potential therapeutic target of HCC.

Figure 1 SWELL1 is upregulated in HCC samples, and indicates poor

prognosis.

Figure 2 SWELL1 promotes HCC cells proliferation in vitro and

in vivo.
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Background: Hepatocellular carcinoma (HCC), is one of leading

cause of cancer-related deaths in China. Persistent viral infections

with hepatitis B virus (HBV) and/or hepatitis C virus (HCV) con-

tribute to the developments of HCC. Unfortunately, there are around

20,000,000 HBV carriers in China, presenting the unmet medical

needs for liver health management and early HCC disagnosis.

Protein induced by vitamin K absence or antagonist-II (PIVKA-II)

is an abnormal des-gamma-carboxyprothrombin (DCP) in patients

with vitamin K deficiency and recently showed the clinical value in

HCC diagnosis. However, its clinical application remains to be fur-

ther explored in Asian population. Thus, we initiated an Asian study

on the application of PIVKA-II in HCC diagnosis and differential

diagnosis including China, Singapore, Vietnam and Thailand. Here

we report part of the results from the Eastern China population.

Methods: A total of 372 of HCC, 101 cases of cirrhosis and 130 cases

of healthy subjects were recruited from two sites of Eastern China. All

the patients’ information were recorded and validated. The study

received ethical approval.

PIVKA-II levels were examined by the ARCHITECT PIVKA-II

assay (Abbott, USA), which is a two-step sandwich immunoassay,

using chemiluminescent paramagnetic microparticle technology for

quantitative determination of PIVKA-II.

Result: PVKA-II levels were significantly elevated in HCC patients

compared with controlled groups. The median PIVKA-II levels in

HCC, Cirrhosis and healthy people were 960.0 mAU/mL (range 7.0–

[30,000.0 mAU/mL), 38.0 mAU/mL (range 14.0–240.0 mAU/mL)

and 28.0 mAU/mL (range 11.0–45.0 mAU/mL), respectively. P value

was \0.001 comparing HCC with any of the other two groups. The

sensitivity was 77.53% and specificity is 86.22% at a cutoff value of

40 mAU/ml, for distinguishing HCC from cirrhosis.

Conclusion: The preliminary of our study supports the clinical

application of PIVKA-II in HCC diagnosis in Eastern China

population.

PP0441

A meta-analysis on the association of interleukin-18 gene
promoter rs1946518 polymorphism with hepatocellular
carcinoma
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1Zhejiang Chinese Medical University, Hangzhou; 2Xixi Hospital of

Hangzhou, Hangzhou

Background: To systematically review the association between a

single nucleotide polymorphism (SNP) rs1946518 (-607C/A) in

Interleukin-18 gene promoter and the risk of hepatocellular carcinoma

(HCC).

Methods: We searched PubMed, CNKI and WanFang Database to

identify case-control studies which investigated the association

between IL-18 gene promoter -607C/A polymorphism and the risk of

HCC published in English or Chinese from their inception to August

11th 2016. Two reviewers independently screened literature, extrac-

ted data and assessed the risk of bias of included studies. Then meta-

analysis was performed by using Stata 12.0 software.

Result: A total of 7 case-control studies involving 1021 HCC cases

and 1696 controls were included. The results showed that: no sig-

nificant association was found between IL-18 gene promoter -607C/A

polymorphism and the risk of HCC [A vs. C: OR = 1.047, 95% CI

0.866–1.266, P = 0.634; AA+CA vs. CC: OR = 1.057, 95% CI

0.879–1.271, P = 0.556; AA vs. CC+AA: OR = 1.050, 95% CI

0.731–1.507, P = 0.793; AA vs. CC: OR = 1.187, 95% CI

0.756–1.841, P = 0.444; CA vs. CC: OR = 1.053, 95% CI

0.867–1.280, P = 0.601; AA+CC vs. CA: OR = 0.947, 95% CI
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0.807–1.110, P = 0.501]. According to subgroup-analysis of ethnic-

ity, underlying disease or control factors, no significant association

was identified between IL-18 -607C/A (rs1946518) polymorphism

and the risk of HCC as well.

Conclusion: Current evidence indicates that the SNP rs1946518

(-607C/A) in Interleukin-18 gene promoter is not associated with the

risk of HCC. Due to limited quantity and quality of included studies,

more high-quality large-scale studies are needed to addressing this

issue.
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FKBP65 expression in intra-tumoral mesenchymal cells is
a prognostic marker associated with survival and recurrence
of hepatocellular carcinoma

Hui Ma1, Rongxin Chen1, Lan Zhang1, Zhenggang Ren1
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Background: FK506 binding protein 65 (FKBP65) is involved in

secreted proteins folding and trafficking including procollagen type I

which is produced mainly from intra-tumoral mesenchymal cells and

has important role in promotion of tumor progression. The aim of this

study was to investigate the prognostic significance of FKBP65

expression in HCC patients.

Methods: Expression levels of FKBP65 were assessed using

immunohistochemistry in 145 HCC specimens. Overall survival and

recurrence free survival were evaluated with Kaplan–Meier method.

Univariate and multivariate analyses were used for the study of sig-

nificance of FKBP65 and other prognostic factor.

Result: FKBP65 was mainly expressed in intra-tumoral mesenchymal

cells in HCC, primarily composed of activated hepatic stellate cells.

High FKBP65 expression in intra-tumoral mesenchymal cells was

associated with short overall survival (P = 0.010) and recurrence free

survival (P = 0.021).

Conclusion: we conclude that FKBP65 expression in intra-tumoral

mesenchymal cells was a prognostic marker related to overall survival

and recurrence of hepatocellular carcinoma.

PP0443

The Activity Of DNMTs As Biomarkers For Hepatocellular
Carcinoma

Haiming Li1, Kai Wang1
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Background: Until now, the screening and surveillance for HCC

mainly depend on serum level of alpha fetoprotein (AFP) and ultra-

sonography. As we known, DNMTs have a great role in liver cancers.

So it will make sense on hepatocellular carcinoma diagnosis if we

investigate the potential of the activity of DNA Methyltransferase as

biomarkers for hepatocellular carcinoma (HCC).

Methods: A total of 174 subjects were included in this retrospective

cohort, which contained 140 hepatocellular carcinoma (HCC) patients

without any history of curative treatment and 34 normal controls

(NCs). DNA samples were extracted from peripheral blood

mononuclear cells of each subject and then modified using EpiQuik

DNA Methyltransferase Activity/Inhibition Assay Kit while mRNA

samples were extracted from serum of each subject and modified by

real time quantitative PCR.

Result: The activity of DNMTs of peripheral blood mononuclear

cells from HCC patients were significantly higher than normal con-

trols (p \ 0.05). The mRNAs of DNMT1 and DNMT3a of patients

were also more than NCs (P\ 0.01) while the mRNAs of DNMT3b

were less (P\ 0.01). At cut-off points of 10, 15, 20, the activity of

DNMTs had sensitivity of 72.86, 42.14, 22.86% and had specificity of

64.71, 91.18, 97.06%.

Conclusion: The activity of DNA Methyltransferase can be treated as

biomarkers for hepatocellular carcinoma (HCC).

PP0444

Impact of clinically evident portal hypertension on the course
of hepatocellular carcinoma after transarterial
chemoembolization

Nam Hee Kim1, Hong Joo Kim1

1Kangbuk Samsung Hospital, Sungkyunkwan University School of

Medicine, Seoul, Korea

Background: Limited data are available regarding the role of clini-

cally evident portal hypertension (CEPH) on the prognosis of cirrhotic

patients who underwent transarterial chemoembolization (TACE) for

hepatocellular carcinoma (HCC). We aimed to investigate the impact

of CEPH on the prognosis of HCC after TACE in Child–Pugh A

cirrhotic patients.
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Methods: A total of 388 Child–Pugh A cirrhotic patients who diag-

nosed HCC from January 2000 to June 2015 and underwent TACE as

1st treatment modality were analyzed. Overall survival, progression

free survival, and complete response rates according to the presence

of CEPH were compared using Kaplan–Meier method with the log

rank test. A multivariate analysis of prognostic factors for HCC after

TACE was assessed using the Cox proportional hazard modeling.

Result: Of 388 patients, 258 (66.5%) had CEPH and 130 (33.5%) had

no evidence of portal hypertension at baseline. Five-year overall

survival was significantly lower in patients with CEPH than those

without CEPH (34.7 vs. 71.6%, p\0.001). Median progression free

survival was significantly shorter in patients with CEPH than those

without CEPH (6 vs. 29 months, p \ 0.001), and median time to

complete response was significantly longer in patients with CEPH

than those without CEPH (62 vs. 4 months, p \ 0.001). The pro-

portion of patients who stopped serial TACE because of

complications after TACE was significantly higher in patients with

CEPH than those without CEPH (34.7 vs. 11.6%, p \ 0.001). Mul-

tivariate analysis indicated that the presence of CEPH was most

powerful poor prognostic factor for overall survival (adjusted hazard

ratio [aHR], 3.13; 95% confidence interval [CI], 1.90–5.15), pro-

gression free survival (aHR, 2.85; 95% CI 2.12–3.84), and complete

response (aHR, 0.28; 95% CI 0.20–0.40).

Conclusion: The presence of CEPH is an independent predictor for

poor prognosis of HCC after TACE in Child–Pugh A cirrhotic

patients.

PP0445

Biomarkers detection for hepatocellular carcinoma based
on salivary transcriptomic

Ranran Sun1, Zhigang Ren1, Haifeng Lu2, Shusen Zheng2,
Zujiang Yu1

1The First Affiliated Hospital of Zhengzhou University, Zhengzhou;
2The First Affiliated Hospital of Zhejiang University, Hangzhou

Background: Hepatocellular carcinoma (HCC) is the 5th most

common cancer, and the 2nd most common cancer-related death

cause in men worldwide. HCC prognosis is very poor, often due to

lack of early diagnostic methods. There is an urgent need to develop

an effective tool for HCC early diagnosis. As a product of the sec-

retary glands of the human body, saliva is closely related to the

disease state of the body. This study aims to analyze salivary tran-

scriptomic biomarkers for detection of early HCC, in order to

establish an effective diagnostic model for early HCC.

Methods: In the biomarker discovery stage, 10 early HCC patients

were selected as disease group, and the matched 10 healthy volunteers

at gender, age and BMI index were selected as healthy controls. The

Affymetrix HG U133 Plus 2.0 Array (Affymetrix, Santa Clara, CA)

was used to profile transcriptomes and discover altered gene

expression in saliva supernatant. Biomarkers discovered from the

microarray study were subjected to the validation by real-time

quantitative PCR.

Result: Based on message RNA microarray analysis, there are 1048

up-regulated genes and 1021 down-regulated genes in the early HCC

versus healthy controls at the level of p\ 0.05, 2 fold changes. For

these differentially expressed genes, functional annotation were made,

and GO biological function, GO molecular function as well as KEGG

pathway were analyzed. In order to increase the stability of the gene

difference, we restricted the p \ 0.01, the fold change was 4 times.

We found that there were 51 up-regulated genes and 56 down-regu-

lated genes in the early HCC versus healthy controls. Due to the

limitations on the amount of saliva specimens, we further restrict p\
0.01 and the fold change achieved 5 times. 18 genes were up-regu-

lated and 28 were down-regulated in the early HCC versus healthy

controls. Meanwhile, 7 genes without gene functional annotation were

eliminated and 11 genes without primers were removed. Finally, the

remaining 28 significantly different genes were selected as the non-

invasive diagnostic candidate genes for early HCC, shown by the

heatmap analysis. Based on functional analysis of the 28 candidate

genes, 8 genes were involved in the KEGG signaling pathway, 16

genes were involved in the biological functional analysis of GO, and

19 genes involved in the molecular functional analysis of GO.

Moreover, the primers of 28 candidate genes were designed and

synthesized, and the expressions of 28 candidate genes were validated

by quantitative PCR verification in the 10 early HCC patients and 10

healthy controls. The final results showed that 13 genes had signifi-

cant differences, in which 5 were up-regulated and 8 were down-

regulated.

Conclusion: This study is the first time to illustrate salivary tran-

scriptomic profile in the early HCC patients, and identify the potential

non-invasive biomarkers for the detection of early hepatocellular

carcinoma.

PP0446

Comparision of HepPar-1 expression in hepatocellular
carcinomas and colon adenocarcinomas

Baek-hui Kim1, Wonkyung Jung1

1Korea University, Guro Hospital, Seoul, Korea

Background: Hepatocyte Paraffin 1 (HepPar-1) is a monoclonal

antibody that reacts with hepatocytes or hepatocellular carcinoma

cells. HepPar-1 is one of most useful marker of hepatocellular dif-

ferentiation and used for differential diagnosis of hepatocellular

carcinoma. Sometimes, it is uneasy to differentially diagnose meta-

static adenocarcinoma of colon from hepatocellular carcinoma,

especially in needle biopsy specimen. We compared immunohisto-

chemical expression of HepPar-1 and CK20 in Hepatocellular

carcinomas and colon adenocarcinomas.

Methods: A total of 294 hepatocellular carcinomas and 531 colon

adenocarcinomas were selected from archival formalin-fixed paraffin-

embedded tissue blocks. Tissue microarrays were constructed and

used for immunohistochemical staining. HepPar-1 and cytokeratin 20

(CK20) antibodies were used for staining. Expression of HepPar-1

and CK20 in Hepatocellular carcinoma and colon adenocarcinoma

was compared.

Result: Hepatocyte Paraffin 1 (HepPar-1) is a monoclonal antibody

that reacts with hepatocytes or hepatocellular carcinoma cells. Hep-

Par-1 is one of most useful marker of hepatocellular differentiation

and used for differential diagnosis of hepatocellular carcinoma.

Sometimes, it is uneasy to differentially diagnose metastatic adeno-

carcinoma of colon from hepatocellular carcinoma, especially in

needle biopsy specimen. We compared immunohistochemical

expression of HepPar-1 and CK20 in Hepatocellular carcinomas and

colon adenocarcinomas.

Conclusion: HepPar-1 and CK20 is most useful immunohistochem-

ical marker in the diagnosis of hepatocellular carcinoma and colon

adenocarcinoma. In common, there is no difficulty in the differential

diagnosis of hepatocellular carcinoma and metastatic colon adeno-

carcinoma. But, in some times, especially with needle biopsy

specimen, it is hard to differentiate hepatocellular carcinoma and

metastatic carcinoma. In this study, we showed HepPar-1 expression

in hepatocellular carcinoma and CK20 expression colon
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adenocarcinoma is not uncommon. This results could be helpful in the

routine pathologic practice of diagnosing hepatic mass.

PP0447

Demographic profile and treatment outcome based on Barcelona
Clinic Liver Cancer (BCLC) staging of Filipino patients
with hepatocellular carcinoma in a liver tumor registry
at University of Santo Tomas Hospital

Gian Carlo a Carpio1, Ma. Margarita Noreen Ruiz Valdez1,
Stephen Ng Wong1,2

1University of Santo Tomas Hospital, Quezon City, Philippines;
2Chinese General Hospital, Metro Manila, Philippines

Background: Hepatocellular carcinoma (HCC) is a leading solid

organ malignancy, being the world’s fifth most common solid tumor

and third most frequent cause of cancer death. Disease prevalence

varies depending on established risk factors for HCC. This study

aimed to describe the demographic and clinical profiles of HCC

patients at USTH. This study also aimed to help estimate survival

rates for patients with HCC according to their clinical status at

diagnosis and the treatments received according to BCLC

recommendations.

Methods: Data collection done through review of the medical records

from a liver tumor registry of USTH. Participants included all adult

patients diagnosed with HCC from 2000 to 2015. Demographic data,

risk factors, interventions and treatment outcome were collated. SPSS

was used for statistical analyses. A p value of\0.05 was considered

statistically significant.

Result: Among 251 patients included, 198 were males (78.9%) and

53 were females (21.1%) with male to female ratio of 3.7:1. Majority

were [65 years old (50.2%). The most common symptom is

abdominal pain (35.5%). They were diagnosed either by characteristic

findings on imaging (46.2%) or by biopsy (55.1%). Hepatitis B virus

(HBV) infection (51%) was the most common risk factor identified.

Of 251 patients, 13.9% were classified as BCLC A, 55.8% as BCLC

B, and 19.9% as BCLC C and 10.4% as BCLC D. Fourteen (5.6%)

patients were classified as HKLC I, 99 (39.5%) as HKLC II, 51

(20.3%) as HKLC III, 12 (4.8%) as HKLC IV and 40 (15.9%) as

HKLC V. Overall median survival of all patients by BCLC was 8

months from the date of diagnosis with hepatic failure (45%) as the

most common cause of mortality. Patients classified as BCLC A had

the best median survival rate of 21 months followed by BCLC B (10

months) then BCLC C and D (4 months). Only 132 patients received

therapeutic intervention (52.6%). Sixty seven (31.3%) patients were

treated according to the recommendation for BCLC with an overall

median survival of 13 months compared to those patients who were

treated outside the recommendation (30.3%) with an overall median

survival of 12 months (p\ 0.001).

Conclusion: The profile of HCC patients from the liver tumor registry

used in this study was similar to that reported in previous studies. This

study can somehow guide health care practitioners on treatment

decision for HCC patients. There was an expected increase in survival

rate for patients treated according to the recommendation compared to

those treated outside the recommendation. However, still a larger data

on the particular therapeutic intervention done is needed to more

accurately estimate treatment outcomes and survival.

PP0448

Expression, significance, and function of miR-144 in human
hepatocellular carcinoma

Manli Cui1, Mingxin Zhang2, Suna Zhou3, Jingjie Wang1

1Department of Gastroenterology, Tangdu Hospital, Fourth Military

Medical University, Xi’an; 2Tangdu Hospital, Fourth Military

Medical University, Xi’an; 3Department of Radiotherapy, Tangdu

Hospital, Fourth Military Medical University, Xi’an

Background: miR-144 correlates with many types of cancer, and

function as a tumor suppressor by targeting different oncogenes. Our

previous study found that miR-144 reversed chemoresistance of

human hepatocellular carcinoma (HCC) cell lines by targeting Nrf2-

dependent antioxidant pathway, but its expression, significance, and

function o of miR-144 in HCC is still not clear.

Methods: We used real-time reverse transcriptase-polymerase chain

reaction to quantify the expression of miR-144 in 65 HCC tissues and

analyzed its relationship with clinicopathological factors and survival.

Then, the effects of miR-302b on proliferation, cell cycle, apoptosis,

and invasion of ESCC cells was detected using MTT, flow cytometric

analysis, and transwell invasion assays, respectively.

Result: miR-144 was down-regulated in HCC, and expression of

miR-144 was correlated with tumor differentiation and, lymph node

metastasis, and tumor size. Univariate and multivariate analyses

indicated that high Nrf2 expression might be a poor prognostic factor.

Further studies demonstrated that increase of miR-144 expression

inhibited proliferation by inducing apoptosis and repressed invasion,

and inhibition of miR-144 expression resulted in opposite phenotypes.

Conclusion: miR-144 is a potential prognostic marker and inhibits

proliferation and invasion in human HCC, revealing that it could be

served as a therapy target.

PP0449

Presence of diabetes mellitus correlates with poorer survival
among patients with hepatocellular carcinoma

Joy perdon Sarmiento-Reotan1, Diana Payawal1

1Cardinal Santos Medical Center, Metro Manila, Philippines

Background: Diabetes mellitus (DM) is a major cause of morbidity

and mortality worldwide. This study aims to correlate Diabetes

Mellitus among patients at risk of developing hepatocellular carci-

noma and its effect on the survival rate.

Methods: A retrospective study of patients diagnosed with HCC from

January 2003 to June 2011 was done. The data were summarized

using absolute counts and percentages. Chi-square test of indepen-

dence was utilized to test for relationship between DM and the

development of HCC. The univariate analysis with p value and Odds

ratio were utilized to test the significance of DM in 1-year survival

rate of patients with HCC.

Result: A total of 378 patients with HCC were included. Majority of

patients were male (66%) and older than 40 years of age (97.4%).

Hepatitis B infection was documented in 65.1% of cases. More than

half of tumors were\3 cm (53.7%), and solitary (80.4%). One-third

of patients were Childs-Pugh B. Out of 378 subjects, 194 (51.3%)

were diagnosed with DM. Out of 194 subjects, 74 (60.7%) expired

within a year from the time of diagnosis while 136 (53.1%) subjects

who are not diabetics survived after year of diagnosis (p value =

0.012). Univariate analysis showed that presence of diabetes, history

of alcohol intake, tumor size, tumor number, AFP levels and Child–
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Pugh class significantly correlated with survival (p-value 0.021,

0.001, 0.000 for tumor size up to Child–Pugh class, respectively). The

univariate analysis using p value and odds ratio were utilized to

develop a risk stratification index which showed that HCC patients

with DM are 1.747 times probability to expire within a year.

Conclusion: Presence of diabetes, significant alcohol consumption,

tumor size of[3 cm, multiple tumors, elevated AFP and Child–Pugh

classification correlate with poor survival. Diabetes mellitus is a

major risk factor in the development of HCC and those who have DM

has shorter survival time.

PP0450

A case report: fever is the first symptom of metastatic liver tumor
of cervical cancer was misdiagnosed liver abscess

Yan Xin1

1The First Hospital of Jilin University, Changchun

Background: It is rare that fever is the first symptom of metastatic

liver tumor, however, it is common that fever is the main symptom of

liver abscess. With the abuse of antibiotics, the symptoms of the liver

abscess is more and more atypical, their similarity in symptoms and

radioactive images lead to the misdiagnosis between liver abscess and

metastatic liver tumor, we report a case report which fever is the first

symptom of metastatic liver tumor of cervical cancer was misdiag-

nosed liver abscess.

Methods: A 45-year-old female presented with fever. White blood

cell is 14.30 9 109/L s, Abdominal enhanced computed tomography

showed a 10.0-cm-diameter intra the liver, when we have a anti-

infectious treatment, the temperature of the patient did not decrease,

in the end, we start a liver biopsy under the ultrasound, the pathology

of the lesion is squamous-cell carcinoma.

Result: The similarity in sympotoms and radioactive images lead to

the misdiagnosis between liver abscess and matastatic liver tumor.

Conclusion: All-around analysis of clinical symptoms, laboratory

tests and radioactive images are important to avoid misdiagnosis and

mortality.

PP0451

The relationship between the serum chitotriodase level
and the liver fibrosis in patients with hepatocellular carcinoma

Engin Altintas1, Serkan Yaras1, Gulhan Orekici Temel1

1Mersin University Faculty of Medicine, Mersin, Turkey

Background: Chitotriosidase is a member of the mammalian chiti-

nase-like proteins. Serum chitotriosidase level (CHIT) can be used as

markers for many malignant diseases and such hepatocellular carci-

noma. Chitotriosidase can be considered as a prospective marker with

high sensitivity and specifity for the diagnosis of hepatocellular car-

cinoma. The fibrosis-4 (FIB-4) index is calculated from standard

laboratory tests and has good predictive accuracy for fibrosis and

cirrhosis (advanced liver disease) on biopsy. We evaluated the rela-

tionship between serum chitotriosidase levels on liver fibrosis stage

(calculated with fib 4 score) in hepatocellular carcinoma (HCC)

patients.

Methods: This study included 62 patients with any stage of HCC who

evaluated at Mersin University Hospital (Mersin, TURKEY) between

2012 and 2014. ELISA (SigmaAldrich�) was used to measure serum

chitotriosidase activity. Fib 4 values calculated by the formulae, with

the parameters serum alanine and aspartate aminotransferases, patient

age, and the platelet counts. The Pearson correlation test used to

evaluate possible correlation between theses two parameters.

Result: No significant correlation was found between CHIT and fib-4

scores (p = 0.50). There were also no correlation between the CHIT

and the serum Alphafetoprotein level and MELD score. (p = 0.658

and p = 0.15, respectively).

Conclusion: Accordig our study, there was no correlation between

the CHIT and the fibrosis stage, in HCC patients.

PP0452

Study of relation between apelin and portal hemodynamic
in patients with liver cirrhosis

Ehab Ahmed Abdelatti1, Ashraf Gharieb Dala2, Mohamed
Elsayed Elnagar3, Osama Mohamed Ebied4

1Professor of Hepatology, Alexandria, Egypt; 2Assistant Professor of

Hepatology, Alexandria, Egypt; 3Lecturer of Hepatology, Alexandria,

Egypt; 4Professor of Clinical Pathology, Alexandria, Egypt

Background: Apelin is the endogenous ligand of the angiotensin-

like-receptor. Expression of endogenous Apelin/APJ signaling is

associated with development of portal hypertension and contributes to

the formation of portosystemic collateral blood vessels and splanch-

nic neovascularization in portal hypertensive rats. In early stage

cirrhotic liver, Apelin expression was increased in hepatic sinusoidal

endothelial cells and in proliferated arterial capillaries directly con-

necting to the sinusoids. This work aims to study the relationship

between Apelin and portal hemodynamic in patients with liver

cirrhosis.

Methods: The study included 60 patients with liver cirrhosis from

Menoufia University Hospitals (Egypt) and 20 healthy volunteers as a

control group. They underwent physical examination and laboratory

investigations (CBC, urea and creatinine, liver profile {ALT, AST,

serum albumin, bilirubin, INR}, HCV Ab, HBsAg, HCV PCR, AFP

and serum level of Apelin). Abdominal ultrasonographic studies of

portal vein diameter, splenic size, portal hemodynamic was done for

all patients. Child–Pugh Score, MELD score and AST/Platelet index

were calculated for all patients.

Result: Apelin level was significantly higher in cirrhotic group

(4524.4 ± 3642.16) than in control group (2164.9 ± 817.7) (P =

0.001). There were a significant positive correlation between serum

Apelin and platelet count (r = +0.31, P = 0.004), ALT (r = +0.22, P

= 0.04), AST (r = +0.41, P = 0.0001), bilirubin (r = +0.28, P =

0.01), urea (r = +0.31, P = 0.005) and AST/PLT index (r = +0.39, P

= 0.001). There was no significant correlation between serum Apelin

and serum albumin, INR, creatinine, MELD score and Child–Pugh

score (p[ 0.05). Diagnostic validity of serum Apelin at cutoff level

2550 ng/dl for prediction of portal hypertension in cirrhotic patients

(sensitivity 89%, specificity 65%, positive predictive value 84%,

negative predictive value 74% and diagnostic accuracy 81%).

Conclusion: Serum Apelin is elevated in patients with cirrhosis and

portal hypertension, and positive correlation is found between serum

Apelin and degree of hepatic fibrosis. Measurement of serum Apelin

level can promote a rapid, noninvasive method for prediction of portal

hypertension in cirrhotic patients and can be used to assess degree of

hepatic fibrosis.
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PP0453

Epidemiology of liver cancer in Nile delta over a decade: a single
centre study

Sherief Abd-Elsalam1, Nadia Elwan1, Hanan Soliman1, Dina
Ziada1, Walaa Elkhalawany1, Rehab Badawi1, Haidy S Khalil2

1Tropical Medicine and Infectious Diseases, Tanta University Faculty

of Medicine, Tanta, Egypt; 2Microbiology Department, Tanta

University Faculty of Medicine, Tanta, Egypt

Background: The aim of this work was to study the epidemiology of

hepatocellular carcinoma in Nile delta over the last decade.

Methods: The study was carried out on patients diagnosed as HCC

(Hepatocellular carcinoma) in liver cancer clinic in Tanta university

hospital, Egypt during the period from January 2005 to January 2015.

This retrospective study reviewed the files of HCC patients with

special stress on age, sex, residence, occupation, smoking, viral

markers.

Result: Over the last decade, 1440 HCC patients were diagnosed or

referred to liver cancer clinic in tropical medicine department in

Tanta university hospital during the period from January 2005 to

January 2015. The mean age of HCC patients was 56.13 + 9.53 years.

Nearly half of the patients with HCC were smokers and quarter of

HCC patients were diabetics. HBsAg positive patients were only

3.26%, and the majority of patients were HCV-Ab positive (94.86 %

of patients).

Conclusion: In Nile delta, Hepatitis C rather than hepatitis B was

linked to the development of HCC in our region which may be related

to the high prevalence of HCV in this area.

PP0454

The efficacy and factors of tolvaptan for the patients
with refractory ascites

Jingmao Yang1, Zhiyin Shang2, Liping Chen3, Hong Zhao3, Jilin
Cheng1,3

1The First Affiliated Hospital of Wenzhou Medical University,

Wenzhou; 2The First Affiliated Hospital of Jiamusi University,

Jiamusi; 3Shanghai Public Health Clinical Center, Fudan University,

Shanghai

Background: Observe and evaluate the efficacy of tolvaptan for the

hepatogenic refractory ascites, while it is invalid when the patients

treated with traditional diuretic drugs.

Methods: 41 patients with liver cirrhosis refractory ascites were

enrolled. Traditional diuretic drugs were invalid for them. All patients

were treated with tolvaptan (7.5 or 15 mg/day) and diuretic drugs

(spironolactone 40–120 mg/day and furosemide 20–60 mg/day) for at

least one week. Then compare the biochemical indices and urine

volume between pre- and post-treatment of tolvaptan. Adjust the dose

of tolvaptan based on the urine volume of the first 3 days: (1) for

patients with no obvious increasing urine (urine volume increase less

than 500 ml), the tolvaptan dose increased to 15 mg/d; (2) for patients

with increasing urine (urine volume increase between 500 and 1500

ml), maintain the tolvaptan dose; (3) for patients with obvious

increasing urine (urine volume increase more than 1500 ml), the

tolvaptan dose changed to 7.5 mg/day. During the 7 days, observe the

efficacy and keep track of the adverse events.

Result: (1) There were 9 patients taking increasing dose of tolvaptan

for the invalid starting dose. Among them, 2 patients’ urine increased

obviously and their ascites regressed as well. However, there was no

statistic significant of the urine volume between pre- and post-in-

creasing tolvaptan (1960 ± 510.59 vs 2161.11 ± 956.81 ml, p =

0.452). (2) Among the 8 patients who had a good response to start

dose and subsequently decreased the dose, only one patient’s urine

decreased greatly. The urine volume decreased after changing the

tolvaptan dose (4281.25 ± 445.37 vs 3048.75 ± 710.88 ml, p =

0.001). (3) After treating with tolvaptan for 7 days, patients’ urine

increased (1484.05 ± 612.0 vs 2508.92 ± 887.97 ml, p\0.001). (4)

The percentage of patients showed improvement in their ascites was

63.41%, while the alleviate edema rate of legs was 68.29% and the

hyponatremia improvement rate was 56% (131.88 ± 4.59 vs 134.68

± 6.3 mmol/L, P = 0.03). Tolvaptan has no contribute to liver

function in patients with disfunction of liver. (5) Albumin in the

ascites, cirrhosis Child grade, liver cancer, abdominal infection all

have an influence on the efficacy of tolvaptan. The main adverse

events was dry mouth.

Conclusion: Tolvaptan can promote urinary and water excretion and

improve hyponatremia for patients having poor response to traditional

diuretic. When the starting doses was invalid, there is no efficacy even

if increasing the dose. However, when the starting dose was signifi-

cantly effective, the efficacy would bring down if the does decreased,

but the increment of the urine volume was still considerable.

PP0455

Non antiviral effect of entecavir on hepatitis B virus related
hepatocellular carcinoma

Liping Chen1, Bei Lv2, Jingmao Yang3,4, Zhiyin Shang4,5, Hong
Zhao1, Jilin Cheng1,3

1Shanghai Public Health Clinical Center, Fudan University, Shanghai;
2Zhongshan Hospital, Fudan University, Shanghai; 3The First

Affiliated Hospital of Wenzhou Medical University, Wenzhou;
4Shanghai Public Health Clinical Center, Fudan University, Shanghai;
5The First Affiliated Hospital of Jiamusi University, Jiamusi

Background: We have discovered that entecavir (ETV), nucleos(t)ide

analogue against hepatitis B virus (HBV), possesses potential anti-

neoplastic activity against hepatocellular carcinoma (HCC) in the

patients with HBV related hepatic cancer in addition to its antiviral

function. However, its molecular mechanisms underlying the antitu-

mor effect on HCC have not been clarified.

Methods: First of all, the clinical data of 137 HBV related HCC

patients was analyzed. p21 expression in the liver tissues from the

HBV related HCC was detected by immunohistochemistry. The dis-

ease free survival rate and the overall survival rate were compared

between thee P21 negative expression patients and the P21 positive

expression patients. At the same time, the experiments on ETV effect

on tumor cells were performed. Cell counts kit8 (CCK8) was applied

to detect the ETV inhibitory effect with different concentrations on

Huh7 cells which is a human hepatocellular carcinoma cell line

in vitro. Besides, the tumorigenic potential of the cells in vivo were

investigated by assessing growth of xenograft tumors in nude mice.

Metastatic features of Huh7 were assessed in Matrigel invasion assays

and wound healing analyses. Cell apoptosis and cell cycle profile

were detdcted by flow cytometry (FCM). Western blot were used to

analyze the expression of P21, caspase 8, caspase 9, and pAKT in the

cells.

Result: We discovered the patients received ETV antiviral treatment

had smaller tumor size, less tumor numbers, lower the disease-free

survival (DFS) rate. P21 positive expression in the ETV treated

patients with HCC is more than in the non-ETV intervention patients.

The P21 negative expression patients had a shorter disease free
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survival rate compared with the P21 positive expression patients, as

same as the overall survival rate. ETV inhibits the growth of hepatic

cancer cells in a concentration-dependent and a time-dependent

manner. ETV activates caspase cleavage in a concentration-dependent

manner to induce apoptosis. Also, we comfirmed that ETV could

promote G1/S phase arresting accompanied with the upregulation of

p21. The ability of migration, invasion and tumorigenesis of ETV

treated huh7 cells are decreased. More importantly, the effect of ETV

on cell proliferation were confirmed to be associated with AKT

phosphorylation inhibition.

Conclusion: ETV reduces malignance of HCC to increase survival

rate by targeting p21 at least partially through the AKT inhibition in

addition to its antiviral effect.

PP0456

The Effect of IL-12 and GM-CSF on apoptosis of H22 hepatoma
cells

Siqi Liu1, Qian Zhang1, Xue Shao1, Shengnan Jia1, Jingting Ma1,
Liulan Pan1

1The Second Hospital of Jilin University, Changchun

Background: To investigate the effects of granulocyte macrophage

colony-stimulating factor (GM-CSF) and interleukin-12 (IL-12) genes

on apoptosis of hepatoma cells.

Methods: The hepatoma cell lines were cultured and divided into

four groups: GM-CSF group, IL-12 group, co-transfection group,

negative control group, respectively. The PIB-CMV3-GM-CSF and

PIB-CMV3-IL-12 eukayotic expression vector was transfected into

hepatoma cell lines and 36h after transfection, the transfection effect

was detected using fluorescence microscope; the IL-12, GM-CSF,

p53, p38 and C-JUN mRNA and protein expression levels were

detected by RT-PCR and western blot. In addition, cell apoptosis was

detected by flow cytometry.

Result: Green fluorescence was observed in GM-CSF group, IL-12

group, GM-CSF and IL-12 group when compared with negative

control group; a significant increase in GM-CSF, IL-12, p53 mRNA

and protein levels were found in GM-CSF group, IL-12 group, co-

transfection group when compared with negative control group; the

expression of p38, C-JUN mRNA and protein levels were signifi-

cantly reduced in co-transfection group when compared with other

groups; flow cytometry results showed that the hepatoma cell apop-

tosis rate transfected with co-transfection group was significantly

lower than other three groups (p\ 0.05).

Conclusion: Combined GM-CSF and IL-12 can promote the hep-

atoma cell apoptosis by up-regulating p53, and down-regulating p38

and C-JUN.

PP0458

Liquid crystalline nanoparticles (LCNPS) based delivery
of an anticancer bioactive, Methotrexate

Vishal Bhargava1, Himanshu Saraf2, Saurabh Bhargava3,
Saurabh Jain4

1KRV Hospitals, Kanpur, India; 2IMCD, Mumbai, India; 3Manav

Bharti University, Solan, India; 4Bhagyodaya Tirth Pharmacy

College, Sagar, India

Background: Liver cancer is a disease of uncontrolled cell growth,

which may invade adjacent tissue and cause infiltration beyond the

liver. Most of the potent and effective anticancer drugs used in liver

cancer therapy shows poor bioavailability at desired site as well as

toxic in nature. The aim of the study was to investigate mannose

modified liquid crystalline nanoparticle (LCNPs) carrier for efficient

and site specific delivery of potent anticancer drug (Methotrexate)

used in hepatic carcinoma therapy.

Methods: MTX loaded LCNPs were prepared by lipid cast film

method and sonication method. The nanoparticles were characterized

in-vitro for their shape, size, percent drug entrapment and stability by

optical microscopy, cross polarized light microscpy (CPLM), trans-

mission electron microscopy (TEM), X-ray diffraction (XRD) and

atomic force microscopy (AFM).

Result: In-vitro stability studies reveal that LCNPs formulations are

stable for 120 days at room temperature. Ex-vivo cell cytotoxicity

was performed on Human hepatoma cell line. In-vivo studies included

fluorescence microscopy and organ distribution studies which show

the Mannose modified LCNPs exhibit better accumulation in liver as

compared to unmodified system. The results of the present study

indicate, this system is more stable as compared to other system.

Conclusion: Eventually it may be concluded that incorporation of

MTX in mannose modified LCNPs increases the residing time of drug

in the body by altering of pharmacokinetics and biodistribution pat-

tern, and the drug primarily concentrates in the liver. This system

showed excellent cytotoxicity towards cancer cells. From the present

investigation it is evident that this system may be used for liver cancer

and other liver disease.

PP0459

MicroRNA-30e suppresses cell invasion and migration through
regulation of epithelial–mesenchymal transition in human
cholangiocarcinoma

Yu Ota1, Kenji Takahashi1, Katsutoshi Mizumoto1, Shin Otake1,
Yosui Tamaki1, Mitsuyoshi Okada1, Kazunobu Aso1, Yuko
Suzuki1, Hidetaka Iwamoto1, Keisuke Yamakita1, Yohei Kitano1,
Yuichi Makino1

1Division of Metabolism and Biosystemic Science, Department of

Medicine, Asahikawa Medical University, Asahikawa, Japan

Background: Epithelial-mesenchymal transition (EMT) is induced

by TGF-b and known as a trigger of invasion and metastasis in

several cancers including cholangiocarcinoma (CCA). Although de-

regulated expression of microRNA (miRNA) occurs in cancers, their

functional contributions to EMT pathway in CCA are unknown. Our

aims were to identify a candidate miRNA, which would regulate EMT

signaling, and examine the role and involvement of the miRNA

during invasion and migration in human CCA.

Methods: HuCCT1, HuH28, OZ and TFK-1 human CCA and non-

malignant cholangiocyte (MMNK-1) cells were used. EMT was

induced by 10 ng/ml of TGF-b for 72 h. Expression profiling of 2555

miRNAs was performed using microarray. MiRNA targets were

predicted by Target Scan and miRanda. MiRNA mimic or inhibitor

were used to modulate miRNA expression or activity. Cell prolifer-

ation and viability were assessed by trypan blue and MTS assay. Cell

invasion and migration were examined by transwell and wound

healing assay. RNA expression was examined by qPCR, and protein

expression by Western blot. Luciferase reporter assay was utilized to

demonstrate that Snail act as a target of candidate miRNA.

Result: Microarray identified 56 miRNAs that were decreased by

\0.67-fold in HuCCT1 cells treated with TGF-b compared to control.

Of these, miR-30e was predicted to target 3’-UTR of Snail by Target

Scan and miRanda. MiR-30e expression was significantly reduced by

TGF-b by 0.2 to 0.5-fold in a panel of CCA cells, and downregulated
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by 0.3 to 0.7-fold in CCA cells compared to MMNK-1 cells. In

HuccT1 cells, miR-30e overexpression by miR mimic strikingly

increased miR-30e expression and significantly decreased expression

of Snail, N-cadherin and Vimentin whereas increased expression of

E-cadherin. Also, miR-30e overexpression significantly decreased

cell proliferation, viability, invasion and migration. Moreover, miR-

30e inhibitor significantly increased expression of Snail, N-cadherin

and Vimentin whereas decreased expression of E-cadherin. Further-

more, miR-30e inhibitor significantly increased cell proliferation,

viability, migration and invasion. To validate the possibility of direct

link between miR-30e and Snail, luciferase reporter assay was per-

formed and demonstrated that miR-30e directly targets the 3’-UTR of

Snail in HuccT1 cells.

Conclusion: These observations provide mechanistic insights into

EMT in CCA by (a) identifying miR-30e as a highly decreased

miRNA by TGF-b, (b) demonstrating that miR-30e inhibits EMT

pathway via targeting 3’-UTR of Snail, (c) showing a functional role

for miR-30e in tumor cell invasion and migration via regulation of

EMT. These findings identify previously unrecognized mechanisms

by which miR-30e can modulate invasion and migration and have

biological as well as therapeutic relevance in CCA.

PP0460

CXCL6 is upregulated in hepatocellular carcinoma and promotes
invasion of liver cancer cells via targeting MMP9

Ming-ze Ma1, Wan-Hua Ren1

1Department of Infectious Diseases, Shandong Provincial Hospital,

Jinan

Background: Hepatocellular carcinoma (HCC) is the sixth most

common cancer accounting for a third of all cancer related deaths

worldwide. Galectin-3, a multifunctional b-galactoside-binding pro-

tein, has been proposed to be associated with apoptosis and tumor

progression. However, the function of galectin-3 in HCC has not been

fully characterized. To evaluate whether Galectin-3 is associated with

apoptosis of HepG2.2.15 induced by tumour necrosis factor-related

apoptosis-induced ligand (TRAIL).

Abstract: Hepatocellular carcinoma (HCC) is a common primary

liver neoplasm characterized by high morbidity and mortality. HCC

also featured by high proliferation capacity and metastatic potentials.

The prognosis of HCC is still poor partly due to few effective treat-

ment measures. It is important to find new treatment targets for

prevention of HCC proliferation and invasion. In our study, we

investigated oncogene CXCL6, an important member of CXC che-

mokine, which was significantly upregulated in primary HCC tissues

and related with tumor size and invasion. Besides, the HCC patients

with high CXCL6 expression have poor prognosis compared with low

expression patients. Furthermore, we revealed that the migration and

invasion of HCC cells were inhibited when CXCL6 was knock-down.

The promotive effect of CXCL6 in HCC cells was carried out through

activating MMP9. All the results above suggest that CXCL6 plays

important roles in promoting HCC proliferation and invasion, and

may act as a therapeutic target against HCC proliferation and

metastasis.

Methods: Clinical samples and tissue microarray construction

Immunohistochemistry Stain.

Clinicopathological features correlation and prognosis analysis.

Western blot Cell proliferation assay.

Small interfering RNA transfection.

In vitro cell migration and invasiveness assays.

Result: 1. CXCL6 expression is closely related to HCC tumor size,

invasion and patients’ prognosis

2. CXCL6 expression is elevated in HCC tissues.

3. Knockdown of CXCL6 inhibits HCC cell invasion in vitro.

4. Silencing of CXCL6 suppresses HCC cell proliferation in vitro.

5. Overexpression of CXCL6 promotes HCC cell migration and

invasion in vitro.

6. CXCL6 promotes HCC cell invasion via MMP9 pathway

Conclusion: In conclusion, we showed that CXCL6 is upregulated in

HCC and strong correlated with HCC patients’ prognosis. Further-

more, knockdown of CXCL6 suppressed HCC proliferation and

invasion in vitro. All the results above suggested that CXCL6 may

serve as a potential therapeutic target and predictor of prognosis in

HCC patients.
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ShRNA-mediated silencing of Galectin-3 sensitizes the apoptosis
of HepG2.2.15 cells induced by TRAIL

Lu Zhang1, Juan Li2, Wei Jiang3, Da He4, Xiao-lu Ran5, Tao-you
Zhou3

1Department of Infectious Diseases, West China Hospital, SiChuan

University, ChengDu, SiChuan; 2People’s Hospital of Pi Xian,

ChengDu, SiChuan; 3Department of Infectious Diseases, West China

Hospital, SiChuan University, ChengDu, SiChuan; 4Chengdu Public

Health Clinic Center, ChengDu, SiChuan; 5UCL Medical School,

University College London, London, UK

Background: Hepatocellular carcinoma (HCC) is the sixth most

common cancer accounting for a third of all cancer related deaths

worldwide. Galectin-3, a multifunctional b-galactoside-binding pro-

tein, has been proposed to be associated with apoptosis and tumor

progression. However, the function of galectin-3 in HCC has not been

fully characterized. To evaluate whether Galectin-3 is associated with

apoptosis of HepG2.2.15 induced by tumour necrosis factor-related

apoptosis-induced ligand (TRAIL).

Methods: Stable HBV transfected liver cancer cells, HepG2.2.15,

were cultured in vitro and added to specific concentrations of TRAIL.

MTT assay was used to test cell survival and cell cytotoxicity. Cells

were collected and lysates were used to detect the galectin-3

expression cleaved-caspase3 and cleaved-PARP by western blot.

Galactin-3 was then knocked down in HepG2.2.15 with shRNA. Cell

survival and the expression of cleaved-caspase3 and cleaved-PARP

were recorded.

Result: TRAIL induced cell apoptosis through up-regulation of

cleaved-Capase3 and cleaved-PARP. In addition, TRAIL enhanced

the expression of galectin3 and reduced the epidermal growth factor

receptor (EGFR), signal transducer and activator of transcription3

(Stat3) and AKT. Knock down of galectin3 enhanced the expression

of cleaved-caspase3 and cleaved-PARP, reduced the expression of

EGFR, Stat3 and AKT and sensitized apoptosis induced by TRAIL by

MTT assay.

Conclusion: Galectin-3 may sensitize the apoptosis of HepG2.2.15

cells induced by TRAIL via EGFR, Stat3 and AKT. Furthermore,

Galectin-3 may be a potential therapeutic target for the treatment of

HCC.

PP0462

Histones promote tumor metastasis of hepatocellular carcinoma
cells through TLR4-dependent NF-jB activation

Ruochan Chen1, Xiao Zhong1, Yi Xiang Zheng1, Yongming Fu1,
Yan Huang1, Daolin Tang2, Rui Kang2, Xuegong Fan1

1Department of Infectious Diseases and Hunan Key Laboratory of

Viral Hepatitis, Xiangya Hospital, Central South University,

Changsha; 2Department of Surgery, University of Pittsburgh,

Pittsburgh, PA, USA

Background: Hepatocellular carcinoma (HCC) is the third leading

cause of cancer-related deaths. Histones are intracellular nucleosomal

components and extracellular damage-associated molecular pattern

molecules. However, their extracellular roles in HCC remain unde-

fined. The goal of this study is to investigate the role extracellular

histones in HCC.

Methods: The level of circulating nucleosomes was examined in

serum samples from HCC patients and a healthy control group via

ELISA analysis. The effect of extracellular histones on invasion and

metastasis of hepatocellular carcinoma cells was analyzed by wound

healing/transwell assays in vitro and a tail vein injection metastasis

model in vivo.

Result: We find that circulating nucleosome levels are elevated in

HCC patients. We also demonstrate that histones are novel regulators

of tumor metastasis with chemokine-like activity in HCC cells.

Extracellular histones promote HCC cell migration and invasion via

toll-like receptor (TLR)4, but not TLR2 or the receptor for advanced

glycosylation end product (RAGE). Moreover, TLR4-mediated acti-

vation of nuclear factor-jB (NF-jB) by extracellular signal-regulated

kinase (ERK) is required for histone-induced chemokine (e.g., C-C

motif ligand 9/10) production. Pharmacological and genetic inhibition

of TLR4-ERK-NF-jB signaling attenuate histone-induced chemokine

production and HCC cell migration. Additionally, TLR4 depletion

(by using TLR4-/- mice and TLR4-shRNA) or inhibition of histone

release (by administration of heparin) impairs lung metastasis of HCC

cells injected via the tail vein of mice.

Conclusion: Histones promote tumor metastasis of HCC cells

through the TLR4-NF-jB pathway, and represent novel targets for

treating patients with HCC.
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Long non-coding RNA MIR22HG functions as a tumor suppressor
in hepatocellular carcinoma via targeting HMGB1 by deriving
MiR-22 and competitively bounding to HuR

Xuejing Zou1, Dongyan Zhang2, Chuanhui Cao2, Ting Zhang3,
Ling Lei2, Li Liu3, Dehua Wu2

1Department of Infectious Diseases And Hepatology Unit, Nanfang

Hospital, Southern Medical University, Guangzhou; 2Department of

Radiation Oncology, Nanfang Hospital, Southern Medical University,

Guangzhou; 3Guangdong Provincial Key Laboratory of Viral

Hepatitis Research and Department of Infectious Diseases,

Guangzhou

Background: Hepatocellular carcinoma (HCC) represents one of the

most common and lethal cancers worldwide. Long non-coding RNAs

(lncRNAs) have emerged as key regulators in tumor initiation and

development. However, the function of lncRNAs in HCC remains

largely unknown. In this study, we reveal a critical role of MIR22HG

in HCC progression.

Methods: The downregulated expression of lncRNA MIR22HG was

identified by microarray, validated by real-time PCR in 52-patient

cohort and confirmed by analyzing Caner Genome Atlas project

(TCGA) and GSE14520 of Gene Expression Omnibus (GEO) dataset.

In situ hybridization (ISH) on 145 human HCC tissues was use to

assess the clinical significance of MIR22HG expression. The bio-

logical functions of MIR22HG on HCC cells were investigated by

overexpression and RNA interference approaches both in vitro and

in vivo. The mechanism of MIR22HG was explored through bioin-

formatics analysis, luciferase reporter assays, western blot, RNA

immunoprecipitation and Immunofluorescence assay. The signifi-

cance of the difference between groups was calculated using

Student’s t test or ANOVA test. A value of p \ 0.05 indicated a

significant difference.

Result: We found that MIR22HG expression was significantly

downregulated in a HCC 52-patient cohort, TCGA and GSE14520

dataset as compared to controls. Its low expression was associated

with tumor progression and poor prognosis of HCC patients. Over-

expression of MIR22HG in HCC cells significantly inhibited prolif-

eration, invasion, and metastasis in vitro and in vivo. Mechanistically,

we found that miR-22 derived from MIR22HG executed mostly of

MIR22HG biological functions by directly targeting high mobility

group box 1 (HMGB1) and inactivating HMGB1 downstream path-

ways. In addition, MIR22HG weakened the expression of HuR-

stabilized oncogenes (e.g., HMGB1) by competitively bounding to

HuR and changing its subcellular localization. Furthermore, sup-

pression miR-22 and restoration HMGB1 or HuR rescued the

inhibitory effects on HCC cells caused by MIR22HG overexpression.

Conclusion: Our study reported that MIR22HG plays a key role in the

development and progression of HCC by suppressing the prolifera-

tion, invasion, and metastasis, indicating its potential role as tumor

suppressor and prognostic biomarker in HCC.

PP0464

Nitric oxide suppress autophagy in hepatocellular carcinoma

Yingli He1, Heng Gao2, Yignren Zhao3

1Institution of Hepatology, First Affiliated Teaching Hospital, School

of Medicine, Xi’an Jiaotong University, Xi’an City, Shaanxi

Province; 2Xi’an Health School, Xi’an City, Shaanxi Province;

3Department of Infectious Diseases, First Affiliated Hospital, School

of Medicine, Xi’an Jiaotong University, Xi’an City, Shaanxi Province

Background: Hepatocellular carcinoma (HCC) is the second most

common cause of cancer-related mortality worldwide. Inhibition of

autophagy has been linked to cancer cells death. However, whether

and how dose nitric oxide (NO) involve in HCC have not been

investigated.

Methods: Patients with HCC were recruited to investigate the cor-

relation among NO concentration in plasma, nitric oxide synthases

expression, apoptosis and autophagy flux in liver tissue. Plasma levels

of nitrite were measured using the Griess reaction. The expression of

nitric oxide synthases (iNOS, eNOS and nNOS), and autophagic

activity (LC3 and p62) in liver tissue were investigated using

immunohistochemistry. HepG2 was treated with NO donors, DEA

NONOate, DETA NONOate, and sodium nitroprusside (SNP), then

autophagy flux was investigated by immunoblotting analysis and

confocal microscopy. Apoptosis was quantified by characteristic

DAPI stain nuclei and flow cytometry. Protein interaction were

explored by co-IP.

Result: Firstly, we found that plasma NO level was significantly

higher in HCC, when compared with liver cirrhosis (536.0 ± 197.4 vs

80.91 ± 41.70 lmol/L, t = 15.13, p\0.0001), The source of NO at

least partially attributed to the elevated expression of iNOS and eNOS

in liver tissue, Since expression of iNOS and eNOS was apparently

increased, while the expression of nNOS were comparable as control.

Secondly, immunostaining liver tissue from HCC presented enhanced

apoptosis and inhibited autophagy, which led us investigated the

involvements of NO in autophagy. In human liver cancer cells, NO

induces apoptosis, as manifested by typical nuclei staining, and

inhibits autophagy, as manifested decreased LC3, increased p62 and

less infusion of autophagosome with lysosome. Pharmacologic inhi-

bition autophagy also induced apoptosis, whereas the induction of

autophagy can ameliorate NO induced apoptosis. The molecular

mechanism of NO induced apoptosis and inhibited autophagy via

enhancing Bcl2–Beclin1 interaction.

Conclusion: we have shown that overexpression of eNOS and iNOS,

but not nNOS in cancer tissue contributes to increase NO level in

patients with HCC. We also found that NO inhibits autophagy by

disrupting Beclin 1/Vps34 association, and promotes apoptosis by

increasing Bcl-2/Beclin 1 interaction in liver cancer cells. Our find-

ings suggest that increased NO/NOS regulate autophagy and

apoptotic cell death during HCC.

PP0465

CAT-1 up-regulated by HBx through inhibition of MiR-122
contributes to HCC pathogensis

Rongjuan Dai1, Feng Peng1, Xinqiang Xiao1, Xing Gong1,
Yongfang Jiang1, Min Zhang1, Yi Tian1, Yun Xu1, Jing Ma1,
Mingming Li1, Luo Yue1, Guozhong Gong1

1Institute of Hepatology Central South University, Second Xiangya

Hospital, Central South University, Changsha

Background:
Background & Aims: CAT-1 as a gate protein for L-arginine trans-

portation plays an important role in the cell differentiation and

proliferation, which is closely related to tumorigenesis. HBx encoded

by HBV has been recognized as an oncoprotein for many years and is

critical in the development of HBV-related hepatocellular carcinoma

(HCC). However, the relationship between CAT-1 and HBx is not

explored and its implication in HCC pathogenesis is unclear. In this
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study we want to know whether and how CAT-1 is regulated by HBx

and CAT-1’s role in HCC pathogenesis.

Methods: CAT-1, Gld2 proteins were detected by WB or immuno-

histochemistry staning and miR-122 was quantitated by qRT-PCR in

30 well-paired carcinomatous tissues or para-tumor tissues in patients

with HBV-related HCC and in the applied cell lines. MTT, colony

formation assay and flow cytometer were employed to detect cell

proliferation and apoptosis. Luciferase report gene system was used

for the evaluation of interaction between mir-122 and CAT-1.

Results: CAT-1 protein was up-regulated but mir-122 down-regu-

lated in carcinomatous tissues compaired to the para-tumor tissues,

and the similar result was obtained in the hepatoma cell lines com-

paired to the normal hepatic cell lines. CAT-1 promoted hepatoma

cell growth and metastasis. Our study also indicated that HBx was

critical for the up-regulation of CAT-1 and miR-122 played an

important role in this process. Knockdown CAT-1, to some extent,

abolished the tumor-promoting ability.

Conclusions: Gld2/miR-122/CAT-1 pathway was disturbed in HCC

tissues. HBx plays an important role in this process.

PP0466

The role of high mobility group protein B1 in proliferation,
invasion and metastasis of hepatocellular carcinoma

Wenting Li1, Xuegong Fan1, Yan Huang1

1Department of Infectious Diseases and Hunan Key Laboratory of

Viral Hepatitis, Xiangya Hospital, Central South University,

Changsha

Background: High mobility group protein B1 is one type of non-

histone nuclear protein, which is involved in gene transcription and

DNA damage repair. In the extracellular components, HMGB1, as

late inflammatory factor, participates in inflammatory reaction and

cell proliferation and differentiation. Our previous study showed that

HMGB1 was relatively high expressed in hepatocellular carcinoma

(HCC). Application of HMGB1 antibody was able to downregulate

the expression of PCNA and cyclinD1 in HepG2 cells which were

induced by recombinant human HMGB1 in vitro. In this study, we

investigate the molecular mechanism of HMGB1 during the process

of HCC migration and invasion.

Methods: Two cell lines of HMGB1 overexpression and downregu-

lation were established by plasmids transfection. Cell proliferation

and apoptosis were evaluated by MTT assay and FACS respectively.

The expression of PCNA and cyclin D1 were quantified by western

blot. Autophage was analysed by transmission electron microscope

and western blot. In the meanwhile, wound healing and transwell

assay were used to analyse the cell invasion and migration abilities.

To investigate the molecular effect of HMGB1 on cell migration and

invasion, expression of matrix metalloproteinases, uPA, PAI-1 and

tissue inhibitor of matrix metalloproteinases were detected by qPCR

and western blot respectively. Xenograft hepatocellular carcinoma

mouse models were also established by subcutaneously injection of

HMGB1-overexpression and HMGB1-knockdown cells.

Result: (1) HMGB1 promotes cell proliferation through upregulating

of PCNA and cyclinD1 expression in vitro. (2) Overexpression of

HMGB1 in HepG2 cells can induce spontaneous apoptotic cell death

and induce autophage in vitro. (3) Restoration of HMGB1 expression

increases the cell migration and invasion, mainly resulted from

upregulation of MMPs, uPA, PAI-1 and downregulating of TIMPs. In

the HepG2 cells xenograft nude mice, HMGB1 is able to promote the

growth of tumor, the formation of micro vessels and increase the

ability of migration and invasion for cancer cells.

Conclusion: HMGB1 gene is involved in the cellular process of cell

proliferation, programmed cell death, cell metastasis and invasion.

Therefore, better understanding of HMGB1 will lay the thereotical

foundations for HMGB1 as a potential target for HCC prevention,

treatment and progonosis.

PP0467

Epigenetic down-regulation of the suppressor of cytokine
signaling 1 (SOCS1) by Hepatitis B virus X protein through
promoting the expression of DNA methyltransferase 3A

He Xiaojin1, Liu Guozhen1

1Department of Infectious Disease, Key Laboratory of Viral Hepatitis

of Hunan, Xiangya Hospital, Central South University, Changsha,

Hunan

Background: Suppressor of cytokine signaling 1 (SOCS1) is a neg-

ative regulator in cytokine signaling whose epigenetic downregulation

have been shown to be involved in hepatocarcinogenesis. The hep-

atitis B virus X protein (HBx) has been implicated as a potential

trigger of the epigenetic deregulation of some genes, but the under-

lying mechanisms remain unknown. The aim of this study was to

investigate epigenetic mechanism of hepatitis B virus X protein

(HBx) induced dysregulation of SOCS1, which has been never been

studied in HBV-related hepatocellular carcinoma (HCC)

pathogenesis.

Methods: Liver cell lines were stably transfected with HBx expres-

sion plasmid (pcDNA-X/L02) or an empty plasmid (pcDNA3.0/L02).

Reverse transcription and real-time polymerase chain reaction (real-

time RT-PCR) were used to analyze the transcriptional activity of

HBx, DNMT3A/3B and SOCS1. Western blot was used to detect the

protein expression of above target gene. In addition, we observed that

the repression effect of HBx was abolished after treatment with DNA

methyltransferase inhibitor 5-Aza-20-deoxycytidine.

Result: Our results showed that HBx up-regulate DNMT3A expres-

sion rather than DNMT3B in both mRNA level and protein level. By

contrast, SOCS1 expression were dramatically decreased by HBx in

liver cells. Futhermore, treatment of HBx-expressing cell lines with

DAC can repress DNMT3A expression and restore SOCS1

expression.

Conclusion: Therefore, the present study suggests that HBx induces

epigenetic silencing of SOCS1 through increasing the expression of

DNMT3A. Our studies demonstrating the axis of HBx-DNMT3A-

SOCS1 may provide novel mechanistic insights into HBV-mediated

hepatocarcinogenesis and identify a potential DMNTs targeted

approach for treating HBV-related HCC.

PP0468

IL-33, released with hepatectomy, facilitated recurrence
of cholangiocarcinoma through indirect influence
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Background: Cholangiocarcinoma (CCA) is a lethal neoplasm

because of frequent recurrence after surgery. IL-33 has been shown to

facilitate the development of CCA in a murine model, and IL-33 is an

alarmin released during tissue injury. Based on this information, we

postulated that IL-33 may be released during liver surgery for CCA,

and facilitate recurrent disease. We have so far reported that hepatic

IL-33 is released during hepatic surgery into the circulation, and the

high expression is a risk factor for CCA recurrence following surgery,

however, the role of IL-33 for CCA cells is still unknown. To elu-

cidate the reason of clinical impact with IL-33 expression, we

investigated the alteration of malignant potencies by IL-33 influence.

Methods: To evaluate the direct or indirect influence of IL-33 to

tumor progression, we performed proliferation assay, wound healing

assay, MTT assay with exposure of the recombinant human IL-33

(rhIL-33) or the extracted substances from human liver tissue which

express high or low IL-33.

Result: The exposure of rhIL-33 did not change any malignant ability

in CCA cell lines (HuCCT-1, CCLP-1) as follows; Proliferation: p =

0.51 (HuCCT-1), p = 0.42 (CCLP-1), Migration assay: p = 0.61

(HuCCT-1), p = 0.57 (CCLP-1), IC50 with MTT assay for GEM: p =

0.70 (HuCCT-1), p = 0.93 (CCLP-1), p-value of the difference

between with and without rhIL-33 supplement. The comparison of the

exposure of extracted substances of liver tissue with high or low IL-

33 expression showed significant difference in cell proliferation and

migration ability of both CCA cell lines (HuCCT-1, CCLP-1) as

follows; Proliferation: p \ 0.001 (HuCCT-1), p \ 0.001 (CCLP-1),

Migration assay: p = 0.0277 (HuCCT-1), p = 0.0165 (CCLP-1),

meanwhile, there was no significant difference in cell viability; IC50

with MTT assay for GEM: p = 0.710 (HuCCT-1), p = 0.489 (CCLP-

1); p-value of the difference between the supplement of extracted

substances from liver tissue with high and low IL-33 expression.

Conclusion: Hepatic IL-33, a risk factor for CCA recurrence fol-

lowing surgery, does not have any direct influence to CCA cell line,

meanwhile, the liver tissue with plenty IL-33 contains certain sub-

stances which increase cell proliferation and migration ability in CCA

cell line, indicating that IL-33 has indirect influence in distant

metastasis. Further investigation is needed to elucidate the role of IL-

33 facilitating CCA recurrence.

PP0469

Association of xenobiotic metabolizing enzymes gene
polymorphism with hepatocellular carcinoma in Egyptian
patients with hepatitis C virus-induced cirrhosis

Manar Obada1, Ashraf El-Fert1, Asmaa Gomaa1, Mohamed
Hashim1, Om Kolsoum Elhaddad1, Mohamed Ahmed Samy
Kohla1, Hala El-Said1

1National Liver Institute, Menoufia University, Al Minufya, Egypt

Background: Chronic hepatitis C virus (HCV) infection is the most

frequent cause of progressive liver disease and liver cancer in Egypt.

Genetic variation has long been suspected to influence the risk for

HCC.

There is a preliminary evidence indicating that host genetic factors

may contribute to progression of chronic hepatitis C infection (CHC)

to HCC, in addition, numerous familial HCC clusters were reported.

Genetic polymorphism of liver detoxification enzymes were sug-

gested as modifiers of cancer risk.

Aim: To investigate the association between xenobiotic metabolizing

enzymes [cytochrome P450, N-acetyl transferase 2 (NAT2) and UDP-

glucuronosyl transferase] gene polymorphism patterns with the risk of

HCC in patients with chronic HCV-induced cirrhosis compared to

normal subjects and chronic HCV infected patients in Egypt.

Methods: 354 subjects were included in this study, divided into 3

groups, group I comprised 150 HCC patients, group II comprised 100

patients with HCV-related liver cirrhosis without HCC and group III

comprised 104 apparently healthy matched control subjects.

Genotyping of the genes NAT2*5 (Ml allele) (C481T), NAT2*6

(M2 allele) (G590A), and NAT2*7 (M3 allele) (G857A) as well as

Uridine-diphosphoglucurenyl transferase 1A7 (UGT1A7) was per-

formed using polymerase chain reaction-restriction fragment length

polymorphism and primer specific polymerase chain reactions.

Following PCR, the amplicon was subjected to restriction digest

with Kpnl (Ml allele), TaqI (M2 allele), BamHI (M3 allele) restriction

enzymes from (Thermo Fisher Scientific, MA, USA). The restriction

digests were electrophoresed on 3.5% agarose gels.

Result: Genetic polymorphic patterns of NAT2 (M1) and NAT2 (M3)

showed a significant difference (p\0.05) in HCC group compared to

chronic hepatitis C and control groups (Table 1).

A highly significant difference (p \ 0.01) in the frequency of

genetic pattern was found in CYP2D 6*6, CYP2D 6*4 and

CYP2D6*3 in HCC group compared to other groups (Table 2).

The genotype pattern of NAT2 (M1) and CYP2D6*6 showed a

significant difference among patients with HCC (\0.05) regarding

BCLC staging.

No significant difference between the studied groups was observed

regarding the polymorphism pattern of UGT gene (Table 2).

Conclusion: Increased risk for liver cancer in Egyptian HCV infected

patients may be associated with the genotypes: NAT2 (M1), NAT2

(M3), CYP2D 6*6, CYP2D 6*4, and CYP2D6*3. NAT2 (M1) and

CYP2D6*6 genes polymorphism may be associated with more

advanced stages of HCC.

PP0470

Effects of antiviral therapy in CHB patients with different HBV
mutations to prevent HCC

Zhang Xiu Cui1, Ni Wu1, Pu Rui2, Yin Jian Hua2

1Changzheng Hospital, Second Military Medical University,

Shanghai; 2Department of Epidemiology, Second Military Medical

University, Shanghai

Background: We aimed to investigate the relationship between

hepatitis B virus mutations and antiviral therapy on the development

of hepatocellular carcinoma (HCC).

Methods: A cohort study was carried out, of which patients with

chronic hepatitis B enrolled enrolling patients with chronic HBV

infection were followed up. HBV mutations in the basic core pro-

moter region were sequencing by PCR amplification.

Result: Patients treated by IFN (interferon) were followed up for an

average of 9.68 years (IQR: 7.96–11.67), of whom the incidence of

HCC was 2.70/1000 person-years. After followed up with an average

of 7.78 years (IQR: 6.08–9.67), the incidence of HCC was 10.83/1000
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person-years for the patients treated by nucleos(t)ide analogs (NAs),

which were significant higher than these treated by IFN (P\0.001).

(2) In the patients treated by antiviral therapy, male, cirrhosis,

T1753Vmutation can increase, interferon therapy can reduce the risk

of HCC. And male, age (C50 years) can increase, interferon therapy

can reduce the risk of death in the patients treated by antiviral therapy.

NAs treatment increased HCC risk than IFN in those without C1653T

(HR 5.48; P = 0.020), A1846T (HR 4.94; P = 0.029), T1753V (HR

11.038; P = 0.018) mutation in the patients with chronic hepatitis B.

NAs treatment increased Death risk than IFN in those without

A1762T/G1764A (HR 7.67; P = 0.044), T1753V (HR 2.865; P =

0.026) mutation in the patients with chronic hepatitis B.

Conclusion: Patients with chronic hepatitis application of antiviral

drugs and HBV mutations are closely related to HCC and death;

Patients with chronic hepatitis without Bcarrying C1653T, A1846T,

T1753V, A1762T/G1764A mutation should be given priority of

receiving IFN (indications of patients for interferon application) in

order to prevent HCC and death; those patients with chronic hepatitis

with C1653T, A1846T, T1753V, A1762T/G1764A mutation receiv-

ing antiviral treatment should be monitored closely to detect early

liver cancer and receive timely surgical resection.

The effects of antiviral treatment to prevent HCC in patients with or

without HBV mutation The effects of antiviral treatment on HCC

occurrence in patients with or without HBV mutations in this cohorts.

A and B, antiviral treatment on HCC occurrence in

The effects of antiviral treatment to prevent liver death in patients

with or without HBV mutation The effects of antiviral treatment on

liver death occurrence in patients with or without HBV mutations in

this cohorts. A and B, antiviral treatment on live.

PP0471

Compound YPYGF exerts inhibits liver precancerous lesion
by mediating expression of TGF-b1 and Smad3 proteins

Jingtao Li1, Hailiang Wei1, Shuguang Yan2, Xiaoting Chen2,
Yijun Song2, Di Ju2, Zhanjie Chang1

1The Hospital Afiliated to Shaanxi University of Chinese Medicine,

Xianyang; 2Shaanxi University of Chinese Medicine, Xianyang

Background: The malignant transformation of hepatic cirrhosis-

precancerous lesion progressively can result in hepatic carcinoma

ultimately. Plenty of studies have found that TGF-b1 can regulate

precancerous cells, inflammatory and fibrotic microenvironment, and

the interaction between them. TGF-b1/Smad 3 pathway has both

tumor suppressive and oncogenic activities. Therefore, TGF-b1/Smad

3 pathway may regulate the malignant transformation of hepatic

cirrhosis-precancerous lesion. Our previous study found that Com-

pound YiPiYangGanFang (YPYGF) can ameliorate the pathologic

Hepatol Int (2017) 11 (Suppl 1):S1–S1093 S415

123



change of hepatic precancerous lesion in rats induced by diethylini-

trosamine (DEN). We hypothesized that YPYGF’s suppression of

precancerous lesion is modulated by TGF-b1/Smad3 signaling, and

we conducted this in vivo study to test this hypothesis.

Methods: Rats were divided into the normal control, the DEN group,

and two YPYGF (0.5, and 1.0 g/ml) treatment groups. The expression

of TGF-b1 and Smad 3 of liver tissues were measured by immuno-

histochemical detection, and compared across the four groups.

Result: The positive staining of TGF-b1 and Smad 3 increased both

in precancerosis nodule and fibrous tissue areas relatively normal

liver tissues in rats treated with DEN. YPYGF can improve the rat

liver precancerous pathological morphology. Also the elevated

expression of TGF-b1 and Smad 3 proteins were suppressed by

YPYGF in a dose-dependent manner.

Conclusion: The results suggest that YPYGF significantly suppresses

precancerous lesion of rat liver by mediating expression of TGF-

b1and Smad3 proteins.

Expression of TGF-beta1 protein was suppressed by YPYGF

Expression of Smad3 protein was suppressed by YPYGF

PP0472

AZGP1 suppresses epithelial-to-mesenchymal transition
by blocking TGFb1-ERK2 pathways in HCC cells

Jing-xia Yu1, Rong Chen1, Ting Liu1, Ying Qu1, Lun-gen Lu1,
Ming-yi Xu1

1Department of Gastroenterology, Shanghai General Hospital,

Shanghai Jiao Tong University School of Medicine, Shanghai

Background: Zinc-a2-glycoprotein 1 (AZGP1) is actively involved

in both inhibition of tumor growth and proliferation, we assumed that

AZGP1 may afford some protective effect and benefit to prevent the

cancer progression. TGF-b1 can induce EMT in hepatocellular car-

cinoma (HCC) and has been shown to enhance tumor dissemination

in later stages of tumor progression. We aim at clarify how AZGP1

regulating TGF-b1 induced EMT in HCC progression and discuss

new insights for future therapeutic approaches against HCC.

Methods: Human hepatic cancer cell lines (Bel7402, HepG2, HUH7

and HCCLM3) and normal hepatic cell line (LO2) were used in this

study. Cells were treated with rAZGP1 and/or TGF-b1. Lentivirus

encoding siRNA gene of AZGP1 (siAZGP1) or ERK2 (siERK2) for

transduction and the control virus showed green fluorescent protein

(GFP) expression in the cells. The effect of AZGP1 on EMT and

crosstalking of TGFb1-ERK2 signaling in human hepatic cancer cells

was tested in vitro.

Result: Comparing to LO2, levels of AZGP1 mRNA (Fig. 1A) and

proteins (Fig. 1D) were higher in HCCLM3 and Bel-7402; but lower

in HepG2 cells (p \ 0.05). Induction of rAZGP1 in HepG2 cells

resulted in over-expression of AZGP1 and associated with significant

down-regulation of mesenchymal markers (N-cadherin) and up-reg-

ulation of epithelial marker (E-cadherin) (p \ 0.05, Fig. 1B, E);

Significant down-regulation of E-cad and up-regulation of N-cad were

observed in Bel7402 cells transfected with siRNA-AZGP1 than

controls (p\ 0.05, Fig. 1C, F). AZGP1 promotes apoptosis, inhibits

proliferation, invasion and migration of HCC cells (p \ 0.05, Fig.

1G–L). E-cadherin significantly decreased and Vim increased in

HepG2 cells with TGF-b1 treatment comparing to without TGF-b1

treatment (Fig. 2A). rAZGP1 had no additional effect in TGF-b1

induced pSmad2/3 and Smad4 increase (Fig. 2B). In HepG2 cells,

pretreatment with TGF-b1 could increase pERK2 and p21 (as an

internal control for the activation of the Smad4-dependent TGF-b1

pathway), and the effect could be attenuated by extra rAZGP1

treatment, while rAZGP1 alone had no effect on the level of pERK2

or p21 (p\0.05, Fig. 2D). Then pretreatment with siAZGP1 or TGF-

b1 alone or combined with TGF-b1 (TGF-b1 + siAZGP1) could

increase pERK2 in Bel7402 cells (p \ 0.05, Fig. 2E). Strikingly

inhibited invasion and proliferation could be observed in HCCLM3

cells pretreated with siERK2 or rAZGP1, and the inhibition effect

could reach to maximum degree in cells pretreated with both siERK2

and rAZGP1 (**p\ 0.001; */#p\ 0.05, Fig. 2F, G).

Conclusion: AZGP1 was proved having the ability of down-regu-

lating mesenchymal markers, upregulating epithelial marker,

blocking cell invasion and promoting MET in human HCC cells. The

effect of AZGP1 was clarified blocking TGF-b1 mediated ERK2

phosphorylation resulting in inhibiting EMT and invasive potential of

hepatic cancer cells.
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PP0473

Increased neutrophil-lymphocyte ratio, decreased
and hyperactivated T lymphocytes, and reduced thymic output
in the pathogenesis of HBV-associated primary liver cancer

Xiaoli Liu1, Lingling He1, Zhiyun Yang1

1Beijing Ditan Hospital, Capital Medical University, Beijing

Background: The neutrophil-lymphocyte ratio (NLR) is a new

prognostic predictor for patients with liver cancer. The association of

NLR, recent thymic output and activation of T lymphocytes with the

pathogenesis and progression of liver cancer is poorly understood.

Methods: Seventy-three patients with hepatitis B virus (HBV)-asso-

ciated primary liver cancer (HBV-PLC), 50 patients with HBV-

associated liver cirrhosis (HBV-LC) and 37 patients with chronic

HBV infection (CHB) were prospectively enrolled from July 1, 2013

to February 28, 2014 in Beijing Ditan Hospital, Capital Medical

University (Beijing, China). The NLR, proportions and concentrations

of neutrophils and lymphocytes, subpopulations of lymphocytes, and

the expression of CD31 (index for recent thymic output) and HLA-

DR (index for activation of T lymphocytes) of T cells in the

peripheral blood samples of the patients were assessed and statisti-

cally compared between different groups.

Result: The NLR was significantly increased from patients with

CHB, patients with HBV-LC to patients with HBV-PLC (P\ 0.05),

along with the significant increase of neutrophils and decrease of

lymphocytes in the same way (P \ 0.05). The concentrations of T

lymphocytes, natural killer cells, B cells, CD4+ T cells and CD8+ T

cells were decreased from patients with CHB, patients with HBV-LC

to patients with HBV-PLC, and were significantly reduced in patients

with HBV-PLC compared with those in patients with CHB (P\0.05).

The expression of CD31 and HLA-DR of naive CD4+ and CD8+ T

cells was significantly decreased and increased, respectively in

patients with HBV-PLC compared with that in patients with CHB.

Conclusion: NLR was positively associated with the pathogenesis

and progression of HBV-PLC, which was attributable to the increase

of neutrophils and decrease of lymphocytes. The reduced thymic

output and hyperactivation of T lymphocytes are related to the

pathogenesis of HBV-PLC.

Fig. 1. Percentage of CD31+ -expressed cells (CD31%) among the

CD45RA+CD4+ T cells (B) and CD45RA+CD8+ T cells (C) of the

peripheral blood were compared between the patients with CHB,

patients with HBV-LC and patients with HBV-PLC.

Fig. 2. Highly activation of CD4+ and CD8+ T cells in patients with

HBV-PLC Percentage of HLA-DR -expressed cells (HLA-DR %)

among the CD4+ T cells (A) and CD8+ T cells (B) of the peripheral

blood were compared between the patients with CHB,LC,PLC

PP0474

Hepatitis B virus X protein suppresses caveolin-1 expression
in hepatocellular carcinoma by regulating DNA methylation

Yuan Huang1, Jun Yan1, Shiwei Yang1, Riga Su1, Jiahong Dong1

1Center for Hepatobillary and Pancreatic Diseases, Beijing Tsinghua

Changgung Hospital, Medical Center, Tsinghua University, Beijing
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Background: To understand the molecular mechanisms of caveolin-1

downregulation by hepatitis B virus Xprotein (HBx).

Methods: The DNA methylation status of the caveolin-1 promoter

was examined by nested methylation-specific PCR of 33 hepatitis B

virus (HBV)-infected hepatocellular carcinoma (HCC) samples. The

SMMC-7721 hepatoma cell line was transfected with a recombinant

HBx adenoviral vector, and the effects of HBx protein on caveolin-1

expression and promoter methylation were examined and confirmed

by sequencing. A reporter gene containing the caveolin-1 promoter

region was constructed, and the effects of HBx on the transcriptional

activity of the promoter were also studied.

Result: Methylation of the caveolin-1 promoter was detected in

84.8% (28/33) of HBV-infected HCC samples. Expression of cave-

olin-1 was significantly downregulated (P = 0.022), and multiple

CpG sites in the promoter region of caveolin-1 were methylated in

SMMC-7721 cells after HBx transfection. Transfected HBx signifi-

cantly suppressed caveolin-1 promoter activity (P = 0.001).

Conclusion: HBx protein induces methylation of the caveolin-1

promoter region and suppresses its expression.

PP0475

Inhibitory CpG sequences reduced ischemia/reperfusion-induced
hepatic metastases of liver tumor in a murine model

Yuan Huang1, Jin Wang1, Shiwei Yang1, Riga Su1, Jiahong Dong1

1Center for Hepatobillary and Pancreatic Diseases, Beijing Tsinghua

Changgung Hospital, Medical Center, Tsinghua University, Beijing

Background: It is reported that hepatic ischemia/reperfusion (I/R)

during hepatectomy accelerates liver tumor growth. Hepatic I/R

induces inflammation cytokines, which can accelerate the outgrowth

of liver tumor. Inhibitory CpG sequence (iCpG) is an inhibitor of

TLR9, which plays an important role in hepatic I/R. The aim of this

study was to examine whether iCpG could prevent hepatic I/R-in-

duced metastases of the liver tumor.

Methods: A murine tumor model that underwent partial hepatic I/R

or sham operation was treated with iCpG or control DNA sequence

(Ctrl ODN). Tumor growth and metastases were observed on day 14

after surgery; Endothelial leukocyte adhesion mole-cules such as

E-selectin and intracellular adhesion molecule-1 (ICAM-1) protein

expression were measured 24 h after reperfusion by Western blotting;

E-selectin and ICAM-1 mRNA expression in hepatic tissue was

measured 2 h after reperfusion by RT-PCR; NF-kB activity in hepatic

tissue was measured 2 h after reperfusion by electrophoretic gel

mobility shift assay.

Result: The tumor growth in the mice subjected to hepatic I/R was

remarkably stimulated when compared with the mice subjected to

laparotomy alone. The iCpG had no significant inhibitory effect on

tumor growth in sham-operated mice subjected to tumor. However,

iCpG could reduce the tumor growth and inhibit the activation of NF-

kB and downregulate the E-selectin and ICAM-1 mRNA and protein

in the mice with tumor subjected to I/R.

Conclusion: ICpG might reduce I/R-induced hepatic metastases of

liver tumor cells by inhibiting NF-kB expression and downregulating

the adhesive molecules, such as E-selectin and ICAM-1.

PP0476

Long noncoding RNA Hotair regulates proliferation and cell cycle
progression of hepatocarcinoma cells through STAT3/CCND1
pathway

Jiajia Zhou1, Di Chenng1, Xiaogeng Deng1, Rufu Chen1

1Sun Yat-sen Memorial Hospital, Sun Yat-sen University, Guangzhou

Background: Long noncoding RNA Hotair has been demonstrated to

play important roles in regulating various biological processes in

several cancers, including hepatocellular carcinoma (HCC). However,

the correlation between Hotair and HCC proliferation and cell cycle

progression remains elusive. The aim of this study was to investigate

whether Hotair have a potential role in modulating HCC proliferation

and cell cycle progression.

Methods: The specific siRNAs were employed to silence the

expression of Hotair in Huh7 hepatocarcinoma cells. The cell viability

and cell cycle was tested, and the expression levels of CCND1 and

stat3 were also analyzed.

Result: We found that knockdown of Hotair expression by RNA

interference inhibited cell proliferation and induced G0/G1 cell cycle

arrest in Huh7 hepatocarcinoma cells. Furthermore, the expression

levels of CCND1 mRNA and protein were decreased in Huh7 cells

when Hotair was knocked down. In addition, Hotair knockdown

reduced the expression of phosphorylated STAT3, and inhibition of

STAT3 phosphorylation abrogated Hotair-mediated CCND1

expression.

Conclusion: Our findings suggest that lncRNA Hotair might play a

critical role in pro-proliferatioin in HCC by regulating cell cycle via

activating the STAT3/CCND1 pathway. Thus, Hotair could be served

as a novel potential therapeutic target for HCC treatment.

PP0477

Construction of mouse IL-12 and GM-CSF eukaryotic expression
vector and their expression in hepatoma cells

Xue Shao1, Siqi Liu2, Jingting Ma2, Qian Zhang2, Shengnan Jia2,
Liulan Pan2

1The Second Hospital of Jilin University, Changchun; 2The Second

Hospital of Jilin University, Changchun

Background: To construct PBI-CMV3-IL-12 and PBI-CMV3-GM-

CSF eukaryotic expression vector, and detect the expression of IL-12

and GM-CSF in H22 cells after transfection.

Methods: Total RNA was extracted from mouse liver by Trizol

method and reverse transcribed into cDNA. The IL-12 and GM-CSF

CDs were amplified with specific primers containing BamHI and

HindIII restriction sites. The PCR products and PBI-CMV3 expres-

sion vector were digested and then digestion products were

transformed into DH5a after recycling by gel extraction kit and

connecting by T4 DNA ligase. Monoclonal bacteria colonies were

picked and identified by PCR, enzyme digestion and DNA sequencing

to determine the expression vector was constructed correctly. The

vector group, PBI-CMV3-IL-12 group, PBI-CMV3-GM-CSF group

and co-transfection group plasmids were transfected into H22 cells,

IL-12 and GM-CSF expression levels were detected qPCR and

Western blot.

Result: PBI-CMV3-IL-12 and PBI-CMV3-GM-CSF plasmids were

successfully constructed and IL-12 and GM-CSF transcription and
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translation levels were significantly increase in PBI-CMV3-IL-12,

PBI-CMV3-GM-CSF and co-transfection groups in H22 cells.

Conclusion: IL-12 and GM-CSF eukaryotic expression vectors were

successfully constructed and highly expressed in H22 cells.

The transfection efficiency of cells: A, B- Empty; C, D-IL-12; E,

F-GM-CSF; G, H- Co-transfection

Expression of Real-Time QPCR and western blot product detec-

tion results: A-GM-CSFmRNA; B-IL-12mRNA; C-GM-CSF protein;

D-IL-12 protein.

PP0478

The effect of LAMP2 on the growth and apoptosis of liver cancer
cells and the mechanism of it

Weile Cai1, Xinmin Zhou, Ying Han, Changcun Guo, Lu Wang,
Suoyi Ma

1The First Affiliated Hospital of The Fourth Military Medical

Universitiy, Xi’an

Background: Hepatocellular carcinoma is the fifth most common

neoplasm and the third most frequent cause of cancer death. Surgery

remains the most effective treatment for patients with HCC. However,

it is limited to selected cases, and new curative modalities are

required. LAMP2 is a single-span lysosomal membrane protein which

maintains lysosomal stability and participates in autophagy. Apart

from its role in maintaining the structural integrity of the lysosomal

membranes. LAMP2 is critical for lysosomal function. Mice lacking

LAMP2 accumulate autophagic vacuoles in several tissues. Autop-

hagy has emerged as a way to elude cancer therapy and to promote

tumor progression. Therefore pharmacological inhibition of autop-

hagy in combination with current liver cancer therapies or

chemotherapy drugs has been proposed as an alternative to improve

liver cancer treatments. The aim of this study was to analyze the role

of LAMP2 up-regulation in hepatoma cells.

Methods: Western blot was applied to measure the expression of

LAMP2 in the different liver cancer cells. Then HepG2 cells were

transfected with negative lentivirus or positive lentivirus which can

down regulate mRNA of LAMP2, and we named the knock down cell

lines as HepG2-9455. MTT method were used to contrast the dif-

ferences of proliferation between the negative control cells and

HepG2-9455 cells. Finally, to illuminate the mechanism of prolifer-

ative inhibition by down regulating LAMP2 in liver carcinoma cells,

we examined some signal pathway proteins which are important in

tumor progression, such as PI3K, NF-KB and ERK.

Result: The expression of LAMP2 in HCC cells was high and the

distribution also was disorganized in the hepatocarcinoma tissue. The

proliferation of liver cancer cells could be significantly suppressed by

down regulating LAMP2, and this phenomenon may be closely

related to PI3K and NF-jB.

Conclusion: LAMP2 could inhibit the growth of hepatoma cells by

decreasing the activation of PI3K and NF-jB (p-p65), which remind

us that LAMP2 plays an important role and may be used as a potential

therapeutic target for HCC.

Fig 1. The relationship between LAMP2 and the growth of cell in

liver cancer. A. The cutting down rates of LAMP2 were examined by

QT-PCR and Western blot. B. The proliferation rate were measured

by MTT 48 h later.

PP0479

HBx disturbs the cross- talk between microRNA-181a and PTEN
and contributes to HBV-related hepato-carcinogenesis

Yi Tian1, Xin-qiang Xiao1, Xing Gong1, Feng Peng1, Yun Xu1,
Yongfang Jiang1, Guozhong Gong1

1Department of Infectious Diseases, The Second Xiangya Hospital,

Central South University, Changsha

Background: Chronic hepatitis B virus (HBV) infection is the most

prominent cause for HCC and high serum viral load of HBV is pre-

dictive of HCC development. MicroRNA-181a (MiR-181a) is a

multifunction miRNA that participates in many biological processes

such as apoptosis, cell proliferation and cellular invasion. However,

the regulatory mechanism and significance of elevated miR-181a in

HBV–related HCC have not been fully understood.
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Methods: A miRNA microarray survey was conducted to compare

the miRNA profiles between HepG2 cells and HepG2.2.15 cells.

Luciferase reporter system for the promoter activity of miR-181a and

30-untranslated-region (30UTR) of PTEN, Western blotting analysis

for PTEN. Cell apoptosis was analysed, clone formation test and

MTT was conducted to test the cell proliferation activity.

Result: We found miR-181a was strongly up-regulated in

HepG2.2.15 cells (HBV positive) and pHBV1.3-expressing HepG2

cells, and HBx played a major role in it.MiR-181a inhibited the PTEN

translation by binding the PTEN 30-untranslated-region (UTR), and

PTEN protein was decreased when epigenetic expression of miR-

181a and rescued by knocking down miR-181a.HBx induces miR-

181a expression by enhancing its promoter activity, and disturbs the

cross- talk between microRNA-181a and PTEN. We delineate the role

of HBx on the expression of miR-181a expression and its role in

inducing the proliferation of hepatoma cells. MiR-181a promotes cell

proliferation by targeting PTEN.

Conclusion: These findings indicate that miR-181a plays a vital role

in the regulation of HCC cell proliferation and functions as an onco-

miRNA in HBV-related HCC. Targeting miR-181a may provide an

effective therapeutic approach to eradicate HBV-related HCC.

PP0480

Tumor derived exsomes mediate tumor infiltrating NK-cell
dysfunction in patients with hepatocellular carcinoma via TGF-b/
SMAD pathway

Qiong-fang Zhang1, Wen-wei Yin1, Qian Liu1, Yan-ling Li1,
Ming-hong Li1, Jian-ying Shao1, Qiu-feng He1, Huai-dong Hu1,
Peng Hu1, Hong Ren1, Da-zhi Zhang1

1Key Laboratory of Molecular Biology For Infectious Diseases

(Ministry of Education), Institute for Viral Hepatitis, Department of

Infectious Diseases, The Second Affiliated Hospital, Chongqing

Medical University, Chongqing

Background: Natural killer (NK) cells play a vital role in killing

hepatocellular carcinoma (HCC) cells and defects in NK cell-function

are necessary for tumor immune escape. Emerging studies on tumor

cell-derived exosomes (Texs) have shown the biological significance

in tumor development and microenvironment, but the underlying role

of Texs in regulating NK-cell dysfunctions in HCC patients remains

largely unknown.

Methods: Flow cytometry staining was used to detect the phenotype

and function of NK cells in 36 HCC patients VS 36 healthy controls

(HCs). Transmission electron microscopy and Western blotting

experiments were performed to characterize Texs.

Result: Firstly, we precisely characterized the phenotype and function

of NK cells in HCC patients VS HCs. With an inhibitory phenotype,

tumor-infiltrating NK (TINK) cells exhibited poor cytotoxic capacity

and deficient potential to produce Interferon gamma (IFN-c) compared

with NK cells from tumor margin tissue and nontumorous tissue. Next,

we revealed that HCC cells trigged NK-cell dysfunction by a exo-

some-dependent mechanism. Interestingly, HCC cell-derived exsomes

were preferentially enriched with transforming growth factor-beta1

(TGF-b1), which acted as important mediators of TINK-cell func-

tional deficiency. The TGF-b/SMAD signaling pathway was

constitutively activated in TINK cells from HCC patients when

compared to NK cells from tumor margin tissue and nontumorous

tissue. Culture in vitro of HCC cells or Texs with healthy NK cells

induced NK dysfunction mediated by activation of the TGF-b/SMAD

signaling pathway, and abrogated by blocking TGF-b.

Conclusion: These data indicate that by regulating the TGF-b/SMAD

pathway, Texs induce TINK-cell dysfunction to evade innate immune

surveillance, thus highlighting the importance of developing novel

therapies to target this inhibitory pathway and restore antitumor

cytotoxicity.

PP0481

Dynamic expression of carnitine palmitoyl-transferase-II
during rat hepatocyte malignant transformation under lipid
accumulation

Juan juan Gu1, Min Yao1, Yin Cai1, Deng bin Yao1, Deng fu Yao1

1Nantong University, Nantong

Background: Nonalcoholic fatty liver disease (NAFLD) has been

one of the main risk factors for HCC. However, the pathogenesis of

NAFLD formation still need to be elucidated. We investigated the

dynamic expression of carnitine palmitoyl transferase-II (CPT-II)

located on mitochondrial inner membrane during rat hepatocyte

malignant transformation under lipid accumulation.

Methods: Sprague-Dawley male rats were divided randomly into

control, fatty liver, and inducing cancer groups with normal, high fat

(HF), and HF containing 2-fluorenylacetamide (2-FAA) diet for 14

weeks, respectively. The rats with one control, each of HF and HF-2-

FAA group were sacrificed for drawn blood and collected livers in

every two weeks. Liver morphological changes were performed with

H&E staining and divided into control, fatty liver, degeneration,

precancerous, and cancerous groups. Hepatic lipids were dyed by the

oil red O method, alteration of CPT-II expression were confirmed by

immunohistochemistry, and compared with the CPT-II specific con-

centration (lg/mg liver protein) among the different groups. Levels of

circulating total Tch, TG, and ALT, AST were quantitatively ana-

lyzed by routine methods.

Result: After the SD rats intaked with HF and/or HFD combined

2-FAA diets, the rat livers appeared mass lipid accumulation. The

lipid levels in the control group were significantly lower than those in

the fatty liver (P\0.001), denaturation (P = 0.04), precancerous (P

= 0.005), and cancer group (P = 0.008), respectively. The changes of

serum TG and Tch levels were abnormally increasing 2–3 times more

than those in the controls (P \ 0.05). During the rat liver morpho-

logical changes from normal to cancer development process with

hepatocyte injury, serum AST and ALT levels were significantly

higher (4–8 times, P \ 0.05) than those in the control group. The

specific concentration of liver CPT-II expression were progressively

decreasing during hepatocyte malignant transformation and confirmed

by immunohistochemistry, with the CPT-II levels significantly lower

in the cancer group than in any of other groups (P\ 0.05).

Conclusion: The low hepatic CPT-II expression might lead to

abnormal lipidaccumulation in hepatocytes, which should promote

the malignant transformation of hepatocytes.
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Figure 1. The rat hepatic lipid accumulation in the different groups

after their liver section with the Oil red O staining

Figure 2. Immunohistochemical analysis of CPT-II expression

PP0482

Abnormality of oncogenic Wnt3a expression as an estimable
diagnostic and prognostic biomarker for hepatocellular
carcinoma

Wen li Sai1, Min Yao2, Li Wang2, Miao Fang2, Xu li Yang2,
Deng fu Yao2

1Affiliated Hospital of Nantong University, Nantong; 2Nantong

University, Nantong

Background: Hepatocellular carcinoma (HCC) is one of the most

common and rapidly fatal malignancies worldwide. Recently,

abnormal expressions of some key molecules in the Wnt/b-Catenin

pathway were associated with the development and progression of

HCC. Unfortunately, bare research has been found the relationship

between Wnt3a and HCC. We investigated Wnt3a expression in

cancerous and surrounding tissues, and the relationship between

clinicopathologic features and Wnt3a expression.

Methods: The Wnt3a expressions were detected in total 186 patients

(HCC, liver cirrhosis and chronic Hepatitis) and 40 controls by Elisa,

comparing with AFP to evaluate its clinical diagnosis value. Wnt3a

expressions in 80 HCC and surrounding tissues were analyzed by by

tissue microarrays and immunohistochemistry. Its clinical value were

carried out with the Kaplan–Meier method, log-rank test, univariate

and multivariate Cox regressions models.

Result: Wnt3a was mainly distributed in cytosol and the higher

expression (3–6 scores) was 71.3% in HCC, 13.8% in surrounding

tissues, associated with poorly-differentiated grade, cirrhosis, HBV,

higher TNM stage and 5-year survival rate, and identified as inde-

pendent predictive factors for poor HCC outcome and closely related

with lower 5-year survival rate. Serum Wnt3a levels were signifi-

cantly higher in the HCC group than those in any other groups of

benign liver diseases, with about 4.0, 9.2 and 26.7 times higher than

that in the cirrhosis, chronic hepatitis and control group. Wnt3a

expression in HCC were closely related to AFP, cirrhosis, HBV, poor

differentiation, TNM staging and extra-hepatic metastasis. The sen-

sitivity, specificity, accuracy, positive predictive value and negative

predictive values were 92.5, 94.3, 93.2, 96.1 and 89.3% at 800 ng/L as

cutoff value for Wnt3a. Combining Wnt3a and AFP, the sensitivity

rose to 96.3%. The area under ROC curve in Wnt3a (0.994) was

higher than in AFP (0.710).

Conclusion: The data suggested that oncogenic Wnt3a as a critical

signal molecule should be a new specific marker for HCC diagnosis

and prognosis.

Figure 1. Analysis of serum Wnt3a expression and clinical values
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Figure 2. Overall survival curves of 80 hepatocellular carcinoma

patients.

PP0483

Involvement of EphA2-mediated epithelial–mesenchymal
transition in the invasion of HBV-related hepatocellular
carcinoma

Liu Hui1, Li jian Yu2, Gao ying Tang3, Wang feng Mei1,
Zhu zheng Yan1

1Key Laboratory of Artificial Cell, Tianjin Third Central Hospital,

Tianjin; 2Logistics College of People’s Armed Police Forces, Tianjin;
3Key Laboratory of Artificial Cell, Tianjin Third Central Hospital,

Tianjin

Background: EphA2 has been demonstrated to promote the invasion

of hepatocellular carcinoma (HCC). However, the mechanism of

EphA2 involved in HBV-related HCC progression remains unclear.

Thus, our study is to investigate the effect of EphA2 on epithelial-

mesenchymal transition (EMT) in HBV-related HCC cells and its

relationship to hepatitis B virus (HBV).

Methods: First of all, we compared the EphA2 expressions and the

invasion ability between two hepatoma cell lines HepG2 and

HepG2.2.15 (HepG2 cells transfected with cloned HBV DNA). Fur-

thermore, we examined the effects of EphA2 silencing on the EMT-

associated proteins (E-cadherin, Vimentin), the key molecules of

Wnt/b-catenin pathway (b-catenin, p-GSK-3b) and the invasion

ability of tumor cells in HepG2 and HepG2.2.15 cells. In addition, we

analyzed the correlation between the EphA2-mediated EMT and

HBV infection in the invasion of HCC cells.

Result: The EphA2 expressions and the invasion ability were both

increased in HepG2.2.15 cells, compared with those in HepG2 cells (P

\ 0.01 respectively). Following EphA2 knockdown, the expressions

of Vimentin, b-catenin and p-GSK-3b were down-regulated (P \
0.05) whereas the expression of E-cadherin was up-regulated (P \
0.05), and the invasion ability of tumor cells were suppressed (P \

0.05) both in HepG2 and HepG2.2.15 cells. Moreover, the EphA2-

mediated EMT was positively correlated with HBV infection (r =

0.878, P\ 0.05) in the invasion of HCC cells.

Conclusion: The EphA2-mediated EMT, via activation of the Wnt/b-

catenin signals, is involved in the invasion of HBV-induced HCC

cells.

Note: A–E: E-cadherin, Vimentin, -catenin, GSK-3, P-GSK-3;1-3:

HepG2.2.15HepG2.2.15-lenti-negativeHepG2.2.15-lenti-EphA2

group.
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PP0484

Inhibitory effect of lentiviral vector for siRNA of Id-1 on human
hepatocellular carcinoma in nude mice

Da-wu Zeng1, Yue-yong Zhu1, Jing Dong1, Jia-ji Jiang1, Yu-rui
Liu1

1Liver Center, The First Affiliated Hospital, Fujian Medical

University, Fuzhou, Fujian Province

Background: To construct a lentiviral vector carrying siRNA to

silence Id-1, and observe its inhibition of human hepatocellular car-

cinoma HepG2 of subcutaneous tumor in nude mice and its effect on

ERK1/2 signaling pathway.

Methods: lentiviral vectors contained siRNA-Id-1 were constructed,

and then were transducted into human hepatocellular carcinoma

HepG2 cells. The cell lines with best silencing effect were iderntified

by RT-QPCR. The vivo experiment was carried out by inoculation of

HepG2 cells into nude mice, the tumor growth was measured, the

tumor growth curve was mapped, and then the tumor specimens were

made, the expression of Id-1, ERK1/2, p-ERK1/2 in mRNA and

protein level were examined by Semi-quantitative RT-PCR and

Western bolt, respectively.

Result: RT-QPCR identified that sh31 liver cancer HepG2 stable cell

lines have the best silence effect, the growth of transfected human

hepatocellular HepG2 tumor in the nude mice was also significantly

inhibited. Tumor cells were large necrosis and vaculation with

homogeneous and red dye performance. RT-PCR results displayed

that the mRNA expression levels of Id-1, ERK1/2, p-ERK1/2 in

transfected experimental group were obviously decreased while the

difference to those in control group are statistical significance (P \
0.05) (Fig. 1). Western bolt results shew that the protein expression

levels of Id-1, ERK1/2 in transfected experimental group were also

obviously decreased, the difference to those in control group are also

statistical significance (P\ 0.05) (Fig. 2).

Conclusion: The results of this study demonstrate that the growth of

hepatocellular carcinoma cells is effectively inhibited by transfection

of Id-1-RNAi-Lentivirus in vivo, and indicate that Id-1 may influence

the development of liver cancer by regulate ERK1/2 MAPK signaling

pathway.

PP0485

Dysregulated expression of long non-coding RNA XIST
in hepatitis B virus-related hepatocellular carcinoma

Jinghong Yao1, Shenghua Jie1

1Department of Infectious Disease, Union Hospital of Tongji Medical

College, Huazhong University of Science and Technology, Wuhan

Background: Hepatitis B virus (HBV) carriers have higher risks of

HCC occurrence in comparison with non-carriers. X inactive-specific

transcript (XIST) is a long non-coding RNA and has important roles

in cancer development.

Methods: In this study, we analyzed the expression level of XIST in

patients with chronic viral hepatitis B (CHB), HBV-related cirrhosis

or HCC respectively with real-time PCR.

Result: We found that level of XIST in HCC patients was lower than

controls. There is obvious declining tendency of XIST value among

the CHB, cirrhosis and HCC groups, which showed that low

expressed XIST was likely to be involved in the carcinogenesis of

HCC. The decreased tendency of XIST level from CHB to HCC

might represent that lasting injure of HBV resulted in more HBV

DNA integrating into the X chromosome of HCC than CHB and

cirrhosis patients. Then, with the down expression of XIST, the

inactivation role of XIST on X chromosome could be attenuated and

the oncogenes located in X chromosome might be reactivated and

contribute to progression of HCC.

Conclusion: In conclusion, our data showed that dysregulated XIST

might be a candidate biomarker for HCC. Lasting infection of HBV

might lead to the inhibition of XIST expression and progression of

HCC.
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AEG1 promoting autophagy inhibitis anoikis in hepatocellular
carcinoma

Haidan Zhu1, Cong Liu1, Peiyuan Li1

1Institute of Liver Diseases, Department of Gastroenterology, Tongji

Hospital, Tongji Medical College, Huazhong University of Science

And Technology, Wuhan

Background: Hepatocellular carcinoma (HCC) is the fifth com-

monest malignancy worldwide without effective treatments. Its early

vascular invasion results poor prognosis. Tumor cells dissociated

from the organ of origin, which infiltrate in blood vessels, are known

as circulation tumor cells (CTC). Because of CTC lossing contact

with other cells or matrix, it would develop a special kind of apop-

tosis, which is named as anoikis. Different kinds of tumor cells have

different ability to resistant anoikis, and the stronger the resistance,

the stronger ability of its metastasis. In recent years, AEG1 has been

proved to have an important role in invasion and metastasis of HCC

as an remarkable oncogene. Simultaneously, autophagy is also found

to play a crucial protecting role in cells survival especially while cells

suffering from adverse conditions such as anoikis. So it is supposed

that AEG1 and autophagy may paly a role in HCC CTC. In this study,

we aimed to explore the function of AEG1 and autophagy in HCC

anoikis resistance. Furthermore, we studied the relationship between

AEG1 and autophagy, and the related signaling pathways.

Methods: Build the HCC anoikis models in vitro by HCC-LM3 with

relatively high expression of AEG1 and SMMC-7721 with low

expression of AEG1. Over-expression AEG1 in SMMC-7721 and

knockdown AEG1 in HCC-LM3 were constructed by using plasmid and

small interference RNA. The changes in protein expression, including

cleaved-caspase-3, LC3 I/II transform, p-ULK1, ULK1 were detected

by western blot. Apoptosis of cell lines with different AEG1 expression

was analyzed by flow cytometry. Autophagy was evaluated by electron

microscope and GFP-RFP double fluorescence system in above cell

lines. Knockdown autophagy genes in SMMC-7721 with over-ex-

pression AEG1, cells apoptosis was then analyzed by western blot and

flow cytometry. Finally, the activation of ER stress pathways was

detected by western blot in cell lines with different AEG1 expression.

Result: SMMC-7721 cells with AEG1 overexpression underwent less

cell death compared to the empty vector control cells after suspension

culture for 24 h. HCC-LM3 cells with AEG-1 knockdown underwent

more apoptosis compared to negative control. The LC3 I/LC3 II

transform and autophagy flux are increased in SMMC-7721 cells with

AEG1 overexpression, which are decreased in HCC-LM3 cells with

AEG-1 knockdown. The apoptosis of SMMC-7721 and HCC-LM3

cells in suspension culture for 24h was significantly higher while

ATG knockdown compared with their controls. Finally, endoplasmic

reticulum stress response pathway is activated in HCC cells cultured

in suspension with AEG-1 overexpression or AEG-1 knockdown.

Conclusion: AEG1 could enhance anoikis resistance to promote

metastasis by up-regulating autophagy level in HCC. ER stress

response pathway would be involved in this biological process

probably.

AEG1 promoting autophagy iInhibitis anoikis
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AEG1 promotes ER stress in anoikis HCC cells

PP0487

Expression of histone deacetylases 3 in hepatoceilular carcinoma
and its significance

Shen Guojun1, Sun Shuilin2, Cai Hengyi1, Mao Longhuo1, Li
Ming1

1Hepatology Unit, The Third People’s Hospital of Jiujiang City,

Jiujiang; 2Department of Infectious Diseases, The Second Affiliated

Hospital of Nanchang University, Nanchang, Jiujiang

Background: Histone deacetylases (HDACs) play an important role

in chromatin remodeling, gene repression and regulating cell cycle

progression and differentiation. This study was designed to identify

HDAC3 expression and its significance in hepatocellular carcinoma

(HCC).

Methods: The expression of HDAC3 in 31 patients with surgically

resected HCC tissues was immunohistochemically examined and

analyzed in relation to their clinicopathological factors.

Result: The positive rate of HDAC3 was significantly higher in HCC

than that in adjacent tumor tissues (P \ 0.01), the expression of

HDAC3 was not associated with patients’ age, gender, tumor size,

alpha fetoprotein level, histological grade (P [ 0.05), but was sig-

nificantly related to patients’ TNM stage (P \ 0.05). A multivariate

analysis using the Cox regression analysis showed that a high HDAC3

expression was an independent prognostic factor of HCC in patient

after hepatic resection (relative risk: 9.8, P = 0.0036).

Conclusion: Increased HDAC3 expression might have an significant

role in the aggressiveness and cell dedifferentiation, and its expres-

sion status may be a useful biomarker for predicting the outcome of

the patients with HCC.

PP0488

A novel role of the kinesin family member 4A in prediction
of postoperative survival in hepatocellular carcinoma
by accelerating cell proliferation and migration

Yanlin Huang1,2, Hongbo Wang1,2, Jialiang Wang1,2, Xiaojuan
Wu1,2, Yifan Lian1,2, Liang Zhou1,2, Weiming Fan1,3, Meihai
Deng1,3, Minshan Chen4, Yuehua Huang1,2

1Guangdong Provincial Key Laboratory of Liver Disease, The Third

Affiliated Hospital, Sun Yat-sen University, Guangzhou; 2Department

of Infectious Diseases, The Third Affiliated Hospital of Sun Yat-sen

University, Guangzhou; 3Department of Hepatobiliary Surgery, The

Third Affiliated Hospital of Sun Yat-sen University, Guangzhou;
4Department of Hepatobiliary Surgery, Sun Yat-sen University

Cancer Center, Guangzhou

Background: The Kinesin Family Member 4A (KIF4A) encodes

microtubule kinesin motor proteins to coordinate some important

aspects of cellular processes such as mitosis, motility and organelle

transportation and has been highly related to human carcinogenesis.

Its molecular function and prognostic value in human hepatocellular

carcinoma (HCC) remains obscure.

Methods: Human liver tissues from 136 HCC patients and HCC

cell lines were analyzed. qRT-PCR, western blotting and

immunohistochemistry were used to evaluate the expression of

KIF4A mRNA and protein in HCC and adjacent non-tumorous

tissues, respectively. Clinicopathological factors and KIF4A levels

were subjected to Cox proportional hazard model analysis to

estimate postoperative survival. Assays of MTT, colony formation

and flow cytometry were performed to identify the functional

consequences of KIF4A in cell growth. Assays of migration and

invasion were used to show the effect of KIF4A on cellular

motility.

Result: Message RNA and protein levels as well as distribution of

KIF4A were significantly increased in HCC tissues when compared to

their adjacent non-tumorous tissues. KIF4A expression was found to

be able to predict disease-free (adjusted hazard ratio (HR) xx [95%

confidence interval (CI) xx] and overall (HR xx 95% CI xx) survival.

Knockdown of KIF4A in HCC cells inhibited cellular migration and

invasion via upregulating apoptotic related factors Caspase 3 and

Parp1. Moreover, depressed KIF4A resulted in dysregulation of cell

cycle regulators, SKP2, CCNA2 and CCNB1, which in turn

decreasing cellular proliferation and cell cycle progression.

Conclusion: KIF4A promotes cellular migration and spreading in

human HCC and thus may be involved in the pathogenesis of HCC.

The amount of KIF4A is a valuable prognostic predictor for postop-

erative survival in HCC.

PP0489

The significance of PNPLA3 I148M and TM6SF2 E167K gene
polymorphisms in Hepatoma cell HEPA1-6

Shui xian Du1,2, Yong ning Xin1,2, Lin lin Lu2, Li zhen Chen2,
Zhong hua Lin2, Wen wen Jin2, Jiu lian Gu1,2, Cong Wang2, Hai
yan Yue2

1Medical College of Qingdao University, Qingdao; 2Qingdao

Municipal Hospital, Qingdao

Background: A missense mutation (E167K) in TM6SF2 (trans-

membrane 6 superfamily member 2) and a missense mutation

(I148M) in PNPLA3 (Patatin-like phospholipase domain protein 3),

the polytopic protein of unknown function, is associated with the full

spectrum of fatty liver disease. This study was to investigate the cell

cycle, lipid metabolism, the expression of inflammatory factors

affected by PNPLA3 I148M and TM6SF2 E167K mutation in

Hepatoma cell HEPA1-6 and the possible mechanisms.

Methods: HEPA1-6 cells which could respectively overexpress

PNPLA3 I148M and TM6SF2 E167K wild type, PNPLA3 I148M and

TM6SF2 E167K variant, PNPLA3 I148M varian, TM6SF2 E167K

variant were cultured and HEPA1-6 cells with zero load plasmids

were used as matched control. Flow cytometry was conducted to

detect the cell cycles of these 5 type of HEPA1-6 cells, variant). The

five cell groups were compared to assess differences in triglyceride

content (using oil red O staining) levels of triglyceride and cholesterol

(using automated biochemical analyzer). Western blot and realtime
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fluores-cence quantitative PCR were applied to investigate the

expression of regulatory factors (CyclinD1, p53, P16, P27, P21 and

Rb) of cell cycle, the expression of inflammatory factors (TNF-a, IL-

2, IL-6 and IL-8) and the expression of lipid metabolism-ralated gene

(SREBP-lc and FASN). The univariate analysis was used in statistical

analysis.

Result: Compared with the PNPLA3 I148M and TM6SF2 E167K

wild type, PNPLA3 I148M varian, TM6SF2 E167K variant and the

matched control, Cell cycle phase distribution was presented by the

proportion of cells in each phases (%), G1 phase was significantly

decreased and S phase and G2/M phase were increased in PNPLA3

I148M and TM6SF2 E167K variant type group (P\ 0.05), the rela-

tive expression of p53 and Rb mRNA was significantly upregulated

and P27 mRNA was significantly downregulated in PNPLA3 I148M

and TM6SF2 E167K variant type group (P\ 0.05), Cells expressing

the PNPLA3 1148M and TM6SF2 E167K variant showed higher

triglyceride content (P \ 0.01), SREBP-lc and FSAN mRNA

expression was increased in PNPLA3 1148M and TM6SF2 E167K

variant group (P\0.01), the inflammatory factors expression of IL-2

and IL-6 mRNA was significantly increased in PNPLA3 1148M and

TM6SF2 E167K variant group (P\0.01). The level of SREBP-lc and

FSAN was positively correlated with serum triglyceride in the cells

expressing the PNPLA3 1148M and TM6SF2 E167K variant (r =

0.872, P\ 0.01).

Conclusion: PNPLA3 1148M and TM6SF2 E167K variant affect cell

cycles of HEPA1-6 cells via up-regulatating P53 and Rb and down-

regulatating P27. The risk of liver disease associated with the

PNPLA3 1148M and TM6SF2 E167K variant, which increases

lipogenesis, may involve SREBP-lc and FASN and a pathway that

increases triglycerides.PNPLA3 1148M and TM6SF2 E167K variant

may promote the progression of liver injury through the inflammatory

factors expression of IL-2 and IL-6.

PP0490

The truncated HBsAg expression increases the tumorigenesis
of hepatitis B virus by regulating TGF-b/Smad signaling pathway

Meng-lan Wang1, Enqiang Chen1, Dong-bo Wu1, Lingyao Du1,
Lingyun Zhou1, Yan Libo1, Ying Shi1, Hong Tang1

1Center of Infectious Diseases, West China Hospital, Sichuan

University, Chengdu

Background: It has been reported that the emergence of the rtA181T/

sW172* mutant may increase the risk of HCC development. This

study aimed to investigate the possible role and pathogenesis of

truncated HBsAg in tumorigenesis.

Methods: The L02 cell lines, stably expressing wild HBsAg

(pHBV4.1or pcDNA3.1-HBsAg), truncated HBsAg (pHBV4.1-

sW172*or pcDNA-HBsAg-172*) and substituted HBsAg (pHBV4.1-

sW172L or pcDNA-HBsAg-172L) were analyzed for their neoplastic

potential with the soft agar cloning and nude mouse tumorigenicity

assays. The possible molecules (AP-1, NF-kBp65, cyclinD1, C-Myc,

C-fos, LEF-1 and TGFb1) associated with tumorigenises of truncated

HBsAg were screened by Q-PCR, and the candidate key molecules

were further analyzed by western blot.

Result: The soft agar cloning experiment showed that truncated

HBsAg could make L02 cells undergo malignant transformation with

malignant proliferation ability. And the L02 cells stably expressing

truncated HBsAg induced significant transformed foci formed tumors

after cells were injected in nude mice, and the tumor forming capacity

was more obvious in L02 cells with HBV genome expression.

Compared with wild type (pHBV4.1) and substituted HBsAg

(pHBV4.1-sW172L) mutant, truncated mutant (pHBV4.1-sW172*)

could down-regulate TGFBI expression thus upregulate its down-

stream targets (CREB, smad2, smad3, cyclinD1).

Conclusion: The emergence of sW172* mutant may increase possi-

bility of tumorigenesis, and its mechanism may be associated with

down-regulated expression of TGFBI in TGF-b/Smad signaling

pathway.

PP0491

Somatostatin octapeptide inhibits cell invasion and metastasis
by PEBP1 in hepatocellular carcinoma

Chuan zhong Huang1,2,3, Ai min Huang4, Jing Feng Liu5, Bin
Wang4, Ke Can Lin5, Yun Bin Ye1,2,3

1Fujian Cancer Hospital, Fuzhou; 2Fujian Medical University Cancer

Hospital, Fuzhou; 3Fujian Provincial Key Laboratory of Translational

Cancer Medicine, Fuzhou; 4Fujian Medical University, Fuzhou;
5Mengchao Hepatobiliary Hospital of Fujian Medical University,

Fuzhou

Background: Hepatocellular carcinoma (HCC) is one of the major

diseases which seriously endanger human health. 45% of new cases

are occurred in China and it leads to high risk of death. Surgical

resection is the first choice for treatment of HCC, but the recurrence

rate was 30.9% for the patients after operation in the first half of the

year. How to reduce the probability of recurrence and metastasis, and

having a full understanding to its mechanism, may have an important

clinical significance to improve patients’ survival. Therefore, based

on previous research, we studied the effect of somatostatin octapep-

tide (Octreotide) on the invasion and metastasis of hepatocellular

carcinoma and its mechanism.

Methods: A series of cytological test were used to detect the effect of

octreotide to liver cancer cell SK-Hep-1 and HepG2. PEBP1 RNAi

was used to knockdown its expression, to study the effect pathway of

octreotide on invasion and metastasis in hepatocellular carcinoma

cells by cytology and western blot. Invasion and metastasis were

measured by transwell migration assay and wound healing assay.

Western blot was used to detecte the changes of PEBP1 and invasion

pathway proteins after octreotide treated. Meanwhile, an in vivo study

on the effection of octreotide was carried out by establishing a pul-

monary metastasis model of SK-Hep-1 cell in nude mice. The mice

in vivo image and HE staining of lung tissue were used to verify the

results.

Result: With the increasing drug concentration of octreotide, the

invasion and metastasis of liver cancer cell were sinificantly weaken.

Octreotide may up-regulate PEBP1, TIMP-2, E-cadherin and down-

regulate MMP-2, twist to inhibits cell invasion and metastasis. The

pulmonary metastasis model animal experiment showed that no

cancer cell metastasis occurred in 4 of the 6 mice in the octreotide-

treament group, but all of the mice in the control group appeared

pulmonary metastasis of human hepatocellular carcinoma cells. In

addition, after knockdown PEBP1, the invasion and metastasis of

liver cancer cell were enhanced significantly, but octreotide could not

up-regulate it and weakern its invasion and metastasis again.

Conclusion: Octreotide probably could weaken invasion and metas-

tasis through PEBP1 up-regulating. It may provide a new choice to

reduce the risk of recurrence and metastasis after surgery for patients

with liver cancer.
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The association of hepatitis B virus genotypes and mutations
with hepatocellular carcinoma in chronic HBV infected patients
in Yunnan

Jinghua Fan1, Xiaowei Chi1, Chunxia Yang1, Jing You1, Yanmei
Zhang1, Lu Zhang1, Weibo Yang1

1First Affiliated Hospital of Kunming Medical University, Kunming

Background: The relationships between hepatitis B Virus (HBV)

genotypes, mutations and hepatocellular carcinoma (HCC) in chronic

HBV infected patients in Yunnan, China have not been well studied.

This current study aimed to understand the associations of chronic

HBV infection in Yunnan with HCC via analyzing HBV genotypes

and variable mutation sites, as well as the molecular mechanisms of

HBV-associated HCC.

Methods: A total of 120 chronic HBV infected patients from Yunnan

were enrolled. The serum samples were extracted for HBV geno-

typing and mutation detection by nested polymerase chain reaction

(PCR) and sequencing, and their association with HCC was analyzed

using bioinformatics tools.

Result: Only HBV genotype B and C viruses were detected from the

Yunnan cohort of patients. Genotype C accounts for the majority of

viral types and the presence of C type virus was associated with more

severe liver diseases including liver cirrhosis and HCC (v2 = 18.15, p

\ 0.001). In addition, the basic core promoter (BCP), pre-C region

(PC) and I97 mutations were all found to be predominant in genotype

C virus infected patients (v2 = 43.4, p\0.001). Moreover, the HBV

mutations were also associated with Hepatitis B e Antigen (HBeAg)

seroconversion as the incidence of BCP and PC mutations were found

to be higher in HBeAg-negative than HBeAg-positive patients.

Conclusion: Genotype C virus infection, HBV mutations as well as

HBeAg expression were risk factors for HCC carcinogenesis in

Yunnan cohort of patients.

PP0493

RNA sequencing reveals differential expressed genes as potential
diagnostic and recurrent indicators of hepatitis B virus related
hepatocellular carcinoma

Chao Ye1, Jie Wang1, Xiaoqian Zhang1, Ermei Chen1, Danhua
Zhu1, Lanjuan Li1

1State Key Laboratory for Diagnosis and Treatment of Infectious

Diseases, The First Affiliated Hospital, College of Medicine, Zhejiang

University. Collaborative Innovation Center for Diagnosis and

Treatment of Infectious Diseases, Hangzhou

Background: Hepatocellular carcinoma (HCC) is a common solid

tumor worldwide with a very poor prognosis. It is necessary to

explore more specific and sensitive biomarker for the diagnosis and

treatment of HCC.

Methods: Amplified total RNAs from three paired HCC tumors and

adjacent peritumor tissues (APTs) were subjected to RNA

sequencing.

Result: 164 genes were identified differentially expressed between

tumors and APTs. Functional enrichment analysis indicated that the

up-regulated genes in tumor were primarily associated with tran-

scription factor and signaling molecule, and mainly involved in cell

cycles and pathways in cancer. Ten differentially expressed genes

(DEGs) were further confirmed in another independent cohort of 30

HCC patients. Expression levels of TK1 and CTTN were found

positively related to post-transplantation replase. CTTN was found

related to AFP. Besides, we observed a positive correlation between

serum CA199 concentration and the expression levels of FTH1 and

TRIP13. The expression levels of PITX2 was found related to another

serum marker Ferritin.

Conclusion: These identified DEGs might not only be promising

biomarkers for HCC diagnosis and prognosis, but also provide a new

thought for target therapy.

PP0494

The proteome differences between hepatitis B virus genotype B
and genotype C induced hepatocellular carcinoma revealed
by iTRAQ based quantitative proteomics

Dahai Wei1, Xiaolong Liu2, Jingfeng Liu1

1Fujian Province, MengchaoHepatobiliary Hospital of Fujian Medical

University, Fuzhou; 2Fujian Province, MengchaoHepatobiliary

Hospital of Fujian Medical University, Fuzhou

Background: Hepatitis B virus (HBV) is the main cause of hepato-

cellular carcinoma (HCC) in Southeast Asia where HBV genotype B

and genotype C are the most prevalent. Viral genotypes have been

reported to significantly affect the clinical outcomes of HCC.
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However, the underlying molecular differences among different

genotypes of HBV virus infected HCC is still not revealed.

Methods: we applied isobaric tags for relative and absolute quanti-

tation (iTRAQ) technology integrated with liquid chromatography-

tandem mass spectrometry (LC-MS/MS) analysis to identify the

proteome differences between the HBV genotype B and genotype C

induced HCC.

Result: In brief, a total of 83 proteins inthe surrounding noncancerous

tissues and 136 in the cancerous tissues of HBV genotype B and

genotype C induced HCCwere identified respectively. Therefore,

these information revealed that there might be different molecular

mechanisms of the tumorigenesis and development of HBV geno-

types B and C-induced HCC. Furthermore, our results indicate that

the two proteins ARFIP2 and ANXA1 might be potential biomarkers

for distinguishing the HBV genotype B and genotype C induced

HCC.

Conclusion: we have applied the iTRAQ based quantitative pro-

teomics approach to study the overall protein profile alternations

betweenHBV genotype B and genotype C induced HCC. As expected,

our results clearly proved that different protein profile alternations

and different signaling pathways were involved in the HBV genotype

B and genotype C induced HCC patients. For a methodological ver-

ification, ARFIP2 and ANXA1 were investigated by qRT-PCR and

Western-Blot using the same sample set. In addition, the results of the

current study suggest a potential applicability of ARFIP2 and ANXA1

proteins as biomarkers for distinguishing the HBV genotype B and

genotype C induced HCC.

PP0495

Reveal the molecular signatures of hepatocellular carcinoma
with different size by iTRAQ based quantitative proteomics

Yingchao Wang1, Yuan Dang2, Naishun Liao3, Xiaolong Liu4,
Jingfeng Liu3

1The Liver Center of Fujian Province, Fujian Medical University,

Fuzhou; 2Department of Experimental Medicine, Fuzhou General

Hospital, Fuzhou; 3The United Innovation of Mengchao

Hepatobiliary Technology Key Laboratory of Fujian Province,

Mengchao Hepatobiliary Hospital of Fujian Medical University,

Fuzhou; 4The United Innovation of Mengchao Hepatobiliary

Technology Key Laboratory of Fujian Province, Mengchao

Hepatobiliary Hospital of Fujian Medical University, Fuzhou

Background: Tumor size of hepatocellular carcinoma (HCC) is a key

parameter for predicting prognosis of HCC patients. The biological

behaviors of HCC, such as tumor growth, recurrence and metastasis

are significantly associated with tumor size. However, the underlying

molecular mechanisms remain unclear.

Methods: Here, we applied iTRAQ-based proteomic strategy to

analyze the proteome differences among small, media, large and huge

primary HCC tissues.

Result: Totally, 88 proteins in small HCC, 69 proteins in media HCC,

118 proteins in large HCC and 215 proteins in huge HCC, were

identified by comparing the proteome of cancerous tissues with its

corresponding non-cancerous tissues. Further analysis of dysregulated

proteins involved signaling revealed that alteration of ERK1/2 and

AKT signaling played important roles in the tumorigenesis or tumor

growth in all subtypes. Interestingly, alteration of specific signaling

was discovered in small and huge HCC, which might reflect specific

molecular mechanisms of tumor growth. Furthermore, the dysregu-

lation degree of a group of proteins has been confirmed to be

significantly correlated with the tumor size; these proteins might be

potential targets for study tumor growth of HCC.

Conclusion: Overall, we have revealed the molecular signatures of

HCC with different tumor size, and provided fundamental informa-

tion for further in-depth study.

PP0496

Label-free quantitative proteomic analysis of the effect
of AMACR overexpression on biological behaviors
of hepatocellular carcinoma cells

Yingchao Wang1, Yuan Dang2, Jiangbao Xia3, Xiaolong Liu4,
Jingfeng Liu4

1The Liver Center of Fujian Province, Fujian Medical University,

Fuzhou; 2Department of Experimental Medicine, Fuzhou General

Hospital, Fuzhou; 3Department of Medicine Laboratory of Bengbu

Medical College, Fuzhou; 4The United Innovation of Mengchao

Hepatobiliary Technology Key Laboratory of Fujian Province,

Mengchao Hepatobiliary Hospital of Fujian Medical University,

Fuzhou

Background: This study attempted to investigate the effect of

AMACR overexpression on the biological behavior of HCC cells

using label free quantitative proteomic approach.

Methods: A stable cell line that overexpressed AMACR was pro-

duced by transducing engineered lentivirus containing AMACR

complete sequence into HepG2 cells. Afterwards, the whole protein

extracted from the AMACR-overexpressed cells and the normal

cultured cells (control) were comparatively quantified by 2D LC-MS/

MS.

Result: A total of 138 differentially expressed proteins were identi-

fied. These dysregulated proteins were mostly enriched for metabolic

process and cellular process, which suggested a big change at bio-

logical behaviors occurred in the host cells due to AMACR

overexpression. The signalings pathway analysis revealed that the

dysregulated proteins in AMACR-overexpressed cells are more con-

centrated to the ERK1/2 and NF-jB signaling pathways.

Conclusion: AMACR overexpression induced the alterations at bio-

logical behaviors of HCC cells majorly through modulating the

ERK1/2 and NF-jB signalings.

PP0497

Specific knockdown of MMP-7 supressed the migration
and invasion of hepatocellular carcinoma cells

Yuguo Zhang1, Bo Gao2, Suxian Zhao3, Yuemin Nan4, Zuhua
Gao5

1The Third Hospital of Hebei Medical University, Shijiazhuang; 2The

2nd Affiliated Hospital of Harbin Medical University, Shijiazhuang;
3Third Hospital of Hebei Medical University, Shijiazhuang; 4The

Third Hospital of Hebei Medical University, Shijiazhuang;
5Department of Pathology, McGill University, Shijiazhuang

Background: Previous study showed that the expression of MMP-7

was significanctly higher in hepatocellular carcinoma (HCC) area

with cirrhotic than those in non-cirrhotic patients, which suggests a

more favorable environment for invasion and metastasis, and may be

the prediction of tumor progression and metastasis. Also, overex-

pression of MMP-7 has been reported to facilitate metastatic spread of
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different cancer cells and appears to be an important molecule to

directly promote cancer metastasis exclude HCC. The exact mecha-

nism of MMP-7 played in the theme of HCC invasion and metastasis

is not very clear.

Methods: MMP-7 was knocked down by a specific siRNA in HepG2

and HuH-7 HCC cell lines. The expression of MMP-7, cyclinD1,

E-cadherin and Vimentin were evaluated by qRT-PCR and western

blot. Wound healing and Transwell assays were used to test HCC cell

migration and invasion. The BrdU incorporation assay was performed

to determine the proliferation of HCC cells.

Result: Specific knockdown of MMP-7 resulted in a significant

decrease in BrdU incorporation, compared with nonspecific siRNA.

The mRNA and protein expression of MMP-7, cyclinD1 and

Vimentin were significantly decreased after transfection compared

with nonspecific siRNA. While, the expression of E-cadherin was

significantly increaed with MMP-7 siRNA compared with nonspecific

siRNA. Wound healing and Transwell assays showed knockdown of

MMP-7 by siRNA suppressed the migration and invasion of HCC

cells.

Conclusion: Specific knockdown of MMP-7 supressed the migration

and invasion of hepatocellular carcinoma cell lines by blocking

epithelial-mesenchymal transition (EMT) progression with up-regu-

lation of E-cadherin and down-regulation of vimentin, also inhibited

the proliferation of HCC cells by down-regulation cyclinD1.

PP0498

The effect of NDC80 in human hepatocellular carcinoma

Ju Linling1, Chen Lin1, Bian Zhaolian2

1Nantong the Third People’s Hospital, Nantong; 2Nantong the Third

People’s Hospital, Nantong

Background: Nuclear division cycle 80 (NDC80), a member of the

NDC80 kinetochore complex, is highly expressed in cancers. NDC80

complexes are important to the spindle assemble checkpoint, and

participate in the regulation of mitosis. NDC80 is a newly identified

gene overexpressed in hepatocellular carcinoma (HCC). We hypoth-

esized that the silencing or inhibition of NDC80 may affect the

malignancy of HCC cells. The aim of this study was to investigate the

role of NDC80 in human hepatocellular carcinogenesis.

Methods: NDC80 gene expression was analyzed by real-time PCR

(RT-PCR) in 47 paired HCC tissues and adjacent tissues. The HCC

cell line SMMC-7721 was lentivirally transfected to silence

endogenous NDC80 gene expression, which was confirmed by RT-

PCR and western blotting analysis. The effects of NDC80 silencing

on SMMC-7721 cell proliferation were evaluated by Cellomics

ArrayScan VTI imaging. Cell cycle analysis and cell apoptosis were

detected with flow cytometric technique. Colony formation was

assessed by fluorescence microscopy.

Result: Our results showed that NDC80 expression in HCC tissues

was significantly higher than in adjacent tissues. Then, functional

studies demonstrated that NDC80-silencing significantly reduced

SMMC-7721 cell proliferation and colony formation. The knockdown

of NDC80 resulted in an increased apoptosis and cell cycle arrest at

S-phase.

Conclusion: NDC80 contributes to HCC progression by reducing cell

apoptosis and overcoming cell cycle arrest. It could be predicted from

these data that elevated expression of NDC80 may play a role in

promoting the development of HCC.

PP0499

High expression of CREPT predicts poor prognosis in patients
with hepatocellular carcinoma

Haiyun Yang1, Wanwei Guo1, Qinyi Liu1, Bo Li1, Lixuan Li1,
Ming Xu1

1Guangdong NO. 2 Provincial People’s Hospital, Guangzhou

Background: To detect the expression of CREPT (cycle-related and

expression elevated protein in tumor cell) in hepatocellular carcinoma

tissues and paired non-tumor tissues and analyze the correlation

between the expression level of CREPT and the clinicopathological

features of the patients and the prognosis of hepatocellular carcinoma.

Methods: The expression of CREPT in hepatocellular carcinoma and

adjacent tissues was analyzed by quantitative real-time PCR (q-PCR)

and immunohistochemistry.

Result: The expression of CREPT in hepatocellular carcinoma was

significantly higher than that in adjacent tissues (P \ 0.01). The

expression of CREPT was significantly correlated with tumor dif-

ferentiation (P = 0.003), vascular invasion (P = 0.001), AJCC stage

(P = 0.000). High CREPT expression was related to shorter overall

survival (P\ 0.001).

Conclusion: CREPT expression was up regulated in HCC, and high

CREPT expression predicts poor prognosis in patients with HCC after

hepatectomy.

PP0500

Anticancer effect of ursodeoxycholic acid with 5-fluorouracil
and doxorubicin in hepatocellular carcinoma cell lines

Seong Hee Kang1, Yoon Jun Kim1, Joon Yeul Nam1, Young
Chang1, Hyeki Cho1, Young Youn Cho2, Eun Ju Cho1, Jeong-
Hoon Lee1, Su Jong Yu1, Jung-Hwan Yoon1

1Department of Internal Medicine and Liver Research Institute, Seoul

National University College of Medicine, Seoul, Korea; 2Department

of Internal Medicine and Liver Research Institute, Seoul National

University College of Medicine, Seoul, Korea

Background: Ursodeoxycholic acid (UDCA) is widely used to treat

chronic liver diseases, and its cytoprotective effect on normal hepa-

tocytes has been shown. Interestingly, while it has been reported to

have anti-apoptotic properties, recent studies have demonstrated that

UDCA reduced the frequency of colonic carcinogenesis. This study

aimed to investigate the apoptotic effects of UDCA with 5-FU and

doxorubicin on hepatocellular carcinoma (HCC) cells and the

underlying molecular events in vitro.

Methods: Huh-BAT and HepG2, human hepatocellular carcinoma

cell lines, were treated with UDCA, 5-fluorouracil (5-FU), doxoru-

bicin, UDCA with 5-FU and UDCA with doxorubicin. Also, we

examined effect of UDCA in anoikis resistance (AR) cells showed

stronger chemo-resistance against sorafenib, doxorubicin, 5-fluo-

rouracil and cisplatin compared to adherent HCC cells. Cell

proliferation was assessed using an MTS assay and AnnexinV/pro-

pidium iodide (PI) stain. Kinase signaling cascades were evaluated by

immunoblot analysis.

Result: UDCA treatment in combination with 5-FU or doxorubicin

reduced cell viability and induced apoptosis in human hepatocellular

carcinoma cell lines (Huh-BAT and HepG2). After different UDCA

treatment in combination with 5-FU or doxorubicin, protein expres-

sions of caspase-3, caspase-9 and PARP were increased in Huh-BAT

and HepG2 cells. And we found that UDCA enhanced the
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phosphorylation of ERK1/2 after different UDCA treatment in com-

bination with 5-FU or doxorubicin. The prevention of ERK1/2 by the

pharmacologic inhibitors, U0126, resulted in decreased UDCA-in-

duced apoptosis as shown by the reduction of apoptotic body

formation, caspase-3, -9 and PARP cleavage, indicating that ERK

exerts pro-apoptotic activity upon exposure to UDCA. Also, UDCA

treatment increased the apoptosis compared to 5-FU or doxorubicin

alone in AR HCC cells.

Conclusion: These results indicated that UDCA with cytotoxic

chemo agents may cause anti-cancer effect in adherent HCC cells and

AR HCC cells through the ERK signaling molecule. Thus, ERK

activation may be a possible mechanism by which UDCA represent

differential activities in HCC.

PP0501

MORC2 promotes hepatocellular carcinoma stemness
by inhibiting the Hippo signaling pathway

Tao Wang1, Bin Wang1, Dongfeng Chen1

1Department of Gastroenterology, Institute of Surgery Research,

Daping Hospital, Third Military Medical University, Chongqing

Background: There is emerging evidence showing aberrant expres-

sion of microrchidia 2 (MORC2) in various human cancers, with the

potential oncogenic roles. However, it remains mechanistically

unclear how MORC2 promotes tumorigenesis. Here, we investigated

the role of MORC2 in hepatocellular carcinoma (HCC) progression

and its mechanism of function.

Methods: We performed a comprehensive microarray analysis of

mRNA expression profile in cells with or without MORC2 overex-

pression. We assessed the potential role of MORC2 in modulating

Hippo signaling by examining MORC2 expression and Hippo sig-

naling activity in 100 human HCC tissues. The oncogenic functions of

MORC2 in HCC cells were demonstrated using in vitro and in vivo

cellular assays. Moreover, we analyzed the correlations between

MORC2 levels, and clinical parameters and survival outcomes of

HCC patients.

Result: We demonstrated that MORC2 significantly enhanced tumor

sphere formation and chemoresistance capacity, the pool of cancer

stem cells in HCC cellsby functioning as a negative modulator of

Hippo signaling. More importantly, by animal xenograft model and

serial passage extreme limiting dilation assays in vivo, a golden

standard for assessing self-renewal ability of cancer stem cell prop-

erties, we confirmed that MORC2 promoted cancer stemness by

suppressing Hippo pathway. Compared to tumor adjacent liver tis-

sues, MORC2 expression was identified in 44% of HCC sample and

significantly elevated in HCC tissues. Importantly, higher levels of

MORC2 in the tumor tissues were associated with shorter survival of

the patients.

Conclusion: MORC2 acts as a potential oncogene in HCC via sup-

pressing the Hippo signaling pathway to promote cancer stem cell

properties. Our findings may shed new light on the molecular regu-

lation of HCC progression and provide a rationale for the design of

new therapeutic strategies.

PP0502

Prohibitin 1-induced apoptosis in human hepatocellular
carcinoma cells via the p53-mediated mitochondrial pathway

Juanjuan Shi1, Ning Yang2, Fengping Wu2, Mei Li2, Xin Zhang2,
Xiali Jia2, Wenjun Wang3, Xiongtao Liu2, Shuangsuo Dang2

1The Second Affiliated Hospital of Xian Jiaotong University, Xi’an;
2The Second Affiliated Hospital of Xi’an Jiaotong University, Xi’an;
3The Second Affiliated Hospital of Xi’an Jiaotong University, Xi’an

Background: Prohibitin 1 (PHB1) has been identified as an

antiproliferative protein that is highly conserved, ubiquitously

expressed, and participates in a variety of essential cellular functions,

including apoptosis, cell cycle control, proliferation, and survival.

The role of PHB1 is controversial inhuman hepatoma cells. Herein,

we investigate the effects of PHB1 on cell proliferation and apoptosis

in human hepatocellular carcinomaHepG2 cells and the relevant

mechanisms in vitro.

Methods: PHB1 levels in the sera and liver tissues of hepatocellular

carcinoma (HCC) patients andhealthy individuals were determined

using ELISA assays and immunohistochemistry, respectively. HepG2

cells were transfected with pEGFP-PHB1 and PHB1-specific shRNA

(shRNA-PHB1) for 24–72 h. Cell proliferation was detected using an

MTT assay. Cell cycle and apoptosis were determined using flow

cytometry (FACS). Cytochrome c, p53, p21, Bcl-2, Bax, caspase 3,

and caspase 9 mRNA and protein expression levels were investigated

using real-time PCR and western blotting.

Result: Elevated levels of PHB1 were found in the sera and liver

tissues of HCC patients compared to those of the healthy individuals.

The overexpression of PHB1 significantly inhibited HepG2 cell pro-

liferationin a time-dependent manner. FACS revealed that the

overexpression of PHB1 arrested the HepG2 cell cycle at the G0/G1

phase and induced apoptosis. The percentage of apoptotic HepG2

cells was 15.41% ± 1.06, which was higher than the levels in the

control cells (3.65% ± 0.85) and the vector cells (3.65% ± 0.85).

Furthermore, PHB1 overexpression increased the mRNA and protein

expression levels of p53, Bax, caspase 3 and caspase 9 but decreased

Bcl-2 gene and protein expression levels in the HepG2 cells. More

importantly, cytochrome c expression levels were increased in the

cytosol and decreased in the mitochondria when PHB1 was up-reg-

ulated in HepG2 cells, which indicated cytochrome crelease into the

cytosol. Conversely, these results were reversed upon the knockdown

of PHB1.

Conclusion: PHB1 inhibited the viability of human HCC cells by

arresting the cell cycle and inducing cell apoptosis via activation of

the p53-mediated mitochondrial pathway.

PP0503

GP73 induces resistance to Sorafenib in hepatocellular carcinoma

Zhang Jubo1, Zhang Bo2, Guo Lei2, Ye Qinghai2

1Department of Infectious Diseases, Huashan Hospital, Fudan

University, Shanghai; 2Liver Cancer Institute, Zhongshan Hospital,

Fudan University, Shanghai

Background: To investigate the effect of GP73 on Sorafenib sensi-

tivity. And further clarify that how GP73 interact with HIF1A to

promote sorafenib resistant in HCC.

Methods: We used in vitro cytotoxicity experiments to verify the

effects of GP73 on sorafenib sensitivity in hypoxia and normoxiae
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nvironment. GP73 interference or overexpressing cell lines were

injected into nude mice to form tumor. And the nude mice should take

Sorafenib one week after injection. Dynamic change was observed in

tumor size to validate the effect of GP73 on sorafenib sensitivity in

HCC in vivo.

Result: In vitro experiments showed that MHCC97H-sh-GP73 cell

increased its sensitivity to sorafenib than that of the control cell (P\
0.05). Under hypoxic conditions, MHCC97H cells gained resistence

to Sorafenib (p \ 0.05). After interference with GP73, MHCC97H

cells recovered its sensitivity to Sorafenib. PLC/PRF/5-LV-GP73

cells also gained resistence to Sorafenib than the control group under

normoxic environment (p \ 0.05). Under hypoxic environment this

cells get significantly resistence to Sorafenib compared with the

control (p \ 0.01). PLC/PRF/5-LV-GP73 cells interfered with the

expression of HIF1A restored the sensitivity to Sorafenib (p\ 0.01)

under both hypoxia and normoxia conditions. Under hypoxia condi-

tions, PLC/PRF/5-LV-GP73 cells treated with Sorafenib, HIF1A

protein degradation rate become slower than that of control group.

The different is more obvious when the drug concentration is 2.5 and

5 lm. In vivo experiments demonstrated that the MHCC97H cells

interfered with the expression of GP73, Sorafenib inhibition rate was

80.1% higher than the control group52.2%; PLC/PRF/5 cells over-

expressing GP73 Sorafenib inhibition rate was 40.02%, lower than the

control group 63.3%.

Conclusion: GP73 induce resistance to Sorafenib in HCC by

affecting HIF1A protein stability.

PP0504

Phospholipase D1 (PLD1) contributes to hepatic carcinoma

Yan Cao1, Changqing Yang1

1Tongji Hospital, Shanghai

Background: Hepatocellular carcinoma (HCC) is a common life-

threatened malignancy of the digestive system with high prevalence

and poor prognosis. Nevertheless, the pathological process and the

molecular mechanisms underlying the development of HCC remain

unclear. The effective therapeutic strategies for HCC are still lacking.

Phospholipase D (PLD) is a highly conserved enzyme which is crit-

ically involved in cell signaling transduction, though its roles in HCC

is still incompletely known. This study aims to investigate the roles

and molecular mechanisms of PLD1, one of the PLD isoforms, in the

proliferation, migration and invasion of HCC cells, and determine the

therapeutic values of interfering PLD1 in HCC.

Methods: 1. The protein levels of PLD1 and PLD2 were determined

by western blot analysis in human HCC HepG2 cells compared to

those in human L-02 normal liver cells. Then, HepG2 cells were

treated with PLD inhibitor (FIPI) or PLD1 inhibitor, observed their

roles on HepG2 cells biological behaviors. 2. L-02 cells were treated

with FIPI or PLD1 inhibitor to determine their effects on the prolif-

eration, cell cycle progression, and apoptosis. 3. Animal model of

human HCC transplantation tumor in nude mice was established by

subcutaneous injection of HepG2 cells, followed with therapeutic

intervention of PLD1 inhibitor. The xenograft tissues were

immunochemically stained for PCNA and Ki67 to evaluate the pro-

liferative profiles. 4. HepG2 cells were treated with mTOR inhibitor

(rapamycine), to determine whether mTOR contributes to the effects

of PLD1.

Result: 1. Only the protein level of PLD1, was significantly up-

regulated in HepG2 cells compared to that in L-02 cells. The PLD

inhibitor or PLD1 inhibitor significantly reduced the proliferation,

migration and invasion of HepG2 cells. 2. No significant difference

was found in the proliferation, cell cycle, apoptosis, and migration of

L-02 cells that treated with FIPI or PLD1 inhibitor compared with

controls. 3. The positive cell rates of PCNA and Ki67, as well as the

mTOR expression, were much lower in the xenograft tissues of PLD1

inhibitor group, compared with control group. 4. PLD1 inhibitor or

rapamycine alone significantly reduced the proliferation, migration

and invasion of HepG2 cells, and induced a G1 phase arrest of the cell

cycle.

Conclusion: 1. PLD1 was overexpressed in HepG2 cells compared to

that in L-02 normal liver cells. PLD1 inhibition reduced the prolif-

eration, migration, and invasion of HepG2 cells. 2. PLD1 inhibition

had an inhibitory effect on the formation and development of xeno-

graft in the HCC implant tumor. 3. PLD1 inhibition could down-

regulate the expression level of mTOR. No additional effects were

found in the proliferation, migration, and invasion of HepG2 cells co-

treated with PLD1 and rapamycin, indicating that PLD1 regulates the

biological behaviors of HCC cells via mTOR.

Figure 1 (A) High expression of PLD1 but not PLD2 in HepG2

compared with the L-02 normal human hepatocytes (n = 3); (B) de-

creased cell viability; (C) proportion of the EdU-positive cells;

(D) G1S phase transition of cell cycle on treatment with the
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Figure 2 Reduction in (A) the xenograft size, (B) tumour volume and

(C) By IHC, PCNA- and Ki67-positive cell rates were much lower in

PLD1 inhibitior group. Control group, n = 6; PLD1 inhibitor group, n

= 7. Scale bar = 200 m. *P\ 0.05;**P\ 0.01

PP0505

Scaffold protein RACK1 promotes HCC progression via mediate
the tumor microenviroment

Guifang Du1, Xinrui Yang1, Shanshan Lu1, Ting Zhang1,
Guanghua Rong1, Cuihong Zhang1, Jing Wang1,2, Yinying Lu1

1Beijing 302 Hospital, Beijing; 2Beijing Institute of Basic Medical

Sciences, Beijing

Background: The scaffold protein RACK1 interacts with numerous

proteins in distinct cellular compartments and plays a critical role in

many fundamental physiological processes. Many studies report that

RACK1 has been implicated in the development of cancer including

the Hepatocellular carcinoma (HCC). However whether the RACK1

is involved in hepatocarcinogenesis by regulating the tumor

microenvironment is unknown.

Methods: Here we developed RACK1 conditional deficiency mice

model in liver (Rack1Dhep). By using the DEN (diethylnitrosamine) to

induce HCC, which occurs similarly to the human disease, We

observed the how RACK1 effect the microenvironment to promote

the HCC tumorigenesis. Western blot, immunohistochemistry,

immunoprecipitation, ELISA, Clone formation, Spheroid, flow

cytometry, mass spectrum, et al were carried out in our study.

Result: After 35 weeks stimulated by DEN, livers from Wild type

mice developed tumors, whereas Rack1Dhep livers showed a marked

decrease in tumor mass, area and number. The decreased pro-

inflammatory cytokines (IL-1b, IL-6 and TNF-a) also were detected

in total liver of Gnb2l1Dhep mice after DEN treatment. Further study

found RACK1 regulated the pro-inflammatory cytokines releasing

through the NF-kB and MAPK signaling pathway. Meanwhile the

RACK1 deficient will reduce the formation of cancer stem cells

(CSC) through decreased the stem-related protein: Nanog, Oct4 and

Sox2 in SMCC7721 cells.

Conclusion: In this study we discovered scaffold protein RACK1

played a crucial role for MAPK and NF-kB signaling in Kupffer

cells/macrophages during inflammation-driven CSC formation and

hepatocarcinogenesis, demonstrating that RACK1 promotes HCC

progression via mediate the inflammation microenvironment. And

RACK1 might constitute a future prognostic marker and could

potentially represent a target for HCC therapy

PP0506

Circulating and intratumoral CD39+FoxP3+ regulatory T cells
associate with disease progression in HCC patients

Junliang Fu1, Fanping Meng2, Fu-sheng Wang3

1Research and Treatment Center of Infectious Diseases, Beijing 302

Hospital, Beijing; 2Beijing 302 Hospital, Beijing; 3Treatment and

Research Center for Infectious Diseases, Beijing 302 Hospital,

Beijing

Background: CD4+CD25+ regulatory T cells (Treg) have been

shown to maintain immune tolerance and suppress the activation,

proliferation, and effector functions of several immune cells. CD39,

as a ATP hydrolysis, has been suggested to be a novel mechanism of

Treg suppression. But the role of CD39+Treg in hepatocellular car-

cinoma (HCC) has not been well defined. In this study, we

investigated whether and where CD39+Treg contribute to the devel-

opment of HCC.

Methods: Eighty-four HCC patients, 29 liver cirrhosis (LC) patients,

and 29 healthy individuals were enrolled in the study. Flow cytometry

performed to analyze the properties of circulating, tumor- and non-

tumor-infiltrating CD39+Treg cells in these HCC patients with vari-

ous stages of disease progression. The Mann–Whitney U test,

Kruskal-Wallis H test and Wilcoxon signed ranks test were used to

compare groups.

Result: We found that the frequency of CD39+ Treg, as a percentage

of total CD4+ T cells, was progressively up-regulated in peripheral

blood and correlated with disease progression in HCC patients. But

there was no difference in the percentage of CD39+ Treg accounted

for total Treg among different HCC stages. In liver in situ, CD39+

Treg, in both tumor region and non-tumor region were significantly

higher than in liver of LC patients and normal controls. HCC patients
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had a higher percentage of CD39+ Treg in tumor region than in non-

tumor region, both accounted for total Treg or CD4+ T cells. Com-

pared with CD39- Treg, CD39+ Treg displayed a significantly higher

suppressive capability of proliferation and IFN-g production of T

cells. However, in terms of inhibitory function, CD39+ Treg isolated

from tumor and non-tumor region did not show any difference.

Conclusion: These novel findings suggest that CD39+Treg, as a

dominant suppressor in Treg, may play an important role in disease

progression of HCC, and represent both a potential prognostic marker

and a therapeutic target for the treatment of HCC.

Figure 1. CD4+FoxP3+CD39+ and CD39- Treg subpopulation dis-

played significantly different phenotypic characterization. Purified

CD39+ Treg showed a significantly higher suppressive capability of

proliferation and IFN- production of PBMC-Treg following anti

Figure 2. The frequency of CD39+ Treg, as a percentage of total

CD4+ T cells, was progressively up-regulated in peripheral blood and

correlated with disease progression in HCC patients. But there was no

difference in the percentage of CD39+ Treg accounted

PP0507

Investigation of the role of E3 ubiquitin ligase RNF4 in regulating
the proliferation of liver cancer cells

Bin Lv1, Dongqin Yang1, Jie Liu1

1Department of Digestive Diseases, Huashan Hospital, Fudan

University, Shanghai

Background: Hepatocellular carcinoma (HCC) is one of the most

frequent cancers with high morbidity and mortality. Ubiquitin-pro-

teasome system (UPS), the main pathway of protein degradation, is

involved in a variety of cellular biological processes and its dys-

function may promote the progression and metastasis of tumors,

which makes it an ideal target for anti-cancer therapy. Ring finger

protein 4 (RNF4), a SUMO targeted ubiquitin E3 ligase, is recently

reported to be associated with the tumorigenesis of germ cell cancers.

However, whether it has roles in other types of cancer is completely

unknown.

Methods: In this study, RNF4 level in fresh-frozen HCC tissues was

detected by Western Blot and tissue microarray immunohistochem-

istry (TMA-IHC). CCK8 assay, Celltiter-Glo cell viability assay and

crystal violet staining were used to determine the viability of HCC

cells. To study autophagy status, Western Blot, LC3-EGFP punctate

foci detection, transmission electron microscopy and autophagy flux

analysis were carried out.

Result: RNF4 overexpression was observed in HCC tissues and

predicted a poor prognosis in HCC patients. Furthermore, it was

shown that RNF4 silencing significantly suppressed the growth of

liver cancer cells. si-RNF4 increased the phosphorylation of H2AX,

ATM and Chk1, and increased the sensitivity of HCC cells to

chemotherapeutic drugs, indicating that RNF4 silencing enhanced

DNA damage accumulation. RNF4-silenced HCC cells showed an

obvious G2/M cell cycle arrest, with a sharply increase of some

classical M phase cell cycle markers such as p-CDC2, cyclin B1,

p-Wee1 and p-Histone 3. In addition, cells transfected with si-RNF4

underwent an apoptosis death. Interestingly, we observed that P62

depletion could partially reverse the cell growth suppression, M phase

cell cycle arrest and cell apoptosis caused by RNF4 ablation. More

interestingly, we for the first time provided evidences that RNF4

knockdown triggered a boost in protective autophagy in liver cancer

cells. Accordingly, we observed that mTOR as well as its downstream

effectors 4EBP1 and p70S6K were inactivated. si-RNF4 caused an

accumulation of high molecular mass SUMO2/3 conjugates, which

increased endogenous reactive oxygen species (ROS) level in HCC

cells. ROS inhibitor NAC could partially abolish the inhibitory effect

of si-RNF4 on mTOR pathway, and then reduced autophagy level.

Biologically, autophagy response upon RNF4 silencing was a survival

signal, and blockage of autophagy pathway by knockdown of ATG5

or Beclin1 sensitized HCC cells to apoptosis.

Conclusion: Our findings indicated that RNF4 overexpression was

involved in tumorigenesis or the maintenance of HCC, and could be a

potential biomarker for diagnosis and prognosis of HCC. Moreover,

this study provided a proof-of-concept evidence for a novel drug

combination of RNF4 inhibitor and autophagy inhibitor for effective

treatment of HCC by enhancing apoptosis.

PP0508

NAD(P)H dehydrogenase (quinone 1) (NQO1) promotes cell
proliferation and inhibits apoptosis in hepatocellular carcinoma

Yu wan Li1, Nana Tao1, Jihua Ren1, Hongzhong Zhou1, Qiuxia
Yang1, Shengtao Cheng1, Bo Liu1, Ailong Huang1, Juan Chen1

1Key Laboratory of Molecular Biology for Infectious Diseases

(Ministry of Education), Institute for Viral Hepatitis, Department of

Infectious Diseases, The Second Affiliated Hospital, Chongqing

Medical University, Chongqing

Background: Hepatocellular carcinoma (HCC) is a highly malignant

tumor with a poor prognosis. NQO1 is a cytosolic dehydrogenase that

has been implicated in a variety of cancers. The role of NQO1 in

hepatocellular carcinoma (HCC) remains elusive. The aim of this
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study was to characterize the functional role of NQO1 in hepatocel-

lular carcinoma (HCC).

Methods: The expression of NQO1 in 60 paired frozen HCC tissues

and adjacent nontumoral liver tissues was analyzed by Western

blotting analysis and qPCR. The effects of overexpression and

knockdown of NQO1 in HCC cell lines on cell proliferation were

evaluated by cell proliferation assay, bromodeoxyuridine assay, col-

ony formation assay and soft agar assay. Cell apoptosis was analyzed

by fluorescence-activated cell sorting analysis and Western blotting.

Influence of NQO1 depletion was also detected in mouse xenografts.

Result: NQO1 expression was frequently upregulated in clinical HCC

samples. Suppression of NQO1 from multiple liver cancer cell lines

inhibited their growth and induced apoptosis in vitro. Ectopic expression

of NQO1 in immortalized liver cell line promoted cell proliferation and

decreased apoptosis induced by doxorubicin treatment. NQO1 knock-

down also inhibited tumor growth in vivo. Mechanism studies revealed

that NQO1 knockdown promotes apoptosis mainly by upregulating

X-linked inhibitor of apoptosis protein (XIAP) expression.

Conclusion: NQO1 is an important protumorigenic factor in hepatic

carcinogenesis. Thus, the targeting of NQO1 may offer therapeutic

options for HCC treatment.

PP0509

Fuzhengjieduxiaoji Decoction modulating MMP-2 activities
by downregulation of RAB27B in malignant progression
of hepatocellular carcinoma

Le Sun1, Xue Yang2, Xiaomin Ji2, Ying Feng2, Xianbo Wang2

1Dongzhimen Hospital, Beijing University of Chinese Medicine,

Beijing; 2Beijing Ditan Hospital, Capital Medical University, Beijing

Background: Fuzhengjieduxiaoji Decoction (FZJDXJ) is an effective

traditional Chinese formula being used clinically for the treatment of

hepatocellular carcinoma (HCC) in Beijing Ditan Hospital. Previous

studies demonstrated that FZJDXJ could improve the remission rate of

patients with solid tumors and stable rate, control the growth rate of the

tumor growth rate, prolong the survival time of patients. But the mech-

anism of FZJDXJ functions remained unclear. The aim of the study was

to evlauate the therapetutic effect of FZJDXJ both in vitro and in vivo.

Methods: First, Male Sprague-Dawley rats were randomly divided

into four groups, including control, HCC model, FZJDXJ-treated

HCC groups. HCC model was induced by intraperitoneal injection of

diethylnitrosamine (DENA) for 12 weeks to form tumors, and a

Kaplan–Meier survival analysis was performed to assess the OS of

rats of HCC model and FZJDXJ-treated HCC groups. The pathology

of liver was examined to observe the tumor formation. The expression

of RAB27B/MMP-2 in liver tissue and serum was detected by

immunohistochemistry or Western Blot, and the activity of MMP-2

was evaluated by gelatin zymography. Second, the proliferation and

invasion ability of BEL7402/MHCC97H in vitro were observed by

flat plate clone formation test, MTT and Transwell assay, which were

stimulated with the serum containing FZJDXJ. WB were used to

detect the expression of P53/RAB27B/MMP2.

Result: 1. The survival time of KM in the FZJDXJ-treated HCC

group was significantly higher than in the HCC model group, while

the size and quantity of tumor were lower than that of the HCC model

group. The expression of RAB27B/MMP-2 and the activity of MMP-

2 in liver tissue and serum of FZJDXJ-treated HCC group were sig-

nificantly lower than that of HCC model group. 2. Serum containing

FZJDXJ significantly inhibited BEL7402/MHCC97H cell prolifera-

tion, invasion and RAB27B/MMP-2 expression, and improved the

expression level of P53.

Conclusion: Our experimental results confirm that FZJDXJ Decoc-

tion can inhibit the activity and expression of MMP-2, by inhibiting

the expression of RAB27B both in vivo and in vitro, thereby inhibit

the tumor progression and metastasis, and prolong the survival time of

tumor bearing rats. This conclusion is according with the results of

preclinical studies. This effect may be achieved by affecting the P53-

MMP-2 related signaling pathway.

NC: negative control. MO: model. FZ: FZJDXJF

PP0510

Prognostic value of p53 mutation for poor outcome of Asian
primary liver cancer patient: evidence from a cohort study

Xiajie Wen1, Fengmin Lu2, Shuang Liu3
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Science, Peking University Health Science Center, Beijing; 3Beijing

Artificial Liver Treatment and Training Center, Beijing Youan

Hospital, Capital Medical University, Fengtai District, Beijing

Background: Primary liver cancer (PLC) is one of the most lethal

human malignancies worldwide, even some diagnostic techniques and

treatment approaches had been improved. Effective prognosis factors

should be explored, for better management of the post-surgery patients.

Methods: Sixty paired Tumor tissue specimens were obtained from 60

Chinese PLC patients, and DNAs were extracted from frozen tissues.

Four independent PCR reactions were used to amplify exons 2–11 of p53,

and the products were directly sequenced to identify mutation. Array-

based comparative genomic hybridization (a-CGH) study was also used

to identify whether the patients had chromosome aberration.

Result: Twenty-nine out of 60 patients (48.33%) were detected carrying

p53 mutation in present cohort. Similar to several previous studies

reported, poor mean over-all survival (OS) time and short mean recur-

rence-free survival (RFS) time were observed among patients carrying

p53 mutation (P\0.05). No other clinical features were found statisti-

cally different between the two groups. For further evaluate the

association of p53 mutation with patients’ poor prognosis, Kaplan–Meier

test was conducted. The results showed that patients with p53 mutation

had significantly shorter over-all survival than those without p53 muta-

tion (P = 0.002), but recurrence-free survival did not differ (P = 0.738),

survival curves were showed in figure 1.
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Next, Cox regression multivariate analysis was performed with 6 other

potential clinical variables, including age (B60 year/[60 year), tumor size

(B5 cm/[5 cm), tumor number (1/C2), serum level ofa-fetoprotein (AFP)

(B400 ng/ml[400 ng/ml), Portal vein tumor thrombus (PVTT) (-/+) and

cirrhosis (-/+). The results were showed in table 1. Both p53 mutation and

large tumor size were the independent predictors for short OS.

Conclusion: Mutation of p53 is the most common genetic abnor-

mality in human cancers, including primary liver cancer. Our results

further verify the previous results that the patients with p53 mutation

had shorter post-surgery survival time. Furthermore our results

showed that p53 mutation is an independent prognosis factor of

over-all survival.

PP0511

S gene nonsense mutation (rtV191) associated with tumorigenesis
of hepatocytes

Wang Dengyu1, Yuan Xiaoling1, Yan Lei1, Gong Ping1, Bai
Yupan1, Xu Jie1

1Shanghai Ninth People’s Hospital, Shanghai Jiaotong University

School of Medicine, Shanghai

Background: Hepatocellular carcinoma (HCC) is one of the most

common cancers and the third of leading cancer death in the world. The

high incidence of HCC in china are mainly related to infection of chronic

hepatitis B virus (HBV). HBV or its components [HBV surface antigen

(HBsAg), HBV core protein (HBc), and HBV X protein (HBx)] and their

mutation maybe association with hepatocarcinogenesis. HBV encodes

three surface proteins, the smallest protein S, the middle protein M and

the largest protein L, all of them assembly into viral capsid. according to

some paper and our previous study, nonsense mutation in S gene may be

defective in synthesis or secretion of virion surface proteins, and asso-

ciated with tumorigenesis of hepatocytes.

Methods: 1. 198 serum samples of patients with chronic hepatitis B

were randomly selected, the clinical data were collected including S

antigen level. 2. huh7 and hepg2 cells were maintained and transfected.

We use several approaches including western, CCK8, immunohisto-

chemistry, ELISA, Flow cytometry and clinical examination.

Result: HBV gene sequencing of clinical samples from patients, we

found that the prevalence of patients with mutation rtV191 maybe higher

in HCC patients and liver cirrhosis patients than in CHB patients.

In our vitro analysis rtV191 variant is defective in secretion of

surface protein, and maybe this defective should affect the normal

secretion of wild type when coexistence of mutation and wild type.

Conclusion: In this study, we use mutation rtV191 and rtA181 as

entry points to discover whether the mutation may be defective in

synthesis or secretion of virion surface proteins, leading to the

intracellular retention and accumulation of HBsAg. Then, we inves-

tigate the effects of host DNA damage response, Cell proliferation,

cell cycle regulation, cell apoptosis and several tumor associated gene

expression through clinical investigation and cellular verification. we

speculated that nonsense mutation in S gene have important impli-

cations for a series of changes in the immune response and cellular

reactions, which might result in an additive effect to enhance the

patient’s risk of cancer. This will provide new potential strategies for

diagnoses, prognosis and treatment against hepatocellular carcinoma

related to HBV infection.

PP0512

MicroRNA-183 cluster and microRNA-216 cluster in non-B non-
C hepatocellular carcinoma
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School of Medicine; 5Osaka City University Graduate School of
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Graduate School; 12Department of Surg, Oita Prefectural Hospital;
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Department of Surgery and Science; 14Nagoya City University

Graduate School of Medical Sciences

Background: We recently reported that hierarchical clustering of DNA

methylation in miRNA coding regions clearly distinguished non-B non-

C hepatocellular carcinoma (NBNC-HCC) tissue samples from their

background showing remarkable hypomethylation and especially

miRNA clusters were extremely hypomethylated in tumor samples. In

addition, we demonstrated that methylation level on miRNA coding

regions was highly down-regulated compared to protein-coding gene

regions in promoter, the miRNA cluster on 7q32.2 had a large CpG island

on the up-stream within 20k bps, and their methylation level was nega-

tively correlated with expression of miRNAs in the cluster. The miRNA

cluster on 2p16.1, where there is no CpG island on up-stream region,

demonstrated positive correlation. In this study, using tumor and non-
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tumor paired samples from NBNC-HCC patients, we evaluated the

clinical significance of miRNA on 7q32.2 and 2p16.1 for diagnosis and

preventing the development of HCC.

Methods: We collected 122 pairs of primary non-B and non-C HCC.

Samples of HCC and their corresponding non-tumor liver tissue were

obtained from frozen or paraffin section undergoing surgery. Total

RNA was prepared using the mirVanaTM miRNA Isolation Kit

(Ambion, Austin, TX, USA), The RecoverAllTM Total Nucleic Acid

Isolation Kit (Ambion, Austin, TX, USA) and miRNeasy Kits

(QIAgen, CA) according to the manufacturer’s instructions. For

miRNA quantification, a pulsed RT reaction was performed to con-

vert all miRNAs into corresponding cDNAs in one RT reaction.

Values measured by comprehensive analyses were transformed log-

arithmically and z-standardized as necessary.

Result: To validate our data, qRT-PCR analyses of miRNA-182, miRNA-

183, miRNA-216a, miRNA-216b and miRNA-217 expressions were

performed in 122 paired HCC and adjacent non-tumor liver. We found that

high expression levels of miRNA-182 (p = 0.0011), miRNA-183 (p =

0.0035), miRNA-216a (p = 0.005), miRNA-216b (p = 0.0149) and

miRNA-217 (p = 0.0009) in HCC. To examine the relationship between

recurrence-free survival rate and the expression of each miRNA, we ana-

lyzed these miRNA and clinical data by using Kaplan–Meier analysis on

each miRNA. The HCC patients with increased miR-216a, -216b and -217

expression were shown to have a significantly shorter disease-free survival

when compared with the others (p = 0.0039, p = 0.0269, p = 0.0197).

Conclusion: miRNA-183 Cluster and miRNA-216 cluster in non-B

non-C hepatocellular carcinoma were correlated with disease-free

survival.

PP0513

Extracting phenotypes of hepatocellular carcinoma
from electronic medical records (EMRs) using natural language
processing

Liang Chen1,2, Liting Song1, Dewei Li2, Keyue Ding1

1Key Laboratory of Molecular Biology for Infectious Diseases
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Infectious Diseases, The Second Affiliated Hospital, Chongqing

Medical University, Chongqing; 2Department of Hepatobiliary

Surgery, The First Affiliated Hospital of Chongqing Medical

University, Chongqing

Background: There is huge information embedded in hospitals

electronic medical records (EMRs) in free-text format that usually can

not be used efficiently for clinical study. Natural language processing

(NLP)—a handles, augments, and transforms natural language

method–have been widely used to extract clinical data from EMRs in

English. However, few study has been applied to EMRs in Chinese. It

is of great value for medical research in converting these texts to

structured data. Using hepatocellular carcinoma (HCC) as a proof-of-

concept study, we defined an algorithm for phenotype ascertainment

from structured and unstructured data based on Chinese EMRs.

Methods: We collected original information of 420 HCC patients

applying International Classification of Diseases (ICD)-10 code query

from EMRs. These information includes demographic, operation

notes, pathologic reports, ultrasonography reports and radiology

reports. After consulting with a specialized clinician, we identified

data elements (i.e., one to four keywords and relevant description)

based on each kind of note or report. A sheet of the data elements

from operation notes was shown in Table 1, which was related to the

description of neoplasm, including size and location.

Result: A NLP system based on Han Language Process (HanLP) was

designed to analyze unstructured data following the steps of word

segmentation, Chinese named entity recognition (NER), keywords

identification and dependency syntactic analysis. The unstructured

data was converted to a high-dimensional standardized data. The

performance of NLP-based extraction was compared with extraction

based on manually annotation and measured by standard metrics,

including precision, recall and F-score.

Conclusion: The study demonstrated that NLP is a reliable and

effective method to extract information from unstructured data from

EMR system.

Table1 A sheet of the data elements from operation notes

PP0514

Expression of Mat2B in hepatocellular carcinoma and its role
in regulating the metastasis of hepatoma cells
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Background: S-adenosylmethionine (SAM) is the principal biologi-

cal methyl donor in vivo, and plays critical role in hepatocellular

carcinogenesis. Methionine Adenosyltransferase 2B (Mat2B) is one

of the key enzyme for the synthesis of SAM, whose overexpression

will affect the SAM homeostasis and participate in the regulation of

cancer cell apoptosis and many other vital processes. However, the

exact role and related mechanism of Mat2B in regulating hepatocel-

lular carcinoma metastasis still remain unknown.

Methods: The expression of Mat2B was evaluated by quantitative

PCR, Western blotting or immunohistochemistry. The effects of

Mat2B on the migration and invasion of HCC cells were examined by

wound healing, Boyden Chamber assay in vitro and orthotopic

xenograft zebrafish, nude mice model of HCC in vivo. The signaling

pathways of Mat2B mediated were investigated through microarray

and Western blotting analysis.

Result: Here, by investigating its role in cell proliferation and

migration at the cellular level, as well as in animal model and the

clinical prognosis value in patients with hepatocellular carcinoma, we

demonstrated that Mat2B protein expression in HCC tumor tissues

was significantly increased when compared with adjacent tissues and

it was positively correlated with the tumor size and patients’ poor

prognosis. Wound Healing assay and Boyden Chamber assay dis-

covered that Mat2B silencing significantly inhibited HepG2, HCC-

LM6, SMMC-7721 cells migration in vitro. Moreover, Mat2B

silencing decreased the phosphorylation of EGFR, ERK, Src, Akt and

p38, indicating multi-oncogenic pathways (PI3K/Akt, Angiogenesis
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and ERK/MAPK) were involved in Mat2B-induced effects in hep-

atoma cells. More importantly, we found that Mat2B silencing

significantly impaired the spontaneous lung metastasis of HCC-LM6

cells in vivo.

Conclusion: Our data revealed a role for Mat2B in the regulation of

HCC cell migration and invasion, and strongly suggested that Mat2B

may be used as a potential biomarker for diagnosis and prognosis of

Hepatocellular Carcinoma.

PP0515

Decreased levels of BMP-7 and p-Smad1/5/8, but increased level
of Gremlin in hepatocellular carcinoma

Lina Wang1, Qin Ding2
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Background: We investigated the expressions of bone morpho-

genetic protein-7 (BMP-7), Gremlin, and p-Smad/1/5/8 in

carcinomatous and para-carcinoma tissue specimens from patients

with hepatocellular carcinoma (HCC) as well as control samples.

Potential clinical relevance of serum BMP-7 as a biomarker for HCC

was assessed with clinicopathological parameters.

Methods: A total of 27 patients with HCC and seven healthy controls

were included. The mRNA expressions of BMP-7 and Gremlin were

examined by real time quantitative PCR. The protein levels of target

genes were measured by immunohistochemistry and Western blot-

ting. Serum levels of BMP-7 were assessed by enzyme linked

immunosorbent assay (ELISA).

Result: The mRNA and protein expression of BMP-7 was signifi-

cantly downregulated, while that of Gremlin was upregulated in the

tumor tissues as compared to the para-carcinoma tissues (P\ 0.05).

When comparing the BMP-7 and Gremlin levels among varied dif-

ferentiation stages of HCC, patients with highly differentiated HCC

had a relatively higher BMP-7, but a lower Gremlin in tumor tissues

(BMP-7, F = 42.29, P \ 0.01; Gremlin, F = 37.93, P \ 0.01).

Further, the level of BMP-7 and p-Smad1/5/8 was decreased in

patients with advanced HCC.

Conclusion: Our findings suggest that BMP-7/p-Smad signaling

pathway may involved in the pathogenesis of HCC. Serum BMP-7

level may serve as a potential biomarker for HCC.
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Background: To explore the relationship between HOXA5, RARb
gene and hepatocellular carcinoma (HCC) by detecting the mRNA

and protein expression of HOXA5 and RARb in cancer tissues, non-

cancerous liver tissues from HCC and normal tissues from benign

liver tissues.

Methods: Quantitative real-time reverse-transcription-PCR (RT-

PCR) was performed to detect the mRNA expression of HOXA5 and

RARb and we detected the protein expression of HOXA5 and RARb
gene by immunohistochemistry.

Result: The mRNA and protein expression of HOXA5 and RARb in

normal liver tissues was obviously higher than those in HCC cancer

tissues (P\0.01) and the protein expression of HOXA5 and RARb
was significantly related to portal vein tumor thrombus, metastasis

and clinical classification (P\ 0.05).

Conclusion: The downregulation of HOXA5 and RARb gene in HCC

contribute to the carcinogenesis and development of HCC. HOXA5

and RARb gene may serve as a tumor suppressor gene in HCC.

PP0517

Microarray analysis of microRNA expression in hepatocellular
carcinoma and cirrhosis tissues from Kazakh patients in Xinjiang
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Ürümqi; 2Xijiang Uygur Autonomous Region People’s Hospital,

Ürümqi

Background: Micro-RNAs (miRNAs) are non-coding RNA mole-

cules of 21–24 nucleotides that regulate the expression of target genes

in a post-transcriptional manner. miRNAs can function as potent

regulators of gene expression, whose products may contribute to

cancer biology. However, their particular role in hepatocellular car-

cinoma (HCC) from Kazakh patients is largely unknown.

Methods: miRNA expression profiles were analyzedin 3 pairs of

HCC and adjacent cirrhosis tissue from 3 Kazakh patients by using a

mammalian miRNA microarray containing whole human mature and

precursor miRNA sequences.

Result: A total of 2 miRNAs miR-1269, miR-3200 exhibited higher

expression in the HCC samples than that in the cirrhosis tissue samples,

and 4 miRNAs miR-378c, miR-378, miR-424, miR-378-star demon-

strated lower expression in the HCC samples than in the cirrhosis tissue

samples. mirRNA-1269 is the most strongly up-regulated gene.

Conclusion: Our data may help clarify the molecular mechanisms

involved in the pathogenesis of HCC in Kazakh patients, and miR-

NAs potentially serve as a novel diagnostic tool of HCC from Kazakh

patients. The most obvious up-regulated gene mirRNA-1269 has not

been reported. Further studies are required to demonstrate a causal

link between the miRNA and the development of HCC from Kazakh

patients.

PP0518

PTK6 promotes hepatocellular carcinoma cell proliferation
and invasion

Xiaohong Chen1, Bo Song1, Yuanlong Lin1, Lijun Cao1, Shiyan
Feng1, Lin Zhang1, Fuxiang Wang1

1The Fourth Affiliated Hospital of Harbin Medical University, Harbin

Background: Protein tyrosine kinase 6 (PTK6) is a nonreceptor

tyrosin kinase that plays a crucial role in some tumors. However, the

role of PTK6 is still unknown in hepatocellular carcinoma (HCC).

Methods:
Patients and tissue samples
Tissues from HCC and adjacent normal tissues were collected from

HCC patients during surgery. None of these patients were received

radiation therapy or chemotherapy before surgery.

Cell culture and transfection
One normal liver epithelial cell line (THLE3) and four HCC cell lines

(Bel7402, Hep3B, SMMC7721 and HepG2) were kept in DMEM.

PTK6 siRNA and control siRNA were purchased from Genepharma.

Cell transfection was performed using LipofectamineTM 2000

according to the instruction.

Cell proliferation and colony formation
Cells were cultured in the 96-well plates after transfection. The MTT

analysis was performed to determine cell proliferation. The colonies

were fixed and stained with crystal violet.

Western blot analysis
Protein was extracted from cells or tissues, Total protein was sepa-

rated and transferred to the PVDF membranes which was blocked

with non-fat dried milk and then incubated with primary antibodies:

PTK6, and GAPDH. Proteins were measured using enhanced

chemiluminescence.

Quantitatives reverse transcriptase PCR (qRT-PCR) analysis
Total RNA was collected from cells or tissues by TRIzol following

the the instruction. qRT-PCR assay was performed to measure the

PTK6 and GAPDH expression. GAPDH was used as internal control.

The special primers were used follows: PTK6 forward, 50-
GCTATGTGCCCCACAACTACC-30 and reverse, 50-CCTGCA-

GAGCGTGAACTCC-30; GAPDH forward, 50-
TCAACGACCACTTTGTCAAGCTCAGCT-30 and reverse, 50-
GGTGGTCCAGGGGTCTTAC-30.
Migration and invasion assays
Wound healing assay was performed to detect the cell migration.

Statistical analysis
Statistical analysis were done using the SPSS software and data was

shown as means ± (SD) standard deviation. Statistical difference

about two groups was calculated using an Student’s t-test and dif-

ferences between more than groups. PB0.05 was considered to

statistically significant difference.

Result: The mRNA expression of PTK6 and PTK6 protein was

upregulated in HCC tissues compared with adjacent normal tissues.

The mRNA expresion of PTK6 and PTK6 protein were upregulated in

HCC cell lines (Bel7402, Hep3B, SMMC7721 AND HepG2) com-

pared with THLE3.

The PTK6 expression was upregulated in the SMMC7721 cell

after transfected with pcDNA-PTK6, CCK8 analysis demonstrated

that overexpression of PTK6 promoted SMMC7721 cell proliferation,

colony formation and invasion. While inhibited expression of PTK6

decreased SMMC7721 cell proliferation, coloby formation and

invasion.

Ectopic expression of PTK6 inhibited the ERK1/2 phosphorylated

in the SMMC7721 cell. While inhibited expression of PTK6 reduced

teh ERK1/2 phosphorylated expression in SMMC7721 cell.

Conclusion: PTK6 played an oncogene role in the development of

HCC.
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Ecpotic expression of PTK6 promoted HCC cell proliferation,

colony formation and invasion.

Ecpotic expression of PTK6 inhibited the ERK1/2 phosphorylated.

While inhibited expression of PTK6 decreased the ERK1/2

phosphorylated.
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Lentiviral-mediated RNA interference targeting Sorcin inhibits
tumor migration and invasion in human liver cancer cells
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Background: Sorcin (Soluble resistance-related calcium binding

protein) is a calcium binding oncoprotein expressed at high levels in

several human tumours. In present study we investigated the potential

role of Sorcin gene in hepatocellular carcinoma tumorigenesis.

Methods: Levels of Sorcin gene and protein in HepG2, Bel-7402,

Huh-7, SMMC7721, MHCC97L and MHCC97H cells with different

metastatic potentials were determined by Real Time PCR and western

blot analysis. A lentiviral vector encoding a short hairpin RNA

(shRNA) targeted against Sorcin was constructed and transfected into

the packaging cells HEK 293 and the viral supernatant was collected

to transfect SMMC7721 cells and MHCC97H cells. The in vitro

migration and invasion potentials of cells were evaluated by transwell

assay. Alteration of signal transduction pathway after sorcin knock-

down in SMMC7721 cells and MHCC97H cells were evaluated

through a Human Q Series Signal Transduction in Cancer Gene Array

analysis. Nuclear NF-jB contentration and endogenous IKK activity

were demonstrated by western blot analysis. The association of IKKa,

IKKb and sorcin in HCC cells were determined by co-immunopre-

cipitation assay followed by western blot analysis.

Result: The expression of sorcin increased in parallel with enhanced

metastatic potentials of HCC cells. Lentivirus mediated RNAi

effectively reduced sorcin in SMMC7721 and MHCC97H, and sig-

nificantly suppressed cells migration and invasion in vitro; the

prominently altered signal transduction pathway was NF-jB pathway

after sorcin knockdown in above HCC cells. Furthermore, inhibition

of sorcin expression led to a significant decrease of nuclear NF-jB

concentration and endogenous IKK activity. In addition, sorcin was

associated with IKKa, IKKb in SMMC7721 and MHCC97H cells

above. Western blot analysis also showed a decrease of the associa-

tion between IKKb and IKKa, the association between sorcin and

IKK complex, when sorcin expression was efficiently knocked down

in HCC cells.

Conclusion: Our findings suggest that sorcin overexpression is

common in liver cancer and may play a role in its pathogenesis. In

summary, shRNA targeting of sorcin can effectively inhibits human

liver cancer migration and invasion in vitro, in which sorcin may

regulate NF-kB pathway activation.
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Notch1 prompted vasculogenic mimicry via Twist1 in rat liver
stem cells with Bmi1 over-expression
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sen University, Guangzhou; 5Corresponding author

Background: Hepatocellular carcinoma (HCC) is one of the most

common and third lethal malignancies worldwide. Cancer stem cells

(CSCs) have been shown to be the culprits for therapeutic sorafenib

resistance of advance HCC. CSCs have considered to link with vas-

culogenic mimicry (VM) in many cancers. However, the role and

significance of CSCs in VM of HCC remains unclear.

Methods: In this study, we investigated the effect of Notch1 in VM

formation of rat liver stem/progenitor cells with Bmi1 over-expres-

sion through interference RNA, and detected expression of Notch1

and VM in 18 HCC patients treated with sorafenib through

immunohistochemistry.

Result: Immunohistochemistry and immunofluorescence analyses

found that the number of intra-tumor vessels were of rat origin in

nude mice subcutaneous tumor of Bmi1 induced malignant transfor-

mation of rat liver stem cells. Sets of stem cell markers including
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CD90, EPCAM and OV-6, were all positively expressed in these

cells. Moreover, tubule formation and western blot revealed that

expressions of both Notch1 and Twist1 increased during typical VM

formation in liver CSCs, while interference RNA silencing Notch1

decreased Twist1 expression and inhibited VM formation in vitro. In

addition, western blot identified decreasing expressions of N-cadherin

and vimentin after silencing Notch1. These findings indicate that

Notch1 promotes VM in liver CSCs by regulating the Twist1/ep-

ithelial-mesenchymal transition pathway. We also found that the

Notch1 immunoreactivity specially increased in the tumors of patients

with resistance to sorafenib and positively correlated with VM den-

sity. Furthermore, sorafenib induced a rapid decline of VM formation

in positive control HUVEC cells, however, the VM formation in liver

CSCs was largely unperturbed by sorafenib. This implicates that

Notch1 and VM may be correlated with sorafenib resistance.

Conclusion: Notch1 promotes VM in rat liver cancer stem cells by

regulating Twist1 induced EMT signaling, which means that the

combined strategy of Notch1 with sorafenib, there will be significant

implications in the design of novel anti-tumor therapies for sorafenib

resistant HCC.

Figure 1. A, Immunofluorescence analyses of OV-6, CD90 and

EPCAM markers. B, Intra-tumor vessels were of rat origin by

injecting rat liver CSCs into nude mice. C, Co-expression of rat CD34

and mice CD34 was found in the same tumor vessel

Figure 2. A&C, The cells can form VM, which is impaired after

silencing Notch1. B&D, Western blot analyses of Notch1, Twist1,

E-cadherin and N-cadherin. E, Expression of Notch1 and VM in HCC

sections. F, VM in HUVEC decreased after sorafenib treatment

PP0521

TIPE1 involves in tumor development by regulating hepatocyte
death and macrophage activation

Fuxiang Bai1, Xiaohong Liang2

1Shandong University, Jinan; 2School of Medicine Shandong

University, Jinan

Background:
Hepatocellular carcinoma (HCC) is one of the most common malig-

nant tumors in human beings, and its mortality ranks third among

human tumor diseases, thus it is extremely harmful to human health.

Tumor necrosis factor a-induced protein 8 (TIPE) family, including

TIPE, TIPE1, TIPE2, and TIPE3, is well-known for their roles in

controlling immune response and cell death. TIPE1 gene is located on

human chromosome 19p13.3, which encodes a cytoplasmic protein of

188 amino acids. It was reported that TIPE1was involved in regulating

both necroptosis and apoptosis. However, the exact role of TIPE1 in the

pathological milieu remains largely unknown.

Methods: Immunohistochemistry, RT-PCR and Western Blot were

used for detecting TIPE1 expression in HCC tissues, HCC cell line or

macrophages. CCK-8 assay, clone formation test and homograft

tumor model were performed to evaluate the HCC cell growth. GST

pull-down assay was used for analyzing Rac1 activation. Co-im-

munoprecipitation was used for detecting the interaction between

TIPE1 and Rac1. Transwell assay was performed to detect the

migration and invasion ability of HCC cells.

Result: Evaluated by immunohistochemical staining, hepatocytes in

HCC tissues showed significantly downregulated TIPE1 expression

compared with those in adjacent non-tumor tissues, which positively
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correlated with tumor pathologic grades and patient survival. Using a

homograft tumor model in Balb/c mice, we discovered that TIPE1

significantly diminished the growth and tumor weight of murine liver

cancer homografts. Consistently, TIPE1 inhibited both cell growth and

colony formation ability of cultured HCC cell lines, which was further

identified to be due to TIPE1-inducing apoptosis in a caspase-inde-

pendent, necrostatin-1 (Nec-1)-insensitive manner. Furthermore,

mechanistic investigations revealed that TIPE1 interacted with Rac1,

and inhibited the activation of Rac1 and its downstream p65 and c-Jun

N-terminal kinase pathway. Moreover, overexpression of constitutively

active Rac1 partially rescued the apoptosis induced by TIPE1, and Rac1

knockdown significantly restored the deregulated cell growth induced

by TIPE1 small interfering RNA. Unlike hepatocytes, macrophages in

HCC tissues had a higher level of TIPE1 than those in adjacent non-

tumor tissues. HCM and TGF-b dose-dependently upregulated TIPE1

expression in macrophage, while the TGF-b receptor inhibitor

SB431542 decreased TIPE1 level. After knockdown TIPE1 of mouse

peritoneal macrophages, Arg-1 was found to be down-regulated and

TNF-a was up-regulated. Also, the conditional culture medium from

TIPE1 knockdown macrophage significantly inhibited the ability of

growth and migration/invasion of Hepa1-6 cells.

Conclusion: Hepatocyte TIPE1 expression is downregulated in

HCC tissues, while TIPE1 is highly expressed in macrophage in HCC

tissues. TIPE1 might involve in HCC development by two distinct

mechanisms.

PP0522

Whole-exome sequencing and RNA-seq identified novel mutations
in hepatitis B virus associated hepatocellular carcinoma

Qi Pan1, Dewei Li2, Dachun Zhao3, Xiaoyuan Li4, Jinxue Zhou5,
Hong Ren1, Keyue Ding1

1Key Laboratory of Molecular Biology for Infectious Diseases

(Ministry of Education), Institute for Viral Hepatitis, Department of

Infectious Diseases, The Second Affiliated Hospital, Chongqing

Medical University, Chongqing; 2Department of Hepatobiliary

Surgery, The First Affiliated Hospital of Chongqing Medical

University, Chongqing; 3Department of Pathology, Peking Union

Medical College Hospital, Peking Union Medical College and

Chinese Academy of Medical Sciences, Beijing; 4Department of

Medical Oncology, Peking Union Medical College Hospital, Peking

Union Medical College and Chinese Academy of Medical Sciences,

Beijing; 5Department of Hepatobiliary Surgery, Henan Tumor

Hospital, Zhenzhou, Henan Province

Background: Hepatocellular carcinoma (HCC) is the third leading

cause of cancer-related death worldwide and there remains challenges

in investigating driver genes/mutations underlying hepatocarcino-

genesis. We aimed to identify novel HCC genes by combining DNA

and transcriptome sequencing.

Methods: We sequenced the whole-exome of 12 HCCs, its matched

liver cirrhosis tissues, and peripheral whole blood. In addtion, we

performed transcriptome sequencing (RNA-seq) for 10 HCCs and

cirrhosis tissues in the same cohort.

Result: We noted that T[A/C[G transversion was the most common

mutation pattern, which was associated with specific risk factor.

Analysis of introtumor clonal architecture showed diverse clonality

patterns in HCCs, including mutations in PANX2 and SH3BP4 that

were present in the founder clones, and the PPP1R12C and PNO1

mutations in the secondary clone. We identified two significantly

mutated genes (TP53 and KRTAP4-3), of which, KRTAP4-3 is a kind

of keratin associated protein. By integrating RNA-seq, we identified

256 tumor-mutated allele (23.5%) in 247 genes that were transcribed.

With a combination of genes which tumor-mutated allele was tran-

scribed with protein-protein interaction (PPI) network, 25 significant

PPI modules were identified. Of these modules, four novel genes

(VPS35, SH3BP4, PANX2 and PNO1) were significantly associated

with poor prognosis in the TCGA HCCs cohort (n = 442).

Conclusion: Our results suggest a combination of DNA and RNA

sequencing that may offer a new avenue for the identification of novel

HCC genes.
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Roles of MiRNAs in hepatic cancer stem cells

Junfang Ji1

1Life Sciences Institute, Zhejiang University, Hangzhou

Background: MicroRNAs (miRNAs) have a large number of bio-

logically diverse effects including cell development and

tumorigenesis. Cancer stem cells (CSCs) are resposible to tumor

initiation, tumor metastasis, and recurrence after tumor resection. Till

now, many cell surface biomarkers have been used to isolate CSCs,

such as EpCAM, CD133, CD90, CD45 and CD24 etc in hepatocel-

lular carcinoma (HCC). We aimed to study the roles of miRNAs in

regulating hepatic CSCs with the hope of eliminating HCC.

Methods: We performed class comparison of miRNA profiles to

identify hepatic CSC-related miRNAs. Real-time PCR was used to

examine miRNA level. Dual-luciferase and western blot assays were

used to validate miRNAs’ targets. Colony formation, spheroid for-

mation, wound-healing, migration and invasion assays etc were used

to investigate malignancy abilities of HCC cells. We have also used

multiple bioinformatics and biostatistical analysis methods.

Result: We have demonstrated that EpCAM+AFP+ HCC cells from

both HCC patients and cell lines were hepatic CSCs. Through a global

miRNA transcriptome analysis in 241 HCC patients and cell bio-

logical assays, we found that miR-181s were up-regulated in

EpCAM+AFP+ hepatic CSCs, and functionally important in main-

taining the stemness of hepatic CSCs and normal hepatic stem cells

partially through Wnt/b-catenin/miR-181/NLK/CDX2 signaling. We

have also identified miRNAs such as miR-155 unique to EpCAM+

hepatic CSCs but not the corresponding differentiated liver cells, nor

normal EpCAM+ hepatic stem cells via small RNA deep sequencing.

In vitro functional studies demonstrated that silencing miR-155 de-

creased EpCAM-positive proportion, and suppressed HCC cell

abilities on spheroid formation, colony formation, migration and

invasion.

Recently, we reasoned that some miRNAs were commonly down

regulated in various groups of hepatic CSCs and these miRNAs were

likely the key tumor suppressors and therapeutic molecule in HCC.

We used miRNA transcriptome data in 176 HCC patients with known

levels of five CSC biomarkers (EpCAM, CD133, CD90, CD45 and

CD24) to test this hypothesis. First, miRNAs with significant low

level in each type of hepatic CSCs were screened by comparing

miRNA profiles between HCCs with the extreme high expression of

the certain CSC biomarker (top 25%, n = 44) and HCCs with the

extreme low level of this biomarker (bottom 25%, n = 44). Among

five groups of identified hepatic CSC-related miRNAs, three miRNAs

were commonly down-regulated, which have been further validated in

the TCGA HCC cohort. Moreover, our experimental data showed that

overexpressing one of the top candidate miRNAs could significantly

reduce malignancy abilities of HCC cells.

Conclusion: In summary, the above miRNAs possess important

functions to hepatic CSCs. Further investigtions might allow us to

explore them as solid therapeutic candidates to target hepatic CSCs

with the hope of eliminating HCC.

PP0524

Interferon-induced transmembrane protein-3 rs12252-CC is
associated with progression of hepatocellular carcinoma

Yuli Hou1, Ling Qin1, Jinhua Liu1, Yonghong Zhang1, Yan Zhao1

1Beijing Youan Hospital, Capital Medcal University, Beijing

Background: Hepatocellular carcinoma (HCC) is a serious threat to

human health; especially in China HCC is the second tumor to death.

Interferon-induced transmembrane protein 3 (IFITM3) is an important

factor from ISG family, which could regulate the progress of tumor by

influencing the proliferation and migration of cells. The variants of

IFITM3-rs12252 strongly associated with the severe of influenza

infection by affecting the function of IFITM3 had been well clarified,

while it is unclear whether the variants of IFITM3 is associated with

the progress of HCC.

Methods: In order to address this issue, total 336 candidates were

enrolled in the study, including 156 patients with HCC and 180

patients with Hepatitis B and liver cirrhosis. Polymerase chain reac-

tion (PCR) was employed to determine the gene polymorphisms of

IFITM3. The association between variants of IFITM3 and the severity

of HCC were calculated by using statistical analysis.

Result: First of all, there is no difference in the distribution of

IFITM3 rs12252-CC amongst the patients with HCC, Chronic HBV

infection and Liver cirrhosis. While, a significant higher proportion of

IFITM3 rs12252-CC was found in the patients of HCC with low

differentiation comparing with the patients with Chronic HBV

infection and liver cirrhosis (P \ 0.05). Moreover, further analysis

showed that the distribution of CC genotype in HCC patients with low

differentiation was significantly higher than that in those with high

differentiation (38%vs10.8%, P \ 0.01). Furthermore, the patients

with CC genotype showed the bigger diameter of tumor (P \ 0.05)

and the higher percentage of relapse when compared with the patients

with CT/TT genotypes (P\ 0.01).

Conclusion: Our data shows a clear correlation between the variants

of IFITM3-rs12252 and the progression of HCC. For one thing,

IFITM3-rs12252 CC genotype is found strongly associated with the

malignant degree of HCC, including tumor differentiation and tumor

size. For another, patients with CC genotypes seem progress faster

and easier to recrudesce. This finding is valuable to explore the

mechanism of IFITM3 to the progress of HCC in the further study.
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3D cultured adipose tissue-derived stem cells inhibit hepatoma
cell migration and invasion through suppressing epithelial–
mesenchymal transition

Naishun Liao1,2, Youshi Zheng1,2, Zhixiong Cai1,2, Xiaolong
Liu1,2, Jingfeng Liu1,2

1The United Innovation of Mengchao Hepatobiliary Technology Key

Laboratory of Fujian Province, Mengchao Hepatobiliary Hospital of

Fujian Medical University, Fuzhou; 2The Liver Center of Fujian

Province, Fujian Medical University, Fuzhou

Background: Adipose tissue-derived stem cells are considered as the

promising candidates for stem cell therapy. However, the tumori-

genicity of ADSCs is still remain controversial. This study was

designed to investigate the effects of ADSCs on hepatocellular car-

cinoma (HCC) cells, and to determine whether the culture conditions

of ADSCs could affect these effects on HCC cells in vitro.

Methods: After HCC cells (Hcclm3 and HepG2) were cultured with

2D-ADSCs-conditioned medium (2D-ADSCs-CM), Sphere-ADSCs-

conditioned medium (sphere-ADSCs-CM) or 3D-ADSCs-conditioned

medium (3D-ADSCs-CM), the cell proliferation and apoptosis were

measured using CCK-8 and Annexin V-FITC assay, respectively;

furthermore, the cell motility and adhesive capacity were analyzed by

scratch wound healing and cell adhension assay, respectively;

meanwhile, the cell migration and invasion of HCC cells were

examined by using Transwell units; finally, the main makers of

epithelial-mesenchymal transition (EMT) signaling including
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E-cadherin, N-cadherin, Vimentin and Zeb1 were further analyzed by

using Quantitative real-time PCR and western blot assay,

respectively.

Result: Our results showed that ADSCs-conditioned mediums could

inhibit the growth of HCC cells by inhibiting cell proliferation and by

promoting cell apoptosis, as well as by suppressing cell motility,

adhesive capacity, migration and invasion. We also found that

ADSCs-conditioned mediums could suppress the cell growth by

down-regulation of EMT signaling. Significantly, the enhanced

inhibition of ADSCs on HCC cell growth could be achieved by cul-

turing with 3D method.

Conclusion: These findings suggested that ADSCs could inhibit the

HCC cell growth, and attenuate the cancer cell migration and invasion

via suppressing EMT transition; meanwhile, the 3D culture method

could further enhance these inhibition effects on HCC cells. These

findings might promote the clinical translation of ADSCs.

PP0526

The preventative effects of thioredoxin reductase inhibitor
butaselen against hepatocarcinogenesis and underlying
mechanisms

Xiaoqing Zheng1, Weiwei Ma1, Ruoxuan Sun1, Huihui Zeng1

1Peking University Health Science Center, Beijing

Background: Hepatocellular carcinoma (HCC) is one of the most

common cancers worldwide. Prognosis of HCC remains poor because

of high frequency of recurrence. Therefore, it is important to prevent

against hepatocarcinogenesis, which is a multi-factor and multi-stage

process. Previous studies have demonstrated that thioredoxin (Trx)

system, consisting of Trx, thioredoxin reductase (TrxR) and NADPH,

plays a crucial role in hepatocarcinogenesis. Our study applies

Butaselen (BS), a novel organoselenium compound targeting at TrxR,

to explore its chemopreventive effect against hepatocarcinogenesis

and the underlying mechanisms.

Methods: Classical two-stage model with diethylnitrosamine (DEN),

carbon tetrachloride (CCl4) and ethanol was used to induce HCC in

mice. 208 C57BL/6J mice (6 weeks old, male) were randomly

assigned into five groups: control (n = 28), model (n = 60), BSL

(model + 9 mg/Kg BS, n = 40), BSM (model + 18 mg/kg BS, n = 40)

and BSH (model + 36 mg/kg BS, n = 40). Mice were treated

according to the schedule displayed in Fig. 1A and BS was orally

administered 6 times/week. Body weight was measured weekly. 6

mice in each group were sacrificed at the 6th, 16th week and 10 mice

at the 24th week. Serum was collected to measure TrxR enzyme

activity and liver tissue samples were used for pathological analysis

and western blotting. The animal experiments were approved by the

Research Ethics Committee of Peking University.

Result: At the end of the 6th, 16th and 24th week, liver injury (Fig. 1

B), fibrosis (Fig. 1 C) and HCC (Fig. 1 D) were observed in model

group, indicating that HCC model in mice was successfully estab-

lished. After BS treatment, pathological examinations showed that

liver injury, fibrosis and HCC was alleviated in a dose-dependent

manner (Fig. 1B–D). Incidence of HCC was 80% (8/10) at the 24th

week in model group and was significantly higher than that in BSL,

BSM and BSH groups, rating 40% (4/10), 20% (2/10) and 10% (1/10)

respectively. In addition, body weight of mice treated with BS were

increased and relatively higher compared with model group (Fig. 2A),

reflecting the low toxicity of BS. To investigate underlying mecha-

nisms, TrxR activity was determined; it was markedly elevated in

model group and suppressed by BS treatment (Fig. 2B). Besides, the

expression of TrxR and Trx were increased in model group and

decreased after BS exposure (Fig. 2C). The elevated pIjBa and pNF-

jB p65 in the model group indicated that NF-jB pathway, a pivotal

pathway connecting inflammation and cancer, was activated during

hepatocarcinogenesis, and the activation were attenuated by BS

treatment (Fig. 2D).

Conclusion: In summary, our study manifested that BS could resist

hepatocarcinogenesis by reducing hepatocellular damage and fibrosis,

as well as inhibiting TrxR and NF-jB pathway in vivo, thus BS may

serve as a potential chemopreventive compound against hepatocar-

cinogenesis in the future.

(A) Experimental design. Representative gross pathology or HE stain

of (B) hepatocellular damage, (C) fibrosis and (D) HCC at the 6th,

16th and 24th week. Con, control; Mod, model; BSL, 9 mg/Kg BS;

BSM, 18 mg/Kg BS; BSH, 36 mg/Kg BS.
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(A) The body weight changes of mice. (B) The serum TrxR activity in

mice at the 24th week. The representative western blotting of TrxR

(C) and NF-kappa B (D) pathway of mice liver tissue in each group.

TrxR, thioredoxin reductase

PP0527

Thymosin a-1 under ultrasound-guided percutaneous microwave
effects and recurrence and metastasis of hepatocellular carcinoma
ablation

Gong Fengyun1, Bai Tao2, Wang Jingli2, Zhang Dingyu2

1Wuhan Medical Treatment Center, Wuhan; 2Wuhan Medical

Treatment Center, Wuhan

Background: To investigate Thymosin a-1 under ultrasound-guided

percutaneous microwave metastasis and recurrence of hepatocellular

carcinoma effect of ablation.

Methods: selected from our hospital in March 2011–March 2013

period in our hospital 104 cases of primary liver cancer, were ran-

domly divided into observation group 52 cases and control group 52

cases. The control group using ultrasound-guided percutaneous

microwave ablation therapy, in the observation group after subcuta-

neous injection of thymosin a-1. Compare the mean follow-up period,

survival, metastasis and recurrence of preoperative and postoperative

levels of immune function parameters.

Result: The observation group mean follow-up time is longer than the

control group, the survival rate of the control group (P \ 0.05);

recurrence rate in observation group than the control group (P \
0.05); control group, CD3+, CD4+, CD4+/CD8+ increased postop-

erative and the observer CD3+, CD4+, CD4+/CD8+ decreased after

surgery, were statistically significant (P \ 0.05); the observation

group CD3+, CD4+, CD4+/CD8+ was higher postoperative (P \
0.05).

Conclusion: Thymosin a-1 ultrasound-guided percutaneous micro-

wave ablation of liver cancer effect is significant, and can reduce the

recurrence, prolong survival, enhance immune function, is worth

studying.

PP0528

MiR-375 and Doxrubicin co-deliveried by liposomes
for combination therapy of hepatocellular carcinoma

Yinping Fan1, Wangxian Tang2

1Institute of Liver Diseases, Tongji Hospital, Tongji Medical College,

Huazhong University of Science and Technology, Wuhan; 2Institute

of Liver Diseases, Department of Gastroenterology, Tongji Hospital,

Tongji Medical College, Huazhong University of Science And

Technology, Wuhan

Background: Combination therapy has been recommended for the

treatment of cancer due to its excellent advantage of additive or

synergistic anticancer activity. The major barrier of chemotherapeutic

agents is drug resistance when it comes to treating cancer. MiR-375

targeting gene AEG-1 can effectively inhibit the expression of mul-

tidrug resistance gene 1 (MDR1).

Methods: In this experiment, we conducted western blot, SYBR

qRT-PCR, flow cytometry, CCK-8 assay, cell migration and invasion

assay to test the anti-tumor efficiency of L-miR-375/DOX-NPs

in vitro, we also performed anaimal experiment to detect the syner-

gistic therapeutic effects in vivo.

Result: In vitro, we confirmed that hepatoma cell lines could uptake

L-miR-375/DOX-NPs with high efficiency. MiR-375 delivered by

liposome suppressed the malignant hallmarks of HCC by significantly

decreasing the expression of AEG-1, YAP1, and ATG7. Doxorubicin

transported by liposome evidently accelerated cell apoptosis and

blocked cycle at a G2/M stage. When miR-375 and doxorubicin were

co-formulated in liposome nanoparticles, an enhanced anticancer

effect was observed. What’s more, L-miR-375/DOX-NPs dramati-

cally reversed drug resistance of doxorubicin by reducing the

expression of MDR1. In vivo, L-miR-375/DOX-NPs exhibit syner-

gistic antitumor efficiency in xenograft HCC mouse models with mild

adverse effects compared with free doxorubicin.

Conclusion: In conclusion, our research demonstrated that L-miR-

375/DOX-NPs have unique advantages over doxorubicin or miR-375

alone and an added value in overcoming drug resistance, which may

represent a potential therapeutic candidate for HCC.
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Figure1. Schematic description of of L-miR-375/DOX- NPs for

synergetic anti-tumor and reversal of drug-resistance mechanism in

HCC

Figure 2. L-miR-375/DOX-NPs up regulation miR-375 efficiently and

the anti-tumor activities of L-miR-375/DOX-NPs in liver cancer cells

In vitro

PP0529

Potential role of synthetic pyrrolizidines derivatives as novel
therapy for hepatocellular carcinoma

Muthu Shanmugam1, Nanjunda Shivananju2, Kam Man Hui3,
Gautam Sethi4

1Department of Pharmacology, Yong Loo Lin School of Medicine,

National University of Singapore, Singapore, 117600, Singapore;
2Department of Biotechnology, JSS Science and

TechnologyUniversity, JSS Technical Institutions Campus, Mysore,

Karnataka 570006, India; 3Division of Cellular and Molecular

Research, Humphrey Oei Institute of Cancer Research National

Cancer Centre, Singapore 169610, Singapore; 4National University of

Singapore, Singapore, Singapore

Background: Several lines of evidence (s) suggest that signal

transducer and activator of transcription 3 (STAT3) is a critical

mediator of oncogenic signaling in HCC and controls the expression

of several genes involved in proliferation, survival, and angiogenesis.

This prompts us to investigate the effect of novel compounds bearing

the pyrrolizidine scaffold on STAT3 activation and its regulated

genes in HCC both in vitro and in vivo.

Methods: In the present report, we synthesized and tested a novel series

of pyrrolizidine derivatives, and tested their ability to interact with the

critical Src homology2 (SH2) domain of STAT3 which is involved in

the dimerization and activation of STAT3 by molecular docking anal-

ysis. The ability of potent derivatives to suppress STAT3 activation was

analyzed in diverse HCC cell lines and in an orthotopic mouse model.

Result: The docking studies revealed that the core pyrrolizidine

scaffold is recognized by the SH2 STAT3 domain and that binding

affinity is modulated by functionalization of the core structure.

Structure activity relationship further showed that compound C4

bearing the indane ring was the most potent, arresting cell growth at

low IC50 value. C4 also inhibited both constitutive and inducible

STAT3 activation in HCC cells that correlated with the suppression of

activation of upstream kinases (c-Src, and JAK-2) and induction of a

phosphatase. C4 also downregulated expression of STAT3 regulated

oncogenic gene products and induced substantial apoptosis of HCC

cells. Finally, when administered i.p., C4 significantly inhibited the

growth of human HCC orthotopic tumors in athymic nu/nu mice

without exhibiting any systemic side effects.

Conclusion: Overall, these results suggest that pyrrolizidines

derivatives may exert their anti-cancer effects through the suppression

of STAT3 signaling cascade and may form the basis of novel therapy

for HCC patients.

PP0530

Intralesional rose bengal as an ablative immunotherapy
for hepatic tumors

Paul Goldfarb1,2, James Lyon1,2, Russell Low1,2, Sanjiv
Agarwala3, Alexander Rosemurgy4, Eric Wachter5

1Sharp Clinical Oncology Research, San Diego, USA; 2Sharp

Memorial Hospital, San Diego, USA; 3St Luke’s Hospital and Health

Network, Bethlehem, USA; 4Florida Hospital Tampa, Orlando, USA;
5Provectus Biopharmaceuticals, Inc., Knoxville, USA

Background: Intralesional (IL) rose bengal (i.e., PV-10, 10% rose

bengal disodium for injection) is a small molecule investigational

ablative immunotherapy that can yield high rates of complete

response and durable local control in cutaneous metastatic melanoma,

with global Phase 3 testing started in 2015. Ablation of injected
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melanoma tumors has been shown to elicit a tumor-specific T cell

response that may lead to regression of uninjected disease. A Phase 1

study to assess safety, pharmacokinetics, and preliminary efficacy of

percutaneous PV-10 in patients with non-resectable hepatocellular

carcinoma (HCC) or other cancer metastatic to the liver is underway

(NCT00986661).

Methods: Patients having at least one liver tumor C1 cm are

administered a single percutaneous injection of PV-10 to a designated

Target Lesion at 0.25 or 0.50 mL per cm3 lesion volume. Plasma

concentrations of PV-10 from 1 h to 28 days after injection are

measured. Radiologic assessments of the Target Lesion are performed

to determine response over initial 28-day and longer-term 9–15 month

follow-up intervals. Serum levels of potential liver injury biomarkers

are measured, and adverse events recorded. Patients with multiple

tumors may receive sequential injection of additional tumors upon

completion of the initial 28-day assessment.

Result: An initial six patients received PV-10 in two sequential dose-

escalation cohorts, with an additional 12 patients receiving PV-10 at

the 0.50 mL per cm3 dose level. Significant adverse events have been

observed in 4 of 18 patients, consisting of single incidents of injection

site reaction, photosensitivity reaction and lethargy that resolved

without sequelae, while 1 elderly patient with an 8.9 cm HCC lesion

experienced an apparent fatal thrombus. Among the 5 patients com-

prising the initial cohort (1 patient was enrolled twice for injection of

a second tumor), 3 remained alive at least 60 months after receiving

PV-10: 1 HCC patient had stable disease, and 2 patients (HCC and

metastatic colorectal carcinoma, respectively) had no evidence of

disease on long-term follow-up. PV-10 levels in plasma decreased

rapidly in a bi-exponential manner, and elevated liver enzyme levels

observed immediately after ablation subsided within a week.

Conclusion: Preliminary safety and efficacy in treatment of liver

tumors with PV-10 was observed in a predominantly western popula-

tion. Toxicity was generally transient, and the investigational treatment

had acceptable tolerability. The study is continuing to enroll partici-

pants at 4 study centers in the United States in two expansion cohorts to

assess safety and therapeutic activity in HCC and other cancers meta-

static to the liver. A Phase 1b/2 study of neoadjuvant PV-10 followed by

sorafenib in HCC patients is planned for greater China commencing in

2017 to assess safety and efficacy in an Asian population.

PP0531

Good manufacturing practice-compliant adenovirus-mediated
artificial microRNA targeting fgl2 protect against hepatocellular
carcinoma in mice

Dong Xi1, Ming Wang1, Wen Ding1, Haili Zhou1, Xiaoping Luo 2,
Qin Ning1

1Department and Institute of Infectious Diseases, Tongji Hospital,

Tongji Medical College, Huazhong University of Science and

Technology, Wuhan; 2Pediatrics Department, Tongji Hospital, Tongji

Medical College, Huazhong University of Science and Techolonogy,

Wuhan

Background: Fibrinogen-like protein 2/fibroleukin prothrombinase

(FGL2) contributes to tumor characteristic hypercoagulability and

promotes hepatocellular carcinoma xenograft tumor growth by the

enhancement of tumor cell proliferation and induction of angiogen-

esis. In the current study, Good Manufacturing Practice (GMP)-

compliant recombinant adenoviral vectors carrying constructed

microRNA (miRNA) targeting human fgl2 (hfgl2) (Ad-hfgl2-

miRNA) was manufactured and its interference effect on tumor cell

proliferation and growth of LM3 tumor xenograft was investigated.

Methods: Ad-hfgl2-miRNA was manufactured by replication-defi-

cient recombinant Ad vectors at GMP facilities. A large spectrum of

quality control is employed. hFGL2 expression was detected in

human tumor cells including LM3, Huh7, PLC, H460, CNE, Lovo,

Hela and TE-1 by FACS. The optimal multiplicity of infection (MOI)

was measured with immunofluorescence microscopy. Coxsackie and

adenovirus receptor (CAR) expression was detected in these cells by

FACS. Western blot analysis was performed and cell viability was

assayed using the Cell Counting Kit-8.LM3 tumor xenografts in nude

mice was established and the therapeutic effect of GMP-compliant

Ad-hfgl2-miRNA on hepatocellular carcinoma was evaluated in mice.

Result: GMP-compliant Ad-hfgl2-miRNA was manufactured suc-

cessfully. Quality control detection showed that the identity, quality,

purity, safety and biological properties of it are in compliance with

specifications. All these human tumor cells expressed hFGL2, and
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most of them expressed CAR. The protein expression of hFGL2

decreased significantly in Ad-hfgl2-miRNA interference group. CCK-

8 assay indicated that the knock down of hFGL2 expression was

sufficient to inhibit cell proliferation in dose-dependent manners in

human tumor cells. In LM3 tumor-bearing nude mice, the tumor

volume markedly decreased and the number of neovessels signifi-

cantly reduced following the intratumoral injection of GMP-

compliant Ad-hfgl2-miRNA.

Conclusion: Our data suggested GMP-compliant Ad-hfgl2-miRNA

inhibited HCC effectively in LM3 tumor xenografts in nude mice and

could represent a feasible approach against HCC.

PP0532

The treatment effect of TACE using cone-beam computed
tomography and automated tumor-feeder detection software:
a retrospective study

Daisuke Uehara1,2, Atsushi Naganuma1, Takeshi Hatanaka3,
Takashi Hoshino1, Ken Satou2, Satoru Kakizaki2

1National Hospital Organization Takasaki General Medical Center,

Takasaki, Japan; 2Gunma University Hospital, Maebashi, Japan;
3Maebashi Red Cross Hospital, Maebashi, Japan

Background: Selective transarterial chemoembolization (TACE) is

the recommended treatment for hepatocellular carcinoma (HCC). In

conventional TACE, the information yielded by 2D-digital subtrac-

tion angiography (DSA) has previously been insufficient information

for selecting small vessels. Recently, cone-beam computed tomog-

raphy (CBCT) and 3D-DSA have allowed highly accurate treatment

to be performed. In the present study, CBCT and an automated tumor-

feeder detection (AFD) software program were used to perform

ultraselective TACE. We analyzed the benefits and the treatment

effects of them.

Methods: We used angiographic image processors (Allura, Philips).

A high-resolution CBCT and AFD software (EmboGuide, Philips)

was also used to perform ultraselective TACE (Miyayama S et al.,

Abdom Imaging 39: 645–656, 2014). 91 cases were enrolled into the

EmboGuide (-) control group (Group C); and 77 cases were enrolled

into the EmboGuide (+) study group (Group E). The following

parameters were analyzed using the Mann–Whitney U test: age,

contrast agent dose, radioscopic time, radiation dose, number of

photographs, number of DSA sessions, treatment time and treatment

effect (TE). TE was evaluated according to the Response Evaluation

Criteria in Cancer of the Liver (RECICL) 2015 by the Liver Cancer

Study Group of Japan. In Group C, we excluded the cases who

underwent hepatic arterial infusion chemotherapy without emboliza-

tion, cases treated by balloon occluded-TACE, angiography-only,

HCC rupture and with insufficient data cases. In Group E, we

excluded cases in which breathing could not be stopped for a suffi-

cient length of time. Seventy cases in Group C and 42 cases in Group

E were included in the analyses.

Result: The mean ages of the patients in Groups C and E were 75.1

and 74.1, respectively (p = 0.711). The doses of contrast agent [ml] in

Groups C and E were 99 ± 28 and 109 ± 29, respectively (p =

0.028). The doses of radiation [mGy] in Groups C and E were 1107 ±

548 and 511 ± 298, respectively (p \ 0.001). The duration of

radioscopy [min] in Groups C and E was 32.6 ± 14.9 and 30.9 ±

13.3, respectively (p = 0.460). The treatment time [min] in Groups C

and E was 79.3 ± 23.5 and 80.4 ± 22.3, respectively (p = 0.77). TE

was evaluated by contrast enhanced CT or MRI at 3 months after

TACE. The RECICL scores in Groups C and E were 2.9 ± 0.5 and

3.0 ± 0.4, respectively (p = 0.03). The decrease in the radiation dose

of the E group was achieved due to an upgrade of angiographic image

processors. There was no significant difference in the treatment time;

however, approximately 10 min was required to use the AFD software

in Group E.

Conclusion: The high-resolution CBCT and AFD software program

showed sufficient performance in identifying the tumor-feeders of

HCC and contributed to a high technical success rate in ultraselective

TACE. TACE using EmboGuide improved TE, might help to reduce

the dose of radiation and to shorten the treatment time.

PP0533

Hepatic stem cell vaccine is superior to liver cancer cell vaccine
in generating the efficient antitumor immunity

Qi Zheng1, Jing Yang1, Yichao Zheng2, Jing Chen1, Rui yu Liu1,
Ji jia Jiang1

1Liver Disease Center, The First Affiliated Hospital of Fujian Medical

University, Fuzhou; 2Department of Gastroenterology, The First

Hospital of Zhangzhou, Zhangzhou

Background: Common antigens or cell-surface molecules are found

between various kinds of adult stem cells and tumor cells. Since HSC/

HPCs share cell surface antigens with liver cancer cells, both cell

types are potential cancer vaccine candidates that may generate

antitumor immunity against liver cancer. This study explores the

immune regulation mechanism of HSC vaccination in prevention and

treatment of liver cancer in a mouse model.

Methods: Herein we describe the efficacy of HSC-based vaccine in

the prophylaxis and treatment of subcutaneous liver cancer trans-

planted into adult mice. C57BL/6J mice were randomly assigned into

6 groups with 6 mice each group (HSC vaccine prevention group,

liver cancer cell prevention group, control group; and HSC vaccine

treatment group, liver cancer cell treatment group, control group)

Plasma was collected from vaccinated mice at the end of the exper-

iments. IgG level was tested using ELISA. The anti-tumor potential of

antibodies are detected by complement-dependent cytotoxicity

(CDC). Lymphocytes are separated from mice’s spleen and CTL-

mediated cell cytotoxicity was tested using the (LDH) Release Assay.

FCM is applied to detect the Treg/CD4+T cells ratio and the intra-

cellular cytokine IFN-c and IL-4 prodeced by splenic lymphocytes.

Result: In the prevention and treatment experiments, the average

tumor size and tumor weight of HSC vaccine group is less than

Hepa1-6 cells vaccine Group. Serum of HSC vaccinated hosts con-

tained high levels of IgG that bound to HCC cell and lead to cell lysis

in the presence of complement. CDC is more significant in HSC

vaccination group than in Hepa1-6 cell vaccination or PBS control

group. Splenic CTLs harvested from HSC vaccinated groups killed

more HCCs cell in vitro (at all effector:target ratios) than that har-

vested from Hepa1-6 cells vaccine. Flow cytometry analysis

demonstrated that the production of IFN-c by CD4+T cells was sig-

nificantly higher while the production of IL-4 by CD4+T cells was

significantly lower in HSC vaccines group compared with Hepa1-6

cells vaccine group. Splenic CD4+CD25+FoxP3+T (Tregs)/CD4+ T

ratio were lower in HSC vaccination group compared with Hepa1-6

vaccination group.

Conclusion: Our study has demonstrated the preventive and thera-

peutic effect of HSC vaccine in a mouse model of transplanted

hepatic carcinoma. We found that HSC vaccines conferred effective

antitumor immunity which was associated with the induction of

humoral and cellular responses that directly targeted Hepa1-6 cells.
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PP0534

One-pot synthesis of gold nanostars using plant polyphenols for
cancer photoacoustic imaging and photothermal therapy

Xiaolong Zhang1,2, Xiaolong Liu1,2, Jingfeng Liu1,2

1The United Innovation of Mengchao Hepatobiliary Technology Key

Laboratory of Fujian Province, Mengchao Hepatobiliary Hospital of

Fujian Medical University, Fuzhou; 2The Liver Center of Fujian

Province, Fujian Medical University, Fuzhou

Background: Branched plasmonic nanostructures have been found to

exhibit strong enhancement of the electromagnetic field surrounding

their multibranched petals. This feature endows them with improved

performance in surface-enhanced Raman scattering, photoacoustic

imaging, and photothermal therapy. The precisely controlled growth

of highly branched nanostructures with a one-pot surfactant-free

procedure is still challenging.

As a secondary plant metabolite, GA is widely known as antioxidant,

anticarcinogenic, and antibacterial agent. The simple and small size of

GA possesses both reducing (trihydroxyphenyl) and stabilizing (car-

boxylic acid) groups; thus, it is chose as a representative reductant for

the synthesis of Au NPs.

Methods: The AuNSs were prepared by a seedless method, in which

GA solution was directly added to the HAuCl4 solution and the

nanoparticle formed in 5 min. First, optical properties of AuNSs

based on different GA concentrations were studied. Meanwhile, the

UV–Vis-NIR spectra and transmission electron microscopy (TEM)

was then used to characterize the AuNSs.

The photothermal effect of AuNSs induced by NIR absorption was

investigated by monitoring the temperature change of with an NIR

laser. The cytotoxicity of AuNSs was tested and appeared to be good

biocompatible. Next, the photothermal ablation capacity of AuNSs

with cancer cells was investigated. We also test the AuNSs with

strong NIR absorption as photoacoustic molecular imaging probes.

Result: We present a simple seedless route to synthesize AuNSs

using GA as a reducing and stabilizing agent. The LSPR peaks of the

asprepared AuNSs could red-shift from UV–Vis to NIR region by

simply tuning the GA concentration. Meanwhile, this process is

accompanied with particle morphology change from spherical to

highly branched structure. The combination of AuNSs and NIR laser

irradiation could destroy the cancer cells, and the AuNSs could be

utilized as promising NIR-absorbing PTT agents for photothermal

cancer therapy. The AuNSs can work as effective contrast agents for

in situ NIR photoacoustic imaging.

Conclusion: In summary, we have successfully fabricated the highly

branched AuNSs through a facile one-pot synthesis method using a

natural plant polyphenol, GA, as the reducing and shape-directing

agent. Our synthesis is based on the seedless growth without addi-

tional surfactant. The asprepared AuNSs have a broad NIR absorption

band from 700 to 1000 nm. The AuNSs have been developed to act as

a theranostic nanoplatform for simultaneous PAI and PTT in living

cancer cells. Importantly, the AuNSs can efficiently kill cancer cells

under NIR laser irradiation. As the PAI contrast agents, strong pho-

toacoustic signals could be detected in the cancer cells which were

incubated with the AuNSs.

PP0535

Multifunctional PEG modified DOX loaded mesoporous silica
nanoparticle@CuS nanohybrids as photo-thermal agent
and thermal-triggered drug release vehicle for hepatocellular
carcinoma treatment

Lingjie Wu1, Ming Wu1

1Mengchao Hepatobiliary Hospital of Fujian Medical University,

Fuzhou

Background: Recently, controlled release approaches have captured

much attention due to their smart and finely controllable response,

which could reduce the drug side effects and further increase their

anti-cancer efficiency. Therefore, the combination of PTT therapy

with controlled drug release might be a very interesting new approach

for increasing the curative rates of HCC patients. MSNs have been

extensively applied as efficient drug delivery carriers due to their high

surface area, adjustable pore size, controllable morphology and

chemically modifiable surfaces. CuS nanoparticles have been devel-

oped as a new type of photothermal ablation agent for cancer. Herein,

we report the synthesis of PEG-modified DOXloaded MSN@CuS

nanohybrids as efficient dual-mode therapeutic agents, which have

combined PTT treatment with a controlled DOX release ability.

Methods: 1. Synthesis of citrate modified CuS NPs, 2. synthesis of

the amino-functionalized mesoporous silica nanoparticles (MSNs), 3.

preparation of the PEG-modified DOX-loaded MSN@CuS nanohy-

brids, 4. cytotoxicity of the PEG-modified MSN@CuS, 5.

measurement of the photothermal performance, 5. Photothermal

ablation ability of HepG2 cells with PEGmodified MSN@CuS, 6.

Doxorubicin-loaded efficiency, 7. NIR laser irradiation-induced drug

release, 8. cancer cell ablation efficiency of PEG-modified DOX-

loaded MSN@CuS nanohybrids, 9. the drug release behaviour of

PEG-modified DOX loaded-MSN@CuS nanohybrids inside cells

under NIR laser irradiation.

Result: The experimental findings indicated a significant photother-

mal ablation ability of the PEG-modified MSN@CuS nanoparticles

and thus clearly revealed that the PEG-modified MSN@CuS could act

as a potential NIR photo-absorber for PTT treatment of HCC. The

enhanced drug release under NIR irradiation can be attributed to the

heat generated by the photothermal effect of our nanohybrids. The

heat could dissociate the strong interactions between the DOX and

SiO2 and then cause the enhanced release of DOX molecules. The

results clearly proved that the local heat produced by NIR laser

irradiation could trigger DOX release from the nanohybrids, and these

results clearly proved that the local heat produced by NIR laser

irradiation could trigger DOX release from the nanohybrids.

Conclusion: In summary, we developed the PEG-modified DOX-

loaded MSN@CuS nanohybrids for the combination of photothermal

therapy and chemotherapy, with a triggered release feature to ablate

hepatocellular carcinoma cells. The developed nanohybirds have a

relatively high drug loaded efficiency, good biocompatibility and

excellent photothermal cytotoxicity; the loaded chemotherapy drug

(DOX) release could be easily triggered by NIR laser irradiation. The

PTT treatment combined with chemotherapy could further enhance

the cancer cell killing efficiency compared to any of the single

treatment approaches alone.
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PP0536

Magnetite nanocluster@poly(dopamine)-PEG@indocyanine
green nanobead with magnetic field-targeting enhanced MR
imaging and photothermal therapy in vivo

Ming Wu1, Xiaolong Liu1, Jingfeng Liu1

1Mengchao Hepatobiliary Hospital of Fujian Medical University,

Fuzhou

Background: Previously we have developed a core-shell nanocom-

posite of clusters of superparamagnetic iron oxide nanoparticles coated

with poly(dopamine) (SPIONs clusters@PDA) for magnetic field-tar-

geting, highly sensitive MRI and photothermal cancer therapy in vitro.

However, because of only a thin PDA (a new type of PTT agent) outer

layer in this nanocompsite, the PTT effect of this nanoparticle is still not

remarkable. Furthermore, the low stability in circulatory system in the

body remains generally unsolved problems for these thernostic agents.

In this work, this nanoparticle undergoes a further surface-modifica-

tion of PEG and subsequent adsorbing of ICG. Introduction of the

PEG layer on the surface of SPIONs clusters@PDA (SPIONs clus-

ters@PDA-PEG, SCPP) could prolong the circulation time in vivo,

thus facilitating biomedical applications. We expect the obtained new

nanoplateform (SPIONs clusters@PDA-PEG@ICG, SCPPI) possess

a good photostability and an excellent photothermal property, com-

pared with free ICG or SPIONs clusters@PDA. In addition, owing to

the strong magnetism of the SPIONs clusters core, we establish a

mouse model bearing subcutaneous HepG2 liver tumors, and inves-

tigate the magnetic targeting enhanced theranostic strategy for

selective photothermal ablation of tumors after tail intravenous

injection of SCPPI. Meanwhile, the safety evaluations of SCPPI are

also performed in vivo in this work.

Methods: Synthesis of SCPPI; Particle characterization; Stability of

adsorbed ICG on SCPPI; Temperature elevation induced by NIR laser

irradiation; Cell culture; In vitro cytotoxicity assay; In vitro pho-

tothermal therapy; Tumor model;In vivo MRI with magnetic field

targeting; Quantify the concentration of SCPPI in tumor; In vivo

magnetic field-mediated PTT; Haemolysis assay; Blood biochemical

analysis and histopathological examination.

Result: By attaching a magnet nearby the tumor site, we found that

the tumor homing of SCPPI was remarkably enhanced, as the tumor

site showed a much darker T2-weighted MR images, compared to the

non-targeted tumors. In addition, SCPPI exhibited an excellent PTT

efficacy based on combined effect of magnetite cluster, PDA and

ICG. Furthermore, the enhanced enrichment of SCPPI through mag-

netic targeting makes photothermal ablation of tumors more efficient

at a relative low dosage. Meanwhile, the developed SCPPI has

extremely good biocompatibility without changing the hemolysis

profile, and without affecting the functions of the major organs.

Conclusion: we have developed a core-shell magnetite nanoclus-

ter@poly(dopamine)-PEG@ICG nanobead (SCPPI) as a MF targeting

theranostic agent which can be used in tumor MR imaging and

photothermal therapy.

PP0537

Nanocluster of superparamagnetic iron oxide nanoparticles
coated with poly(dopamine) for magnetic field-targeting, highly
sensitive MRI and photothermal cancer therapy

Ming Wu1, Xiaolong Liu2, Jingfeng Liu1

1Mengchao Hepatobiliary Hospital of Fujian Medical University,

Fuzhou; 2Mengchao Hepatobiliary Hospital of Fujian Medical

University, Fuzhou

Background: MRI is a noninvasive imaging modality that provides

images with excellent spatial resolution by a precisely tuned radio

frequency wave. Superparamagnetic iron oxide nanoparticles

(SPIONs), a T2 contrast agents in MRI, had been widely used in

detecting disease, injuries or deficiencies in the liver, spleen, lym-

phnodes, and exhibited great application potential in the early

diagnosis of cancer. However, even with the contrast enhancement of

SPIONs, MRI still suffers from low sensitivity. Therefore, the

development of highly sensitive and tumour accumulation MRI

probes has attracted much attention for cancer early diagnosis.

Dopamine is a mimic of 3,4-dihydroxy-L-phenylalanine (L-DOPA)

which was secreted from mussels, and it can spontaneously poly-

merize to polydopamine (PDA). Recently, it has been reported that

PDA could be used as a novel photothermal therapy (PTT) agent, due

to its high photothermal conversion efficiency under near-infrared

(NIR) irradiation. Here, we further fabricated the SPIONs clus-

ter@PDA core-shell nanocomposite as a magnetic field-directed
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cancer theranostic agent, which combined the highly sensitive MRI

ability due to the extremely high relaxation rates of the SPIONs

cluster core, and the cancer cell killing ability due to the photo-

thermal conversion effect of the poly(dopamine) coating layer under

near-infrared (NIR) laser irradiation.

Methods: SPIONs cluster synthesis; preparation of polydopamine-

coated SPIONs cluster (SPIONs cluster@PDA); Characterization;

cell culture; Iron concentration quantification; temperature elevation

induced by NIR laser irradiation; Prussian blue staining; TEM study

of intracellular localization of SPIONs cluster @PDA; In vitro

magnetic resonance imaging; in vitro cytotoxicity assay; localized

photothermal cytotoxicity.

Result: The densely packed SPIONs cluster core could produce

enhanced MRI reflexivity (R2 and R2*), which could be further used

as a R2 or R2* contrast agent. Meanwhile, the poly(dopamine)

coating layer possessed high photothermal conversion efficiency

under the near-infrared (NIR) laser irradiation. In addition, our

nanocomposites could rapidly response to external magnetic gradient,

which could significantly increase its cellular uptake and subse-

quently enhance the MR imaging contrast and PTT ablation

efficiency.

Conclusion: A core-shell nanocomposite of superparamagnetic iron

oxide nanoparticles cluster coated with poly(dopamine) (SPIONs

cluster@PDA) is fabricated as a magnetic field-directed theranostic

agent, which combines the abilities of highly sensitive Magnetic

resonance imaging (MRI) and photothermal cancer therapy.

PP0538

Highly efficient loading of doxorubicin in Prussian Blue
nanocages for combined photothermal/chemotherapy against
hepatocellular carcinoma

Ming Wu1, Xiaolong Liu1, Jingfeng Liu1

1Mengchao Hepatobiliary Hospital of Fujian Medical University,

Fuzhou

Background: Prussian Blue (PB) is a clinic drug approved by the

USA Food and Drug Administration (FDA) for the treatment of

radioactive exposure, and PB nanoparticles have also been developed

as a new generation of PTCA due to their high absorption in NIR

region. However, the PB nanoparticles without hollow or porous

structures cannot encapsulate drugs with a high efficacy. Recently,

Yamauchi group have fabricated a novel Prussian Blue nanocages

(PBNCs) with hollow interior cavity and porous outer shell, and it has

been applied to loaded cisplatin and the loading efficacy was almost

achieving 100%, but only 5% of the loaded drugs could be released

even after 200 min incubation. Furthermore, the photothermal (PTT)

function of the PBNCs and their combination effect with cisplatin

have not been investigated in their report.

Inspired from the high payload of drug into the hollow and porous

nanoparticles, in this work, we fabricated PBNCs as the hydrophobic

drug delivery vehicles for DOX and further studied their combination

effects of PTT/chemotherapy against HepG2 cells. To the best of our

knowledge, the combination therapy effect of Prussian Blue

nanoparticles (PTT) and DOX (chemotherapy) have not been reported

previously.

Methods: The prepared PBNCs-DOX nanocomposites were charac-

terized by TEM and the FT-IR spectra; the highly payload ability of

DOX in PBNCs, the photothermal conversion efficiency and the pH

sensitive drug release behavior were also carefully investigated.

Furthermore, the combinated therapeutic effect of PTT/chemotherapy

of the PBNCs-DOX nanocomposites was studied by using CCK-8

assay and Calcein AM staining.

Result: The prepared PBNCs-DOX nanocomposites were character-

ized by TEM and the FT-IR spectra. Fluorescence intensity (FI)

measurements determined that the loading content of DOX in PBNCs

was as high as 33.0 wt% and that the loading efficiency was even up

to 88.4%. The DOX release from the PBNCs could be triggered by

the environmental pH and near infra-red (NIR) laser irradiation.

In vitro cytotoxicity assay demonstrated that the PBNCs-DOX

nanocomposites had significantly higher killing efficacy against

HepG2 cells in the presence of NIR irradiation, than those in the

absence of NIR irradiation or those in the presence of NIR irradiation

but treated with PBNCs rather than PBNCs-DOX nanocomposites

Conclusion: The PBNCs-DOX nanocomposites were successfully

developed for combining photothermal therapy with chemotherapy

for the ablation of hepatocellular carcinoma cells.

PP0539

Efficacy of radiofrequency ablation combined with TACE or PEI
for the liver tumor nearby major vessel

Chen Yong1

1Affiliated Tumor Hospital of Guangxi Medical University, Nanning

Background: To investigate the efficacy of radiofrequency ablation

(RFA) combined with transcatheter arterial chemoembolization

(TACE) or percutaneous ethanol injection (PEI) for the liver tumor

nearby major vessel.

Methods: A total number of 98 patients with liver tumor nearby

major vessel under ultrasound-guided RFA combined with TACE or

PEI from Jan.2008 to Jun.2012 including 60 cases of primary liver

cancer and 38 cases of hepatic metastases were retrospectively ana-

lyzed and a clinical comparison of its short-term and long-term

efficacy was made between this two groups.

Result: All patients were successfully treated, no patient died intra-

operatively and no bile duct stricture, bile leak, liver abscesses,

bleeding and other serious complications occurred postoperatively.

The complete necrosis rates of the primary liver cancer group and the

hepatic metastases group were 91.8% (56/61) and 90.2% (37/41)

respectively (P[0.05); the extrahepatic metastasis rates were 8.3 and

23.7% respectively (P\0.05); this two groups of 1, 3, 5-year survival

rates were 81.7, 46.7, 33.3% and 76.3, 36.8, 21.7% respectively (P[
0.05) and the 1, 3, 5-year survival rates were 91.7, 61.7, 34.9%, and

94.7, 71.1, 39.2% respectively (P[ 0.05).

Conclusion: RFA combine with TACE or PEI is a feasible and

effective treatment for the patients with liver tumor nearby major

vessel. The results suggest that the patients with liver metastases

compared with the primary liver cancer in the long-term survival may

have potential advantages.

PP0540

CdTe/CdS quantum dot-lipids complex selectively inhibits liver
cancer cell growth and induce apoptosis

Gaofeng Hu1, Linzhang Li1, Qianwen Lv1, Sisi Li1, Wei Xu1

1Department of Laboratory Medicine, The First Hospital of Jilin

University, Changchun

Background: Liver cancer is the second most frequent cause of death

in the worldwide population. Recent advances in nanomedicine have

provided a new approach to employ nanoparticles as imaging probes

and therapeutic agents in cancer theranostics. Quantum dots (QDs),
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especially cadmium based quantum dots, such as CdTe, CdTe/CdS

and CdSe–ZnS, known collectively as colloidal semiconductor

nanocrystals, have been studied extensively in the past two decades.

QDs is an appealing candidate for tumor labeling probes with sig-

nificant advantages over conventional fluorescent dyes. Alternatively,

the safety concern on the systematic toxicity of cadmium-based QDs

has placed a limit on their applications in biological research, as well

as an effective therapeutic agent for cancer treatment.

Methods: A complex of near infrared CdTe/CdS quantum dots coated

with lipids (QD-LC) was developed, and its toxicity on tumor and

normal cell lines was investigated. In the MTT assay, QD-LC dis-

played selectively for the induction of apoptosis in hepatocarcinoma

cell lines in a dose- and time dependent manner. It also showed

distinct selectivity for the induction of apoptosis of other tumor cell

lines when compared with controls. Through cell imaging or fluo-

rescence studies, QD-LC was more readily taken up via endocytosis

in HepG2 than HL-7702 cells after a 24h-coculture. QD-LC-induced

HepG2 cell apoptosis was concomitant with the activation of JNK-

caspase-3 intrinsic apoptosis signal pathway. The higher rate of QD-

LC endocytosis caused the delay of the latent period for microtumor

formation. In vivo study with a mouse model inoculated with H22

cells showed that QD-LC treatment inhibited tumor growth with a

reduction of 53.2% in tumor volume.

Result: The functionalized quantum dots-lipids complex (QD-LC)

inhibited cell viability in time and dose-dependent manner in both

normal and hepatocacinoma cell lines. Interestingly, the inhibitory

effect of QD-LC was found to have a higher selectivity for various

tumor cell lines. The selectivity of inhibition of QD-LC in tumor cell

lines might be the result of a higher trafficking rate of the compound

into the cell. QD-LC induced the activation of the JNK-caspase-3

intrinsic apoptosis signal pathway. In vivo experiment with animal

models indicated that the administration of QD-LC in a controlled

dose prolonged the latent period of tumor development and signifi-

cantly inhibited tumor growth without observable toxicity in major

organs of mice. Our results suggest that QD-LC may be a potential

therapeutic agent for the treatment of liver cancer.

Conclusion: The composite nanoparticle QD-LC has the ability to

selectively inhibited hepatocacinoma cell viability in vitro and sup-

pressed tumor growth in vivo via the induction of mitochondria

apoptosis. Administration of QD-LC under controlled conditions

appears to be a potential therapeutic drug for the treatment of liver

cancer.

PP0541

Phase I study of HLA-halfmatched allogeneic natural killer cell
therapy in patients with hepatocellular carcinoma

Yunbo Xie1, Jiyuan Zhang1, Tao Yang1, Lei Jin1, Ming Shi1,
Fusheng Wang1

1Research and Treatment Center of Infectious Diseases, Beijing

Background: Autologous natural killer (NK) cells transfusion is safe

and tolerable for the hepatocellular carcinoma (HCC) patients.

However, it is unclear whether allogeneic NK transfusion has a

similar effect for these patients. In this study, we evaluate the safety

of allogeneic NK cells transfusion in four patients with HCC based on

efficiently generated NK cells.

Methods: Four patients with HCC were enrolled in this study.

Peripheral blood mononuclear cells (PBMC) were derived from the

patients’ immediate family, then induced into NK ex vivo. We ana-

lyzed the viable, phenotypic, and functional characteristics of cultured

NK cells and evaluated the changes in liver, kidney and heart func-

tions of patients during and after the transfusion.

Result: About 2–5 9 109 cells were derived mononuclear cells from

50–80 mL donor peripheral blood, in which the purity of NK cells

ranged from 49 to 83%. The cytolytic assay showed the cultured NK

cells could kill HepG2 cells in dose-dependent manner, and the

cytotoxicity of NK cells were further enhanced by IL-2. During

transfusion, they were well tolerated, only 2 patients had a transient

increase in body temperature, no significant changes in liver, kidney

and heart functions were observed.

Conclusion: HLA-half matched allogeneic NK cell therapy in

patients with hepatocellular carcinoma is safe and tolerable.

PP0542

Dehydroascorbic acids-modified polymer micelles target cancer
cells to enhance anti-tumor efficacy of paclitaxel

Xiaoyu Pei1, Feifei Luo1,2, Jun Zhang1, Chen Jiang3, Jie Liu1,2

1Department of Digestive Diseases, Huashan Hospital, Fudan

University, Shanghai; 2Department of Immunology, School of Basic

Medical Sciences, Biotherapy Research Center, and Institute of

Biomedical Sciences, Fudan University, Shanghai; 3Key Laboratory

of Smart Drug Delivery, Ministry of Education, Department of

Pharmaceutics, School of Pharmacy, Fudan University, Shanghai

Background: Paclitaxel (PTX), especially albumin-bound PTX in

clinical, has displayed significant inhibition of tumor growth in patients.

But the systemic distribution and poor water solubility of PTX often

lead to severe side effects, consequently limiting the anti-tumor efficacy.

Methods: In this study, we developed a novel PTX-loaded polymeric

micelle drug delivery system. These self-assembled polymeric

micelles from core to outside consisted of poly L-phenylalanine

(pPhe), DTSSP linked poly L-lysine (pLys), poly ethylene glycol

(PEG) and dehydroascorbic acids (DHA). pPhe formed the

hydrophobic core to encapsulate PTX; DTSSPs on pLys covalently

cross-linked and formed disulfide bond to stabilize PTX from loss in

blood circulation; PEG improved solubility to lower toxicity of PTX

for its high hydrophilicity; DHA targeted tumors by specifically

recognizing GLUT1 mainly expressed on tumor cells.

Result: As expected, PTX was precisely released into tumor cells

with high dose of glutathione to break disulfide bond. Moreover, these

PTX-loaded polymer micelles significantly suppressed tumor cell

viability, proliferation, and migration in vitro, and also greatly

inhibited tumor growth and prolonged survival in tumor-bearing mice

without detectable side effects.

Conclusion: This new drug delivery system could reduce severe side

effects and enhance anti-tumor efficacy of PTX via peripheral stabi-

lization, low toxicity and tumor targeting.

PP0543

A case report: Safety, tolerability and treatment effectiveness
of two long-term follow-up hepatocellular carcinoma patients
in donafenib phase 1b clinical trail

Liu Jingrui1, Niu Junqi1, Ding Yanhua1, Xiao Ning2, Li Xiaojiao1,
Zhu Xiaoxue1

1The First Hospital of Jilin Universitiy, Changchun; 2The Fourth

Hospital of Jilin University, Changchun
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Background: Hepatocellular carcinoma (HCC) is one of the most

common cancer worldwide and is associated with chronic hepatitis B

or chronic hepatitis C or liver cirrhosis. Several therapies can be

applied to HCC at an early stage, including surgery, ablation, liver

transplantation. Transcatheter arterial chemoembolization (TACE)

can be applied to multinodular HCC without capsularincasion and

extrahepaticmetasis. But there are few therapies for unresectable ad-

vanced HCC. In 2005, the muti-kinase inhibitor of sorafenib was

approved by the FDA as the first systemic drug for the unre-

sectable advanced HCC patients. However, the Sorafenib

Hepatocellular Carcinoma Assessment Randomized Protocol

(SHARP) trail and the Asia-Pacific trail demonstrated that the sur-

vival benefit of sorafenib was limited. In these years, a number of

muti-kinase inhibitors were developed, but none of them examed have

shown superior survival benefit to sorafenib. The report of the two

HCC patients is from a randomized multicenter phase 1b study of

donafenib.

Methods: This is an open, random, multicenter, one-armed phase 1b

clinical trail of unresectable advanced HCC patients with two dose

groups (200 or 300 mg twice daily). CT was conducted every 2

months to assess the treatment effect. Safety was continuously

monitored by qualified medical personnel every month including

physical examination, vital signs, standard clinical laboratory tests,

12-lead electrocardiogram (ECG). Dosage adjustment can be con-

ducted according to the grade of adverse events.

Result: Both unresectable advanced HCC patients are male and

female. The 46-year-old male subject is a hepatitis B patient,

underwent HCC in Aug 2014 and partial hepatectomy in Sep 2014.

Computed tomograghy (CT) scans recurrence with pulmonary

metastasis in 19 Jan 2015. The target tumor diameter was 8.4 cm

when screening. The female is also with hepatitis B, underwent HCC

in Jan 2015 without treatment. The target tumor diameter was 5.4 cm.

They were randomized to receive 600 mg of oral donafenib treatment

twice daily. Donafenib was safe and generally well tolerated in them

with several adjustments of the dosage. The most commonly observed

adverse eventswere classified as grade 1 or 2, including hand and foot

skin reaction, diarrhea and rash. The treatment effects of the two

patients were partial response and stable disease respectively with the

tumor diameter 4.4 and 3.9 cm. The progression-free survival (PFS) is

92 and 84 weeks with continuous medication and pregressive disease

(PD) was not observed so far.

Conclusion: Donafenib is a potent muti-kinase inhibitor. The phase

1b study suggested that it is safe, tolerate and effectivein 300 mg of

oral donafenib treatment twice daily. The significantly prolonged PFS

of the two advanced HCC patients support to conduct a further large-

scale clinical trail to get more understandings about the novel drug.

PP0544

Stereotactic body radiotherapy for patients with small
hepatocellular carcinoma

Tao Zhang1, Jing Sun1, Huan Li1, Hui Wang1, Huijun Xu1,
Weiping He1, Xuezhang Duan1

1Radiation Oncology Center, Beijing 302 Hospital, Beijing

Background: According to the guideline, resection, liver transplan-

tation and radiofrequency ablation are the radical treatment options

for small hepatocellular carcinoma (sHCC). However, only 10–30%

patients with sHCC were eligible for curative therapies due to several

reasons. In recent years, technological advances have made it possible

to cure the sHCC by radiotherapy, but avoid the risk of radiation-

induced liver disease (RILD) at the same time. The CyberKnife(�) is

an stereotactic body radiotherapy (SBRT) system that allows for real-

time tracking of the tumor. it is the suitable option for sHCC patients

who were unsuited for resection, liver transplantation and radiofre-

quency ablation.

Objective: To evaluate the efficiency and safety of stereotactic body

radiotherapy for small hepatocellular carcinoma.

Methods: Between March 2011 and December 2012, a total of 28

sHCC patients treated with SBRT were enrolled in this study.

Patientes met all of following criteria: (1) the maximal diameter of the

tumors B3 cm; (2) without portal vein tumor thrombosis and lymph

node metastases; (3) without extrahepatic metastasis; (4) unsuit-

able for or rejecting other therapies; (5) Child–Pugh Classification

(CPC) AorB; (6) ECOG score 0 or 1; (7) single tumor. The median

size of tumors was 2.1cm (range 1.1–3.0 cm), A dose of 10Gy–15Gy

per faction was given over 3–6 consecutive days, resulting in a total

dose of 35Gy–60Gy. 27 patients which were implanted 3 to 5 fidu-

cials before 7–10 days of cyberknife therapy adopted respiratory

tracking and fiducial tracking at the same time, while one patient

adopted spine tracking.

Result: The median follow-up was 36 months (range 3–53 months).

Complete response (CR) was attained in 17 cases (60.71%), partial

response (PR) was attained in 8 cases (28.57%), stable disease (SD)

was attained in 2 cases (7.14%), progression disease (PD) was

attained in one case (3.58%). Overall response rate was 89.28%, and

the disease control rate was 96.42%. 13 patients have relapsed, among

which 3 patients were infield, 9 patients were outfield. There were 6

patients dead during the following-up period. Overall patients sur-

vival rates at 1, 2 and 3 years were 92.86, 85.71 and 78.57%,

respectively. Local control rates at 1, 2 and 3 years were 96.43, 92.86

and 89.28%, respetively. Toxicity mainly consisted of grade 1 and

grade 2 events.

Conclusion: Cyberknife is a safe and effective system for small

hepatocellular carcinoma, which affords good local control, high

overall survival rates and low toxicity. Cyberknife should be con-

sidered as an alternative treatment for patients with small

hepatocellular carcinoma which is unsuitable for surgical treatment.

PP0545

Chinese bayberry extract, isoquercitrin, effectively inhibits HCC
through mTOR mediated autophagy

Liyan Shui1, Bingjue Ye1, Yanning Liu1, Xian Li1, Kunsong
Chen1, Min Zheng1

1The State Key Laboratory for Diagnosis and Treatment of Infectious

Diseases, The First Affiliated Hospital, Zhejiang University.

Collaborative Innovation Center for Diagnosis and Treatment of

Infectious Diseases, Hangzhou

Background: Hepatocellular carcinoma (HCC) is the fifth most

common cancer worldwide, but only 20% of people with early HCC

may benefit from surgical resection and liver transplantation. Pre-

clinical and clinical studies have demonstrated that several natural

compounds with favorable safety and efficacy profiles can ameliorate

clinical symptoms of cancer patients. The present study investigated

the effect of four compounds found in Chinese bayberry extracts, on

HCC progression. It was shown in literature that many anticancer

natural compounds and extracts could initiate excessive and sustained

autophagy, which may lead to cell death and tumor shrinkage.

Complex signaling cascades control autophagy, with mTOR serves as

a master regulator. Our work aims to examine whether Chinese

bayberry extracts can impact on HCC through autophagy and its

mechanism of autophagy regulation.

Methods: We used the xCELLigence real-time cell analyzer (RTCA)

as a screening tool to assess cytotoxicity thresholds and physiological
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effects of the four compounds on HCC cells (HepG2, Hep3B and

Huh7). The anti-cancer activity of the effective compound, iso-

quercitrin, was examined in vitro. In the HCC cells, the apoptosis was

detected by Flow Cytometry, while cell viability was measured by the

CCK-8 Assay. The Hela eGFP-LC3 cells, which express fusion

protein combined light chain 3 (LC3) with enhanced Green Fluo-

rescent Protein (eGFP), were treated with isoquercitrin at various

concentrations (2.5, 5, and 10 lg/ml) for various time points.

Autophagy was identified by eGFP-labeled LC3. HCC cells were

incubated with isoquercitrin (0, 2.5, 5, 10 and 20 lg/ml) for 24h and

stained with LC3B. Intracellular LC3B fluorescence was analyzed by

confocal fluorescence microscopy. And the expression levels of

autophagy-associated proteins, such as mammalian target of rapa-

mycin (mTOR), phospho-mTOR (p-mTOR), p62 and LC3B, were

tested by Western Blotting.

Result: In our screens used the RTCA, one of the four compounds

found in Chinese bayberry extracts displayed anti-cancer activity.

Further analysis showed that the chemical composition of this com-

pound is isoquercitrin, a kind of flavonoids. We confirmed that

isoquercitrin could inhibit the proliferation of HepG2 and Huh7 in a

dose-dependent manner. We also found that isoquercitrin promoted

the development of autophagy in a dose- and time-dependent manner.

Compared with untreated group, LC3 in isoquercitrin-treated groups

resided primarily in the cytoplasm including cytoplasmic puncta

indicative of autophagosomes. Simultaneously, the expression levels

of mTOR, p-mTOR and p62 were down-regulation, while the LC3B

expression level was up-regulation by isoquercitrin-treatment in a

dose-dependent in HCC cells.

Conclusion: These results show clearly that Chinese bayberry

extract, isoquercitrin, effectively inhibits HCC through mTOR

mediated autophagy.

PP0546

The effect of DC-CIK cells pulsed with hepatoma cells antigens
in patients with primary hepatocellular carcinoma

Chuanmin Wang1, Yue Chen1, Li Liu1, Sen Luo1, Qin Lei1,
Zhongji Meng1,2

1Department of infectious diseases, Taihe Hospital, Hubei University

of Medicine, Shiyan; 2Institute of Biomedical Research, Taihe

Hospital, Hubei University of Medicine, Shiyan

Background: Cytokine-induced killer (CIK) cell immunotherapy

represents novel biotherapies for cancers. This study was designed to

evaluate the clinical effectiveness and safety of autologous DC-CIK

cells pulsed with hepatoma cells antigens in the treatment of patients

with primary hepatocellular carcinoma (PHC).

Methods: Twenty-four PHC patients were enrolled with written

informed consent. Peripheral blood mononuclear cells (PBMCs) were

isolated for the induction of DCs and CIK cells in the presence of rh-

GM-CSF and rhIL-4, and IFN-r, IL-2, and anti-CD3 monoclonal

antibody, respectively. DCs were pulsed with total antigens prepared

from hepatoma cell line a day prior mixed cultivating with CIK cells.

Effectiveness and safety of the immunotherapy for PHC were

evaluated.

Result: At month 1, 2, 4, and 6 post DC-CIK cells therapy, significant

increase in the proportion of peripheral CD3, CD4, and CD8, and

decrease in the level of serum AFP were revealed (P\ 0.05). HCC

lesions kept in stable in 14 cases (58.3%), in progress in 8 cases

(33.3%), and interestingly shrinked in 2 cases, 6 months post DC-CIK

cells therapy. 13/24 patients were followed up for a year, among

which 10 cases survived. There were no significant fluctuation in

serum levels of alanine aminotransferase (ALT), aspartate

aminotransferase (AST), and total bilirubin (TBil), and no sever

adverse effects was reported.

Conclusion: Hepatoma antigen-specific DC-CIK cells therapy could

improve the outcome and prognosis of HCC through immune control

of hepatoma cells, thus might play an important role in the treatment

of patients with PHC, especially when combined with current avail-

able therapeutics.

PP0547

Clinical research of gamma knife radiotherapy combined
with yiqijieduxiaoliu decoction in patients with advanced
hepatocellular carcinoma

Lin xiao Tian1, Wang Yu2, Cai li Li2

1No. 422 Hospital of PLA, Zhanjiang; 2No. 422 Hospital of PLA,

Zhangjiang

Background: To explore the clinical effect of Gamma Knife

Radiotherapy combined with yiqijieduxiaoliu decoction in the treat-

ment of advanced hepatocellular carcinoma.

Methods: 126 cases with advanced hepatocellular carcinoma were

randomly divided into two groups. In the period from May 2013 to

April 2016, 63 cases in the control group were treated with gamma

knife radiotherapy, and 63 cases In the Observation group, on the

basis of the treatment as control group, yiqijieduxiaoliu decoction was

prescribed for oral administration. After 3 months treatment, the

response rate, Karnofsky performance status, liver function, AFP and

survival time were observed.

Result: The total short-term efficiency was 87.8% in the observation

group and the difference was statistically significant (P \ 0.05)

compared with the control group (total effective rate 58.3%);

Karnofsky performance status, serum AFP decline, liver function and

Child–Pugh score in the observation group were significantly

improved compared with the control group, the difference was sta-

tistically significant (p\0.05 or 0.01). Adverse reactions were similar

in the two groups (p[ 0.05).

Conclusion: The combination of gamma knife combined with yiqi-

jieduxiaoliu decoction can prolong the overall survival, significantly

improve the symptoms and the quality of life of patients with

advanced liver cancer.

PP0548

The clinical outcome of combined 3-D conformal RT and TACE
for advanced HCC

Oscar Vargas Montealegre1,2,3, Hee Bok Chae1, Won Dong Kim4,
Ji Sun Lee5, Hyuk Soo Eun6, Seok Hyeon Kim6, Sun Yeong Ko7

1Department of Gastroenterology and Hepatology, Chungbuk

National University Hospital, Cheongju, Korea; 2Universidad

Autonoma de Centro America, San Jose, Costa Rica; 3Universitat

Pompeu Fabra, Barcelona, Spain; 4Department of Radiation

Oncology, Chungbuk National University Hospital, Cheongju, Korea;
5Department of Diagnostic Radiology, Chungbuk National University

Hospital, Cheongju, Korea; 6Department of Gastroenterology and

Hepatology, Chungnam National University Hospital, Daejeon,

Korea; 7Department of Gastroenterology and Hepatology, Konkuk

University School of Medicine, Chungju, Korea

Background: Hepatocellular carcinoma (HCC) represents the fourth

most common cause of cancer-related deaths in the world, and the
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third most common in Korea, where it causes 22.5 out of 100,000

deaths. In China, it is the fourth most frequently diagnosed cancer and

the second leading cause of cancer mortality.

Less than 15% of HCC patients have an indication for curative sur-

gery and/or liver transplantation. The usage of transarterial

chemoembolization (TACE) improved the patients’ survival rate, but

regretfully its antitumor effect was frequently incomplete, and it also

has potentially life-threatening complications.

In the past, radiotherapy had been limited due to the easy devel-

opment of Radiation-Induced Liver Damage (RILD). Since 3-D CRT

and IMRT started being applied several decades ago, the role of RT in

the management of HCC has been reconsidered.

Combining RT and TACE is beneficial to patients with unre-

sectable HCC. Meng et al reported in their systemic review and meta-

analysis of 17 trials involving 1476 patients who were mostly treated

with 3D-CRT, that patients treated with RT following TACE had a

better survival rate compared to patients treated with TACE alone.

Choi et al reported in their prospective phase 2 multicenter trial that

3D-CRT applied after an incomplete TACE treatment is a safe and

practical treatment option for patients with unresectable HCC.

Methods: 42 patients were retrospectively collected from June 2009

to June 2015. The patients in the treatment group received RT for a

tumor that was still viable after an incomplete TACE treatment. The

patients in the control group received only conservative treatment

after TACE treatment though the treatment outcome was identified as

an incomplete response.

The primary endpoint of our study was the recurrence-free survival or

RFS: the amount of months elapsed between the last TACE treatment

and the first time in which disease progression was evidenced through

the use of CT. Secondary endpoints were overall survival (OS) and

tumor response according to mRECIST after RT.

Result: The median RFS was 15 months (10.6–19.4) and 10 months

(9.0–11.0) for the treatment and control groups, respectively (p =

0.04). The overall survival (OS) was 22 months (14.3–29.6) and 21

months (0.1–52.1) for treatment and control group, respectively (p =

0.93). When the analysis was made, 11 out of 21 case patients

(52.38%) had passed away. The actuarial one, two and three year RFS

rates were 60.2, 25.8 and 17.2% respectively. Female sex is the only

good prognostic factor for RFS (p = 0.014). RILD was not observed

in any patients of the treatment group.

Conclusion: Our findings suggest that 3D Conformal RT following

TACE showed a longer RFS and no serious adverse outcomes. The

combined treatment of both 3D conformal RT and TACE could be a

favorable treatment option for both its safety profile and clinical

benefit in patients with advanced HCC.

Table 1. Patient baseline characteristics

PP0549

Classification of surgical difficulty for liver resection to predict
surgical outcome in patient with hepatocellular carcinoma

Jae Seong Jang1, Jai Young Cho2, Soyeon Ahn3, Ho-Seong Han2,
Yoo-Seok Yoon2, YoungRok Choi2, Seong Uk Kwon2, Sungho
Kim2, Jang Kyu Choi2

1Department of Surgery, Seoul National University Bundang

Hospital, Seoul, South Korea; 2Department of Surgery, Seoul

National University Bundang Hospital, Seoul, South Korea; 3Medical

Research Collaborating Center, Seoul National University Bundang

Hospital, Seoul, South Korea

Background: A complexity classification according to complexity

(low, medium, or high) for liver resection was recently proposed. We

compared this new classification with the conventional major/minor

classification.

Methods: We retrospectively reviewed 469 hepatocellular carcinoma

patients who underwent liver resection between 1 January 2004 and

30 June 2015. We compared the groups with discordant classification

and performance of both classifications for predicting power of

perioperative outcomes using receiver operating characteristic curve

analysis.

Result: Both classification effectively differentiated subgroups in

terms of intraoperative findings and short-term outcomes like blood

loss, transfusion rate, operation time, complication rate, postoperative

Hepatol Int (2017) 11 (Suppl 1):S1–S1093 S455

123



hospital stay (P \ 0.001, respectively). There was discrepancy

between the major/minor classification and the complexity classifi-

cation. 149 patients (43%) were classified as medium complexity and

13 patients (4%) as high complexity within minor operation group.

Within minor operation group, higher complexity groups showed

longer operation time (206.7 ± 111.5, 334.9 ± 162.1, 434.7 ± 197.5

min. for low, medium, and high complexity, respectively, P\ 0.001

between low and medium; P = 0.038 between medium and high).

Within the major operation group the high complexity group showed

longer operation time than medium complexity group (442.2 ± 141.8,

331.9 ± 114.6 min, respectively, P = 0.001). However, within each

groups according to the complexity classification, the differential

patterns between the minor or major group were subtle. The com-

plexity classification correlated with predicting blood loss [Area

under the curve (AUC) = 0.690 and 0.617, respectively; P = 0.001]

and operation time (AUC = 0.727 and 0.619, respectively; P\0.001)

better than the major/minor classification.

Conclusion: The new complexity classification provided additional

surgical difficulty information beyond the conventional classification.

PP0550

Laparoscopic liver resection for hepatocellular carcinoma located
in segment 7 or 8

Hanisah Guro1, Jai Young Cho2, Ho-Seong Han3, Soyeon Ahn4,
Yoo-Seok Yoon3, YoungRok Choi3, Jae Seong Jang3, Seong Uk
Kwon3, Sungho Kim3, Jang Kyu Choi3

1Department of Surgery, Amai Pakpak Medical Center, Marawi City,

Philippines; 2Seoul National University Bundang Hospital, Seoul,

South Korea; 3Department of Surgery, Seoul National University

Bundang Hospital, Seoul, South Korea; 4Medical Research

Collaborating Center, Seoul National University Bundang Hospital,

Seoul, South Korea

Background: Laparoscopic liver resection (LLR) for hepatocellular

carcinoma (HCC) located in the postero-superior segments was

reported as contraindication or difficult and segment 7 or 8 is con-

sidered as unfavorable location for LLR.

Methods: This retrospective study included 119 patients who

underwent LLR or open liver resection (OLR) for HCC located in

segment 7 or 8 between October 2004 and June 2015. The patients

were divided into two groups; LLR group (n = 58) and OLR group (n

= 61) according to the type of operation.

Result: There were no significant differences of preoperative

patients’ characteristics between two groups. The LLR group showed

more non-anatomic liver resection (60.3 and 27.9%, respectively; P\
0.001) compared with the OLR group. In the LLR group, the oper-

ative time (391.0 ± 191.7) was significantly longer than that in OLR

group (313.7 ± 102.7; P = 0.008). There were no significant dif-

ferences in variables of blood loss (1512 ± 2795 and 1066.3 ±

1234.6; p = 0.274), blood transfusion (29.3 and 23%; p = 0.429),

hospital stay (14.5 ± 23.27 and 13.0 ± 9.746; p = 0.670), post-

operative complication (22.4 and 32.8%; p = 0.206), severity of

complications according to Clavien-Dindo grade (13.8 and 19.7%; p

= 0.309) and resection margin (9.52 ± 8.30 and 9.19 ± 7.84; p =

.824). The 3-year overall (90.2% vs 81.2%, P = 0.096) and disease-

free survival (15.1% vs. 12.1%; P = 0.857) rates were similar in both

groups.

Conclusion: LLR for HCC located in segment 7 or 8 can be safely

performed.
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Predictors of intrahepatic spread in patients with Barcelona
Clinic Liver Cancer classification B hepatocellular carcinoma

Sukwon Suh1, Yoo Shin Choi1

1Chung-Ang University Hospital, Seoul, South Korea

Background: Transarterial chemoembolization (TACE) is indicated

for Barcelona Clinic Liver Cancer (BCLC) B hepatocellular carci-

noma (HCC), whether TACE provides any long-term survival benefit

remains unclear. We therefore investigated intrahepatic spread pre-

dictors to identify patients who would benefit from surgical resection

(SR).

Methods: First, we analyzed risk factors of micrometastases (the

possibility of intrahepatic spread), such as microvascular invasion or

poor histologic grade, in 38 BCLC B HCC patients who underwent

SR between January 2001 and December 2013. At second, we ana-

lyzed 54 BCLC B HCC patients who underwent TACE during the

same period and validated risk factors to determine their influence on

overall survival.

Result: Risk factors of micrometastases in SR patients was the levels

of a-fetoprotein (AFP) C110 or prothrombin induced by vitamin K

absence-II (PIVKA-II) C800 (HR = 9.500; 95% CI 2.075–43.502; P

= 0.004). The cumulative probability of tumor recurrence (P =

0.009) and overall survival (P = 0.001) after SR differed significantly

by the levels of AFP and PIVKA-II (Figure 1). After validation of risk

factors to TACE group, patients with SR and AFP\110 and PIVKA-

II\800 had superior survival outcomes than in other patients (Figure

2, HR 0.116; 95% CI 0.027–0.497; P = 0.004).

Conclusion: AFP and PIVKA-II levels predict intrahepatic spread

and overall survival; they should be considered when selecting SR as

a treatment for BCLC B HCC.

PP0552

Comparison of patterns and outcomes of liver resection
for hepatocellular carcinoma between two large centers
in the East and the West: a propensity-matched analysis

Tian Yang1, Parissa Tabrizian2, Sander Florman2, Wan-Yee
Lau1, Jun-Hua Lu1, Meng-Chao Wu1, Feng Shen1, Myron
Schwartz2

1Eastern Hepatobiliary Surgery Hospital, Second Military Medical

University, Shanghai; 2Recanati/Miller Transplantation Institute,

Icahn School of Medicine at Mount Sinai, New York, USA

Background: Differences of candidate selection and surgical practice

of liver resection for hepatocellular carcinoma (HCC) have been

widely acknowledged between Eastern and Western centers. How-

ever, comparative studies between them are still lacking. This study

aimed to compare patterns and outcomes of liver resection for HCC

between two large centers in the East and the West.

Methods: Data were retrospectively collected from those patients

who underwent curative resection for HCC in the Eastern Hepato-

biliary Surgery Hospital of Shanghai, China (the East group, n =

1229) and the Mount Sinai Hospital of New York, USA (the West

group, n = 268) from 2000 to 2011. Patients’ characteristics, opera-

tive variables, perioperative outcomes, overall survival (OS) and

time-to-recurrence (TTR) were compared between the two groups.

Propensity score matching analysis was used to minimize bias related

to patient selection and confounding variables.

Result: In the entire cohort, the East group had significantly worse

liver function and more advanced tumors, but their perioperative

mortality and overall and major morbidity rates were comparable

between the two groups. By balancing those confounding variables,

propensity score matching analysis created 239 pairs of patients in

both groups. In the propensity matched cohort, the OS and TTR rates
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were comparable between the East and West groups (P = 0.396 and P

= 0.979).

Conclusion: A vast heterogeneity of patterns of liver resection for

HCC existed between these two large centers from the East and the

West, but their surgical safety and long-term efficacy were actually

comparable.

Survival curves comparisons between the East and West groups in

the entire cohort.

Survival curves comparisons between the East and West groups in

propensity-matched cohort

PP0553

Efficacy of artificial ascites and artificial pleural effusion
in treatment of difficult-to-ablate hepatocellular carcinoma
tumors with percutaneous radiofrequency ablation

Hang Viet Dao1,2, Long Van Dao1,2

1Hanoi Medical University, Hanoi, Vietnam; 2Bach Mai hospital,

Hanoi, Vietnam

Background: Hepatocellular carcinoma (HCC) is a common disease

in the world as well as in Vietnam. Radiofrequency ablation (RFA) is

a local therapy to destroy tumor tissue by heat. In cases with difficult
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locations adjacent to other organs, artificial ascites and artificial

pleural effusion is a feasible and effective technique. Study aims: To

evaluate safety and efficacy of artificial ascites and artifical pleural

effusion technique in treatment of HCC tumors with percutaneous

RFA.

Methods: An interventional longitudinal study on HCC patients

having RFA indications (B3 tumors with each tumor size B3cm or

one tumor up to 5 cm; Child Pugh A or B) and the tumor location is

adjacent to diaphragm or vital organs such as kidney, gastrointestinal

tract and gallbladder. The needles used includes Soloist, LeVeen

needles (Boston Scientific RF3000 machine) and Cooltip 2.0, 3.0

(Covidien eSeries). The study was conducted in Gastroenterology

department of Bach Mai hospital from October 2013 to April 2016.

Result: 44 patients were performed 44 percutaneous RFA sessions in

which 41 sessions with artificial ascites, 3 sessions with artificial

pleural effusion. The mean age of patients is 57.6 ± 9.3 with the

predominant etiology being HBV (72.7%). The mean volume of fluid

for artificial ascites is 1795.2 ± 546.4 ml (750–2700 ml) and the mean

volume of fluid for pleural effusion is 1067.7 ± 115.47 ml

(1000–1200 ml). During procedure, 2 patients had bradycardia and

after procedure, 7 patients had right pleural effusion after artificial

ascites and 1 patient had hemothorx after artificial pleural effusion, all

were treated well by internal medicine. Fever and abdominal pain

occurred in 31.8% cases but in mild level. After 1 month, 37 patients

had complete response (84.1%) and 7 patients had partial responses

(15.9%) according to mRECIST criteria (92.1%). After treatment, 14

patients (31.8%) had better clinical response with weight gain and less

fatigue, 28 patients had stable weight (63.7%) and 2 patients lost

weight (4.5%). During follow-up time (14 ± 7.5 months), 4 patients

died (9.1%), 13 patients (29.5%) had recurrence with the mean pro-

gression time being 9 ± 6.4 months.

Conclusion: RFA with artificial ascites and artificial pleural effusion

is a feasible and effective technique for HCC patients having tumors

in difficult locations.

PP0554

Predictive factors for therapy response in hepatocellular
carcinoma patients treated with radiofrequency ablation

Hang Viet Dao1,2, Long Van Dao1,2

1Hanoi Medical University, Hanoi, Vietnam; 2Bach Mai hospital,

Hanoi, Vietnam

Background: Hepatocellular carcinoma (HCC) is a common malig-

nancy worldwide and in Vietnam. Radiofrequency ablation (RFA) is a

local therapy to destroy tumor by heat, however, not many studies in

our country have been conducted to analyze factors correlating to

response prognosis. Study aims: 1. To evaluate response after RFA 1

month, 3 months, 6 months, 1 year, 2 years and 3 years; 2. To

evaluate factors correlating to response prognosis.

Methods: Interventional, follow-up study for HCC patients stage

Barcelona (BCLC) A treated RFA from Oct/2011 to June/2016 in

Gastroenterology department of Bach Mai hospital.

Result: 130 patients with 410 RFA sessions were followed up 30.0 ±

11.1 months. After 1 month, the percentage clinical symptoms

improvement and weight gain were 67.8 and 46.2%, respectively. The

complete necrosis rate was 79.3%. The response percentage according

to mRECIST criteria after RFA 1 month, 3 months, 6 months, 1 year,

2 years and 3 years were 96.1, 96.2, 90.7, 91.1, 79.8 and 88.9%. Cox

regression analysis recorded tumor size had negative correlation with

1 month-response (p = 0.01, r = 0.26); mRECIST after 1 month had

positive correlation with 1 year response (p = 0.04 và r = 0.19); past

history of other therapies had negative response with 2 year response

(p = 0.03 và r = 0.23).

Conclusion: Tumor size, response after 1 month and past history of

other therapies are prognostic factors for response over time.

PP0555

Advanced-stage hepatocellular carcinoma: who will benefit
from the treatment of TACE monotherapy compared with TACE
plus sorafenib?

Bin-Yan Zhong1, Gao-Jun Teng1

1Zhongda Hospital, Southeast University, Nanjing

Background: We aim to compare the efficacies between transarterial

chemoembolization (TACE) monotherapy and TACE plus sorafenib

in patients with advanced-stage hepatocellular carcinoma (HCC) as

well as to establish a prognostic prediction model to determine who

will benefit from the TACE monotherapy.

Methods: Of 115 consecutive patients with advanced-stage HCC

(Barcelona Clinic Liver Cancer stage C), 77 (67%) underwent TACE

monotherapy (monotherapy group), the remaining 38 (33.0%)

patients received TACE plus sorafenib (combination group) between

January 2010 and December 2014. In TACE group, independent risk

factors associated with prognosis were identified by univariate and

multivariate analyses and a prognostic prediction model was estab-

lished to find out who will benefit from TACE monotherapy.

Result: The median overall survival (OS) of the patients in TACE

group was significantly shorter than those in combination group (7.7

vs. 13.9 months; p \ 0.0001). In TACE group, portal vein tumor

thrombus (PVTT), number of HCC nodules, and Child–Pugh (CP)

stage were independent risk factors of treatment outcome. The

prognostic prediction (PP) model, PP score = PVTT (0 if no, 5 if

branch invasion, 6 if main invasion) + number of nodules (0 if 1, 4 if

2–3, 5.5 if [3) + CP stage (0 if A, 4 if B). Patients with PP score
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\5.25 had a significant longer OS than those with PP score [5.25

(13.9 months vs. 6.5 months; P\ 0.0001).

Conclusion: Advanced-stage HCC patients with PP score\5.25 may

benefit from the TACE monotherapy.

PP0556

Incidence and risk factors for liver abscess after thermal ablation
of liver neoplasm

Xiu-feng Su1, Na Li2, Xu-fang Chen1, Lei Zhang3, Ming Yan4

1Department of Oncology, Yantai Affiliated Hospital, Binzhou

Medical University, Yantai; 23Department of Rheumatology, Yantai

Affiliated Hospital, Binzhou Medical University, Yantai;
3Department of Infectious Diseases, Yantai Affiliated Hospital,

Binzhou Medical University, Yantai; 4Department of Geriatric

Gastroenterology, Qilu Hospital, Shandong University, Jinan

Background: Radiofrequency ablation (RFA) and microwave abla-

tion (MWA) are the most frequently used thermal ablation methods

for the treatment of liver cancer. Liver abscess is a common and

severe complication of thermal ablation treatment. The objective of

this study was to determine the incidence and risk factors of liver

abscess formation after thermal ablation of liver cancer.

Methods: The clinical data of 423 patients who underwent 691

thermal ablation procedures for liver cancer were collected in order to

retrospectively analyze the basic characteristics, incidence, and risk

factors associated with liver abscess formation. Patients with multiple

risk factors for liver abscess formation were enrolled in a risk factor

group, and patients with no risk factors were enrolled in a control

group. The chi-square test and multiple logistic regression analysis

were used to analyze the relationship between the occurrence of liver

abscesses and potential risk factors.

Result: Two hundred and eight patients underwent 385 RFA proce-

dures, and 185 patients underwent 306 MWA procedures. The total

incidence of liver abscesses was 1.7%, while the rates in the RFA

group (1.8%) andMWA groups (1.6%) were similar (P[ 0.05). The

rates of liver abscesses in patients who had Child–Pugh class B and

class C cirrhosis (P = 0.0486), biliary tract disease (P = 0.0305),

diabetes mellitus (P = 0.0344), and porta hepatis tumors (P = 0.0123)

were 4.0, 6.7, 6.5, and 13.0%, respectively. There was a statistically

significant difference between these four groups and the control group

(all P \ 0.05). The incidence of liver abscesses in the combined

ablation and percutaneous ethanol injection (PEI) group (P = 0.0026)

was significantly lower than that of the ablation group (P\ 0.05).

Conclusion: The incidence of liver abscesses after liver cancer

thermal ablation is low. Child–Pugh Class B and Class C cirrhosis,

biliary tract disease, diabetes mellitus, and porta hepatis tumors are

four significant risk factors. Combinedablation and PEI reduces the

rate of liver abscesses.

Figure 2. One patient with Child–Pugh Class-C cirrhosis underwent

MWA treatment of liver cancer with percutaneous puncture. A, A

contrast-enhanced transverse CT scan shows that a 2.82.1 cm liver

tumor (arrow) was present on liver segment IV, and an irregul

Table 4. Relationships between Risk Factor Variables and Abscess

Formation in Patients with Hepatic Malignancies after RFA and

MWA Treatment

PP0557

Systematic review of hepatic resection for intermediate and/
or advanced hepatocellular carcinoma controversies and evidence

Tian Yang1

1Eastern Hepatobiliary Surgery Hospital, Second Military Medical

University, Shanghai

S460 Hepatol Int (2017) 11 (Suppl 1):S1–S1093

123



Background: Symptoms of early hepatocellular carcinoma (HCC)

often go unnoticed, so more than half of patients with primary HCC

are diagnosed after their disease has already reached an intermediate

or advanced stage, or after portal hypertension has appeared. While

hepatic resection is widely recognized as a first-line therapy to treat

very early or early HCC, its use in treating intermediate or advanced

HCC or HCC involving portal hypertension remains controversial.

Here we review PubMed-indexed literature covering the use of hep-

atic resection for such patients. The available evidence strongly

suggests that, as a result of improvements in surgical techniques and

perioperative care, hepatic resection can benefit many patients with

intermediate or advanced HCC or with HCC associated with portal

hypertension.

Conclusion: Hepatic resection to treat HCC is associated with the

best outcomes when the patient has only one tumor and no

macrovascular invasion or portal hypertension. Various and world-

wide spread reports suggest that surgery could be a proper treatment

also for many patients with intermediate or advanced disease or with

disease involving portal hypertension, as long as preserved liver

function is adequate. There is now room, rather than debating whether

or not surgery should have a room for these patients, for focusing

better on selection criteria to further enhance the prognostic benefits

of resection.

PP0558

Hepatic resection for isolated breast cancer liver metastasis;
single center experience

Sung Pil Yun1, Hyung Il Seo1

1Pusan National University Hospital, Pusan, South Korea

Background: Liver metastases occur frequently in women with

metastatic breast cancer, but metastatic breast cancer almost associ-

ated with extrahepatic metastasis. Hepatic metastases without

extrahepatic metasases are 4–5% of metastatic breast cancer, and the

available treatments are limited and ineffective. The results after

hepatic resection for selected BCLM showed improved outcomes

with 5-year survival ranging from 16 to 61%. The aim of this study is

to review the outcome of selected patients with BCLM after hepatic

resection in single center.

Methods: Between November 2011 and January 2014, 6 patients

underwent hepatic resection for BCLM in Pusan National University

Hospital, Busan, Korea. All patients received hepatic resection to

achieve an R0 resection. The patients were followed closely until

March 2016. The patients without extrahepatic disease in imaging

study such as CT, MRI, bone scan and PET CT, was selected for

hepatic resection. If R0 resection available and low operative risk in

preoperative tests, the patients underwent surgery. And all patients

received informed consent.

Result: 1 of 6 patients was synchronous metastases and 5 of 6 patients

were metachronous metastases. The time interval between initial

breast cancer and detection of liver metastases excluding 1 patients

with synchronous metastases was 55.2 months. The initial lymph

node metastases of breast cancer was found in 4 patients and 2

patients were ER and PR negative. All patients received adjuvant

therapy after breast cancer surgery depending on their hormone

receptor status and tumor stage except synchronous metastases. Major

liver resection (above three segments) was performed in 4 patients.

Radiofrequency ablation was performed in 1 patient who had hepatic

metastases recurrence. Case 5 detected PNI positive in resected liver

specimen and this patient showed earlier and aggressive recurred

pattern. First recurrent site after hepatic resection was liver, and then

other organ metastases was detected in imaging study after liver

metastases. All patients received postoperative adjuvant chemother-

apy after hepatic resection and HER2 receptor was positive in case 2,

case 5 and case 6. Case 2 and case 5 used trastzumab after hepatic

resection. But case 6 did not use trastzumab because of liver metas-

tases was found during adjuvant therapy of trastzumab. Case 1, case 3

and case 4 was used cytotoxic agent after hepatic resection. There was

difference in hormone receptor status between primary breast cancer

and liver metastases, but no difference in HER-2 status. The 1-year

and 3-year overall and disease free survival rates after hepatic

resection were 100%/80% and 83.3%/83.3%.

Conclusion: Curative resection of breast cancer liver metastasis may

be considered as one of a multimodal treatment of the metastatic

disease. It has benefit for a few patients, and should be needed

absolute selection criteria.

PP0559

Transarterial chemoembolization combined with radiofrequency
ablation for hepatic carcinomas: a systematic review and meta-
analysis

Kai Zhang1, Zheng Li2, Xueliang Yang1, Shumei Lin1

1First Affiliated Hospital, School Of Medicine, Xi’an Jiaotong

University, Xi’an; 2The First Affiliated Hospital of Lanzhou

University, Xi’an

Background: To evaluate the clinical efficacy and safety of tran-

scatheter arterial chemoembolization (TACE) combined with

radiofrequency ablation (RFA) for primary hepatic carcinomas, and to

provide the reference for clinical practice and research.

Methods: We searched international databases as Cochrane Library,

PubMed, EMbase, Web of Science and Chinese ones as CBM, CNKI

and Wanfang with computer, and also retrieved other sources as

supplying, such as tracing related references. All relevant clinical

controlled trials (CCTs) were collected to compare combination

therapy and TACE or RFA alone. After literature screening, data

extraction and quality evaluation independently conducted by two

authors according to the protocal, meta-analyses were performed

using the RevMan 5.3 software.

Result: Finally, 21 CCTs were included, and a large sample of 2243

patients were involved to perform the meta-analysis. Fifteen papers

were published by SCI journals in English, and the remaining six

articles were published in Chinese. Meta-analysis showed: � The 1-2-

3-4-5-year overall survival rate of the combination therapy group

were superior to TACE alone, and there were all significant difference

(P \ 0.05). Compared with TACE alone, combination therapy was

associated with a significant reduction in recurrence rate (P\ 0.05).

There were no significant difference on the incidence of adverse

reactions. ` The 1-2-3-4-5-year overall survival rate and recurrence-

free survival rate of the combination therapy group were superior to

RFA alone, and there were all significant difference (P \ 0.05).

Compared with RFA alone, combination therapy was associated with

a significant reduction in recurrence rate (P \ 0.05). There were no

significant difference on the incidence of adverse reactions. ´

Comparing combination therapy with RFA alone for small (B3 cm)

HCCs, the difference of 1-2-3-4-5-year OS and 1, 4-years RFS were

no statistically significant, however, combination group was associ-

ated with a significant improvement in 2, 3, 5-years RFS (P\0.05).

Conclusion: Compared with TACE alone, TACE combined with

RFA can improve long-term overall survival rate; Compared with

RFA alone, TACE combined with RFA can improve long-term

overall and recurrence-free survival rate; additionally, it is safe and
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feasible. But for small HCCs, it’s limited for the benefit from com-

bination therapy compared with RFA alone.

Figure. 1. Selection of trials for the meta-analysis

PP0560

Combination therapy of CT-guided percutaneous ablation
and transarterial chemoembolization improves overall survival
for patients with colorectal cancer liver metastases

Wang Yang1, Yuan Zhu Hui1, Chen Hui2, Zheng Jia Sheng1, Li
Wei1

1Beijing Youan Hospital, Capital Medicine University, Beijing;
2School of Biomedical Engineering, Capital Medical University,

Beijing

Background: A total of 1,360,600 estimated new cases of colorectal

cancer (CRC) were recorded worldwide in 2012. Approximately half

of them will develop colorectal cancer liver metastases (CRCLM),

contributing to the poor prognosis of CRC. For R0-re-

sectable CRCLM, surgical resection is performed as the criterion

standard currently. However, approximately 80% of CRCLM patients

are ineligible for resection. Ablation techniques, including

radiofrequency ablation (RFA), microwave ablation (MWA), etc., are

safe and efficacious alternatives for those unsuitable for surgery or

suffering from posthepatectomy relapse.

Methods: In our study, 96 patients with CRCLM underwent curative-

intention ablation (n = 37) or palliative-intention ablation (n = 59)

with or without pre-and/or postoperative TACE. Overall survival

(OS) and progression-free survival (PFS) were evaluated, and further

analysis of prognostic factors were performed.

Result: The 1-, 3-, and 5-year OS rates were 72.1, 30.2, and 16.1%,

respectively. Median OS was 24.5 months. Univariate and multi-

variate analysis results indicated that postoperative TACE was an

independent protective factor, median survival in patients with and

without postoperative TACE were 34.6 and 15.7 months, respectively

(P = 0.04). Further subgroup overall survival analysis showed a

significantly better efficiency of postoperative TACE in patients with

multiple metastases and insufficient ablative margin. Ablative margin

was an independent prognostic factor for both OS and PFS. Ablative

margin of 0, 1–5, and[5 mm contributed to a median OS and PFS of

13.7 and 2.9 months, 34.6 and 5.5 months, 55.4 and 18.6 months,

respectively. No deaths were recorded within 30 days after ablation.

Conclusion: In conclusion, these preliminary results indicate that CT-

guided percutaneous ablation combined with postoperative TACE

was an efficacious and safe strategy for CRCLM patients, and

exceedingly promising for those with unresectable metastases who

failed from heavily pretreatment, comparing to ablation alone.

Multivariate analysis results for OS and PFS predictors. OS, overall

survival; PFS, progression-free survival; HR, hazard ratio; CI, con-

fidence interval; TACE, transarterial chemoembolization

Survival curves of the patients with colorectal cancer liver metastases

after ablation. The graph displays the overall survival of the entire

cohort (A), survival rates classified by treatment intention (B), post-

operative TACE (C), and minimal ablation ma
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PP0561

Comparative survival analysis of adjuvant therapy with iodine-
131-labeled lipiodol to hepatic resection of primary hepatocellular
carcinoma: a meta-analysis

Yuan Huang1, Lin Gong1, Shiwei Yang1, Riga Su1, Jiahong Dong1

1Center for Hepatobillary and Pancreatic Diseases, Beijing Tsinghua

Changgung Hospital, Medical Center, Tsinghua University, Beijing

Background: Adjuvant therapies play an important role in delaying

the recurrence of hepatocellular carcinoma (HCC) in patients with

resectable tumor. Among the available options, use of radionuclides is

an effective strategy. This meta-analysis aims to examine the evi-

dence pertaining to the effectiveness of adjuvant therapy with intra-

arterial iodine-131-labeled lipiodol (131I-lipiodol) to hepatic resection

of HCC.

Methods: A literature survey was conducted of multiple electronic

databases including PubMed/Medline, Embase, CINAHL, Cochrane

library, and Google Scholar using various combinations of the most

relevant key terms. The odds ratio-based meta-analysis of recurrence

and survival rates was performed with RevMan software (version 5.2)

using a random-effect model. Heterogeneity was assessed by v2 and I2

statistics.

Result: When compared with the resection-only group, recurrence

rates at 2 and 5 years were significantly lower in patients who

received adjuvant therapy with intra-arterial 131I-lipiodol, with a

corresponding odds ratio (95% confidence interval) of 0.45

(0.29–0.70) and 0.52 (0.32–0.85), respectively. The 3- and 5-year

overall survival rates were found to be significantly higher in patients

who received adjuvant therapy with 131I-lipiodol than in patients who

were not given any adjuvant therapy. Between-study statistical

heterogeneity was moderate.

Conclusion: Postoperative adjuvant therapy with intra-arterial 131I-

lipiodol to hepatic resection of HCC significantly improves overall

and disease-free survival rates and reduces recurrence rates. However,

well-designed randomized trials are needed to arrive at conclusive

evidence.

PP0562

Does main portal vein tumor thrombus (VP4) increase risk
of hepatic decompensation of sorafenib as recommendation
of JSH consensus-based guideline?

Yuan-hung Kuo1, Sheng-Nan Lu1

1Kaohsiung Chang Gung Memorial Hospital, Kaohsiung

Background: Sorafenib is not recommended for advanced hepato-

cellular carcinoma (HCC) patients with Vp4 (portal invasion at the

main trunk) by the Japan Society of Hepatology (JSH) due to fearing

hepatic failure. This study aimed to elucidate the safety and efficacy

of sorafenib monotherapy on HCC with macro-vascular invasion

(MVI).

Methods: A total of 415 consecutive advanced HCC patients received

sorafenib in our hospital. Patients with only MVI and sorafenib

monotherapy were retrospectively enrolled.

Result: We enrolled 113 (27.2%) patients, including 56 (49.5%) Vp3

(portal invasion at the first branch) and 57 (50.5%) Vp4. Their median

intervals of follow-up and sorafenib-use were 7.8 and 2.7 months,

respectively. Using sorafenib, more Vp4 had hepatic decompensation

(HD) (37 VS 18.2%, p = 0.028) than Vp3 patients. The multivariate

analysis showed Vp4 (odds ratio: 2.76; 95% CI 1.04–7.34, p = 0.042)

and baseline alpha-fetoprotein (AFP) C 200 ng/ml were associated

with HD. Dividing our patients into four subgroups as Vp3 + AFP\
200 ng/ml, Vp3 + AFP C 200 ng/ml, Vp4 + AFP \ 200 ng/ml and

Vp4 + AFP C 200 ng/ml, the proportions of HD were 16.7, 19.4, 16.7

and 55.2%, respectively (p = 0.002). The overall survival were dis-

tributed with a significant decreasing trend as 10.2 ± 4.4, 6.5 ± 1.0,

6.0 ± 1.3 and 2.5 ± 0.5 months (p = 0.001).

Conclusion: We found only Vp4 plus AFP C200 ng/ml could induce

more HD and miserable prognosis than Vp3 patients. Hence, in Vp4

patients with higher AFP, sorafenib should not be the first-line

treatment due to limited survival benefit.

PP0563

Usefulness and safety of radiofrequency ablation for elderly
patients with hepatocellular carcinoma

Junya Oribe1, Koichi Honda1, Masao Iwao1, Masanori Tokoro1,
Mie Arakawa1, Mizuki Endou1, Masataka Seike1, Kazunari
Murakami1

1Department of Gastroenterology, Faculty of Medicine, Oita

University, Oita, Japan

Background: The number of elderly patients with hepatocellular

carcinoma (HCC) is increasing. Compared with non-elderly patients,

elderly patients with HCC often have many age-related comorbidities

that may complicate radiofrequency ablation (RFA) treatment. This

study examined the current state of RFA for elderly patients with

HCC.

Methods: This retrospective study, 312 patients with HCC who

underwent percutaneous RFA at our hospital from January 2006 to

March 2016 and divided them into two age groups: those\80 years

old (Non-elderly group) and those C80 years old (Elderly group). Of

these patients, 191 had a first- occurrence of HCC. The clinical

characteristics on admission, complications, and cumulative survival

rate after the first RFA session were reviewed. The total number of

RFA sessions in all patients was 1251, and the total numbers of

patients with RFA complications were compared between the two

groups. The two groups were compared using the Mann–Whitney

U test and chi-square test. The cumulative survival rate was deter-

mined from the Kaplan–Meier curve and compared with the log-rank

test. We considered P\ 0.05 to be significant.

Result: Regarding the clinical characteristics, the serum total biliru-

bin and AFP levels were lower in the Elderly group than the Non-

elderly group (p\ 0.05), and the HCC size was smaller in the Non-

elderly group (p \ 0.05). More patients in the Elderly group had

cardiovascular disease before RFA than did patients in the Non-

elderly group (p \ 0.05). There were 12 (7.1%) patients with RFA

complications in the Non-elderly group (n = 168), and one (4.3%) in

the Elderly group (n = 23) which was not significantly different. The

total cumulative survival rate in the Elderly group was lower than that

in the Non-elderly group (p \ 0.05). The cumulative liver disease -

related survival rate did not differ significantly between the two

groups (p = 0.09). The total number of RFA sessions in the Elderly

and Non-elderly groups was 1037 and 214, respectively. There were

six (2.8%) and 34 (3.3%) cases with complications in the Elderly and

Non-elderly groups, respectively, which was not significantly

different.

Conclusion: RFA is a safe, effective treatment for elderly patients

with HCC, but it must be performed with care.
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PP0564

Microwave ablation of hepatocellular carcinoma: results
and prognostic factors in 159 patients with cirrhosis

Dezhi Zhang1, Wenzhao Liang2, Yupeng Zhu1, Junqi Niu3,
Yingqiao Zhu1, Lei Liu3, Xiadong Du3

1The First Hospital of Jilin Universitiy, Changchun; 2China-Japan

Union Hospital of Jilin University, Changchun; 3The First Hospital of

Jilin University, Changchun

Background: For the treatment of small hepatocellular carcinoma,

microwave ablation is in some centers considered as a first-line

therapertic option. However, such a strategy is still under debate with

regard to tumor and patient characteristics.

Methods: This survey is a cohort study conducted as a retrospective

analysis of database in a single center. All patients were diagnosed

hepatocellular carcinoma according AASLD and EASL guidelines. A

specialized multidisciplinary team established in our center discussed

the management of hepatocellular carcinoma case by case. From July

2014 to Aug 2016, 159 consecutive patients with cirrhosis received

microwave ablation as first-line treatment for up to three HCC B5 cm.

The microwave ablation was guided by ultrasound. Contrast-en-

hanced CT or MRI was performed for evaluation during the follow-up

period.

Result: From July 2014 to Aug 2016, 159 patients with 212 tumors

(mean diameter: 24 ± 10 mm) were involved in this study. 163

microwave ablation sessions were performed (14 patients received

two ablation sessions). No major complications occurred. The mean

follow-up period was 9.3 months (range 1.2 to 24.6 months). During

the follow-up period, only one patient died because of gastrointestinal

hemorrhage. Five patients had local tumor progression (5/212).

Twenty five patients had intrahepatic recurrence (25/159). The first

and second year local tumor progression rates were 1.6 and 3.9%. The

first and second year intrahepatic recurrence rates were 19.2 and

27.6%. Factors associated with local tumor progression were tumor

size (p \ 0.005) and tumor location (p \ 0.005). Factors associated

with intrahepatic recurrence were multinodular forms (p\0.001) and

serum AFP levels (p\ 0.005).

Conclusion: Microwave ablation is a safe and effective first-line

treatment of HCC up to 5 cm in diameter, especially for patients with

a single tumor, a low serum AFP level.

PP0565

Long-term survival results of patients with hepatocellular
carcinoma treated by drug-eluting bead trans-arterial chemo-
embolization

Mai Hong Bang1, Nguyen Tien Thinh1, Nguyen Lam Tung1, Dinh
Truong Giang1, Trinh Xuan Hung1, Thai Doan Ky1

Military Central Hospital, Hanoi, Vietnam

Background: Hepatocellular Carcinoma (HCC) is one of leading

cancers in Vietnam and worldwide. Drug-eluting bead TACE is a

modified TACE that recently applied for treatment of unre-

sectable HCC. Aim of our study was to evaluate the long-term

survival results of HCC patients treated with TACE using doxoru-

bicin-eluting micropheres (DC Beads), and analyze some prognostic

factors relate to patient’s survival.

Methods: A retrospective study was done on 220 HCC patients

(mean tumour size was 7.7 cm) underwent TACE using DC Beads

(Biocompatibles UK) at 108 Military Central Hospital, from June

2011 to June 2016. We used one or two different sizes of DC Beads

(100–300, 300–500 and 500–700 lm) loaded with 50–150 mg dox-

orubicin for one procedural session. Survival was canculated from the

date of the first TACE using Kaplan Meir estimations. Log-rank test

was used to analyze the differences in mean survival time and 1-year,

2-year and 3-year survival rates of subgroups according to prognostic

factors.

Result: 220 HCC patients underwent totally 417 DEB-TACE pro-

cedural sessions. The mean time of follow-up was 22.5 months (3–60

months). The overall survival time of all patients was 30.3 months

(CI95% 27–33). The cumulative survival rates at 1 year, 2 year, 3

year, 4 year and 5 year follow-up were 72.9; 50.2; 38.7; 25.1 and

18.9%, respectively. Predictors for long-term survival were: serum

AFP, tumour morphology (single nodule or multinodules, mass or

diffused type), tumour size (smaller or larger than 8 cm), grade of

tumour cell differentiation, vascular invasion, Child Pugh class,

Okuda and Barcelona Clinic Liver Cancer Staging.

Conclusion: DEB-TACE is an effective treatment for HCC with the

clinical outcome depending on some prognostic factors.
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The comparative study of percutaneous radiofrequency ablation
with laparoscopic radiofrequency ablation on overall survival
and recurrence of hepatocellular carcinoma

Hyuksoo Eun1, Jong Seok Joo1, Myung Hee Kim1, Duk Ki Kim1,
Byung Seok Lee1, Seok Hyun Kim1

1Division of Gastroenterology and Hepatology, Department of

Internal Medicine, Chungnam National University Hospital, Daejeon,

South Korea

Background: Laparoscopic radiofrequency ablation (LRFA) enables

the treatment of hepatocellular carcinoma (HCC) in difficult locations

and with increased accuracy under real-time imaging guidance

compared with percutaneous RFA (PRFA). However, few studies

have compared the recurrence rates or survival outcomes of LRFA

and PRFA. The aim of this study is to compare the effectiveness of

LRFA and PRFA on the treatment results for HCC.

Methods: From April 2005 to April 2016, the clinical outcomes of

244 HCC patients following PRFA (n = 173) or LRFA (n = 71) were

analyzed and compared with respect to the baseline characteristics,

overall survival, and disease-free survival. Subgroup analysis and

propensity score matching analysis were done.

Result: The patient characteristics of the two groups that received

PRFA or LRFA exhibited minor differences in background liver disease

and several tumor characteristics. Specifically, the portion of cirrhotic

liver patients was increased in LRFA (84.5%) compared with PRFA

(74.6%) (p = 0.018) and the tumor number and TNM stage of HCC

were significantly increased in LRFA compared with PRFA (p = 0.001,

\0.001, respectively). In a multivariable analysis, there were several

factors influenced on overall survival, however, RFA methods did not

show significance. We further analyzed RFA received patients as initial

HCC treatment modality. Both on Kaplan–Meier analysis and multi-

variate analysis, there were several significant factors on recurrence free

survival and overall survival, however, RFA methods did not contribute

to the survival, significantly. Because some of characteristics were

different, we calculated propensity score and matched patients were

selected from RFA received as initial treatment therapy and analyzed.

As a result, RFA methods did not show significant difference on

Kaplan–Meier and Multivariate analysis for recurrence free survival.

However, LRFA was the strong factor related to the overall survival of

HCC in Kaplan–Meier analysis, Log-rank test (p = 0.031). In addition,

LRFA was a significant contributing factor on overall survival for HCC

between PRFA (p = 0.040). In our condition, the patients who received

LRFA exhibited as a contributing factor for overall survival compared

with PRFA in the log-rank test regardless of disease-free survival.

Conclusion: In HCC treatment, laparoscopic RFA contributes to

survival of HCC compared with percutaneous RFA.

PP0567

Preliminary results of patients with intermediate and advanced
hepatocellular carcinoma treated by selective internal radiation
therapy (SIRT)

Mai Hong Bang1, Nguyen Tien Thinh1, Dao Duc Tien1,2, Dinh
Truong Giang1, Thai doan Ky1

1Military Central Hospital, Hanoi, Vietnam; 2175 Military Hospital,

Ho Chi Minh City, Vietnam

Background: Selective Internal Radiation Therapy (SIRT) emerges as

a novel therapy for intermediate and advanced hepatocellular carcinoma

(HCC). Aim of the study was to evaluate the safety and efficacy of SIRT

for treatment of intermediate/advanced HCC patients.

Methods: A prospective non-randomized study was done on 30 HCC

patients with intermediate stage (7 patients) and advanced stage (23

patients), undergoing SIRT at 108 Military Central Hospital, from

October 2013 to August 2018. Evaluating the evert events, post-inter-

vention complications, 3-month tumour response (according to

mRECIST) and AFP response (normalization or decreasing at least 50%

of pre-treatment value). Overall survival time, 1-year, 2-year survival

rate were also canculated.

Result: 30 HCC patients underwent totally 31 SIRT procedural ses-

sions. The mean tumour size was 9.6 cm. The 3-month tumour

response rate was 60% (complete response 33.3% and partial

response 26.7%). The serum AFP response rate was 50%. Post-em-

bolization syndrome was found in 36.7% of patients (mild right upper

quadrant pain was the most common). There was no case of com-

plication. The overall survival time was 22.3 months. The 1-year,

2-year survival rates were 60.4 and 55%, respectively.

Conclusion: SIRT is safe and effective for treatment of intermediate

and advanced HCC.

PP0568

Effect of nucleoside analog antiviral treatment
on the differentiation and prognostic factors of hepatitis B viral
related hepatocellular carcinoma

Mingyan Xu1, Shupeng Song1, Yinghua Lan1, Lisheng Jiang1, Qin
Yan2, Rongshan Fan3, Yongguo Li1

1First Affiliated Hospital of Harbin Medical University, Harbin;
2Shenzhen Third People’s Hospital, Shenzhen; 3The Second Hospital

of Daqing, Daqing

Background: Hepatocellular carcinoma (HCC) is one of the most

common cancers worldwide and the third most common cause of

cancer-related death. In China, Hepatitis B virus infection is a major

etiologic factor of HCC, and more than 70% of HCC are attributed to

HBV infection. In recent years, nucleoside analog (NAs) antiviral

treatment of HBV infection has made great progress. However, Effect

of nucleoside analog antiviral treatment on the differentiation of

Hepatitis B viral related hepatocellular carcinoma remains unclear.

Methods: 127 patients with HBV-related HCC hospitalized in the first

affiliated hospital of Harbin Medical University were included in the

study from 2007 through 2013. 16 cases received antiviral treatment

before operation for 3 months to 7 years, the remaining 111 cases were

without past NAs treatment. The tumor biopsy were done by patholo-

gist, and the difference of histopathological grading between the two

group were analyzed. 29 patients received antiviral treatment for the first

time after surgery, and 82 patients were not. Subsequently, these

patients were followed up for 3–48 months. The clinicopathological

parameters were submitted for survival analysis. Kaplan–Meier was

used to calculate the survival rate, Cox regression analysis were used to

explore the prognostic factors of HCC.

Result: Whether Preoperative antiviral treatment or not has no sig-

nificant difference in histopathological grading of HCC (p = 0.885).

While the survival rate of postoperative antiviral treatment is signif-

icantly higher than that of no antiviral treatment group. Univariate

analysis showed that AFP, TNM, BCLC, tumor size, tumorous

number, postoperative antiviral treatment had statistical significance,

but in multivariate analysis, AFP and postoperative antiviral treatment

were independent prognostic factors of the survival only.

Conclusion: Preoperative antiviral treatment did not change the

histopathological grading of HCC. Postoperative antiviral treatment

improve the postoperative survival rate significantly higher than that of no

antiviral treatment group. AFP, postoperative antiviral treatment were

independent prognostic factors of HBV-related hepatocellular carcinoma.
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PP0569

The incompact lipiodol uptake after TACE predicts frequent
and marginal recurrence of hepatocellular carcinoma
during follow-up

Kyung Jin Lee1, Soo Hyung Ryu1, Bo Kyung Lee1, Soo Yeon Jo1,
Jung Hwa Min1, Won Jae Yoon1, Jeong Seop Moon1

1Inje University Seoul Paik Hospital

Background: Transarterial chemoembolization (TACE) has regarded as

one of the major therapies for Hepatocellular carcinoma(HCC). However,

the frequent recurrence after TACE has been a major limitation of HCC

treatment. We evaluated whether compact or incompact lipiodol uptake in

tumors after first TACE affects the rates and patterns of recurrence.

Methods: We retrospectively analyzed the HCC patients who

underwent first TACE at Seoul Paik Hospital from January 2000 to

March 2016. Only HCC patients with the size B5 cm and the number

less than 3 who were followed up at least more than 6 months after

TACE were included in this study. A total of 36 HCC patients (M:F =

26:10; age: 65.3 ± 9.1 years; 21 HBV, 11 HCV, 2 alcohol, 2

unknown; Child–Pugh Class 29 A, 6 B) were subjected. We analyzed

relationship between the state of lipiodol uptake and the rates and

patterns of first detected recurrence during follow up.

Result: On an abdominal CT performed 1 month after first TACE,

compact lipiodol uptake was noted in 24 patients and incompact

lipiodol uptake was seen in 12 patients. In the compact lipiodol

uptake group, regarding recurrence patterns, marginal recurrence,

intrahepatic recurrence as new lesion, and both of them were 21.1,

68.4, and 10.5%, respectively, while in incompact uptake group, 50.5,

41.7, and 8.3%, respectively. The cumulative recurrence rate of HCC

at 1, 2, and 3 years after 1st TACE were significantly lower in

compact uptake group than in incompact uptake (54.2, 67.2, and

67.2% vs. 83.3, 91.7, and 91.7%, respectively, P = 0.011). The

cumulative rates of marginal recurrence of HCC was significantly

higher in the incompact uptake group (P = 0.008).

Conclusion: The patients with incompact lipiodol uptake after TACE

showed significant higher rates of recurrence. Therefore, further man-

agement for HCC or short term follow up should be considered in these

patients.

PP0570

Case report: A case of hypertensive crisis without a surge
in adrenal hormones after radiofrequency ablation
for the treatment of hepatocellular carcinoma

Soo Hyung Ryu1, Kyung Jin Lee1, Bo Kyung Lee1, Soo Yeon Jo1,
Jung Hwa Min1, Won Jae Yoon1, Jeong Seop Moon1

1Inje University Seoul Paik Hospital

Background: Hepatocellular carcinoma (HCC) is the most common

primary malignant liver tumor that frequently occurs in the setting of

cirrhosis. Radiofrequency ablation (RFA) is a minimal invasive pro-

cedure, so that is considered as a relatively simple and safe modality

for the treatment in a patient with small HCC. However, RFA may

cause early and late complications related to mechanical and thermal

damage. We experienced a very rare case of hypertensive crisis after

RFA for HCC without evidence of a dramatic surge in several adrenal

hormones.

Methods:
Case
A 74-year-old man with hepatitis C virus-associated HCC visited our

hospital. Abdominal CT revealed a 2.2 cm sized lobulated HCC in

segment 5 and a 1.0 cm sized HCC in segment 4. He had no medical

history of hypertension and cardiac disease. During the RFA, the

blood pressure elevated to 200/140 mmHg. After the procedure, the

blood pressure elevated to 220/120 mmHg. There were no evidences

of pulmonary embolism, aortic dissection and ischemic heart disease.

Laboratory findings for catecholamine surge showed levels within the

normal range of serum metanephrine (0.29 nmol/L), serum nore-

pinephrine (104.4 pg/ml), serum epinephrine (34.9 pg/ml), 24 h

urinary vanillylmandelic acid (VMA) (2.4 mg/day), and 24 h urinary

metanephrine (0.4 mg/day). After continuous intravenous nitroglyc-

erin and oral beta-blocker (carvedilol 12.5 mg twice a day) treatment,

the patient’s blood pressure gradually decreased and was controlled in

the normal range.

Result:
Discussion:
Hypertensive crisis after the RFA treatment for HCC is rare. Most

reported hypertensive crisis cases during RFA were related to adrenal

gland injury. Heating and injury of adrenal tissue cause the release of

catecholamine into the circulation. Catecholamine surge can lead to

tachycardia, arrhythmia and rapid increases in afterload. In our case,

the site of HCC was not close to adrenal gland and no evidence of

catecholamine surge.

Conclusion: We report a very rare case of hypertensive crisis without

a surge in adrenal hormones after the RFA treatment for HCC.

PP0571

Intrahepatic cholangiocarcinoma: epidemiology, risk factors,
diagnosis and surgical management

Han Zhang1, Tian Yang1, Mengchao Wu1, Feng Shen1

1Department of Hepatic Surgery, Eastern Hepatobiliary Surgery

Hospital, Second Military Medical University, Shanghai

Background: Intrahepatic cholangiocarcinoma (ICC), the least

common form of cholangiocarcinomas, is a rare hepatobiliary

malignancy that arising from the epithelial cells of the intrahepatic

bile ducts. The incidence of ICC has been rising in the global scale

over the last 20 years, which may reflect both a true increase and the

trend of earlier detection of the disease.
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Methods: The present review discussed the epidemiology, risk fac-

tors, surgical and multimodal management of ICCs, which mainly

focused on the outcomes and factors associated with surgical

treatment.

Result: Other than some well recognized causative risk factors, the

association between viral and metabolic factors and ICC pathogenesis

has been increasingly identified recently. Surgical resection is cur-

rently the only feasible modality with a curative ability, but the

resectability and curability remain low. The high invasiveness of ICC

predisposes the tumors to multifocality, node metastasis and vascular

invasions, leading to poor long-term survival after resection.

Conclusion: ICC is the second most common hepatic malignancy

with an increasing incidence and multiple risk factors of infectious,

environmental and metabolic origin. Surgical resection provides the

only cure in selected patients while other treatment modalities, such

as locoregional or transplantational therapies, may be beneficial as

adjuvant or substitution for surgery.

Intrahepatic cholangiocarcinoma survival nomogram. (To use the

nomogram, an individual patient’s value is located on each variable

axis, and a line is drawn upward to determine the number of points

received for each variable value. The sum of these number.

PP0572

Hepatitis B surface antigen predicts recurrence
after radiofrequency ablation of hepatitis B virus related
hepatocellular carcinoma

Lan Zhang1, Xiaoying Xie2, Boheng Zhang1, Fanhong Wang1,
Zhenggang Ren1

1Liver Cancer Institute, Zhongshan Hospital, Fudan University,

Shanghai; 2Zhongshan Hospital Fudan University, Shanghai

Background: Radiofrequency ablation (RFA) is a first-line option for

the treatment of small liver cancers, but the recurrence rate remains a

problem affecting long-term survival. Hepatitis B virus (HBV)

activity is associated with the prognosis of hepatocellular carcinoma

(HCC). Antiviral therapy is encouraged to improve HCC outcomes

after curative therapy; however, the significance of HBV infection in

postoperative recurrence needs to be better clarified. We investigated

the predictive role of HBV infection markers in HCC recurrence after

curative RFA treatment in patients with small, HBV-related HCC.

Methods: We enrolled 404 patients with small (B3 cm), HBV-related

HCC who underwent curative RFA. We used univariate and multi-

variate analyses to investigate the preoperative levels of HBVDNA

and HBV antigen and antibody, in addition to other known risk

factors for HCC recurrence, for associations with HCC tumor recur-

rence after curative RFA.

Result: The median follow-up time was 46.4 ± 21.2months. The

overall 1-year, 2-year, and 3-year recurrence-free survival (RFS) rates

were 75, 50, and 34%, respectively. The median recurrence-free time

was 25.0 ± 1.4 months. The 1-year, 2-year, and 3-year RFS rates

among patients with high HBV-DNA levels were 74, 44 and 26%,

respectively, compared with 76, 52, and 37%, respectively, among

patients with low HBV-DNA levels (P = 0.016). The level of HBV

surface antigen (HBsAg) was an independent risk factor for recur-

rence in patients with lower HBV-DNA levels but not in patients with

higher HBV-DNA levels. The 1-year, 2-year, and 3-year RFS rates

were 79, 64, and 44%, respectively, in patients with low HBsAg

levels, compared with 73, 50%, and 37%, respectively, in patients

with high HBsAg levels (P = 0.039).

Conclusion: Patients with HBV-related HCC with high preoperative

viral load had less RFS after curative RFA than those with low pre-

operative viral load. HBsAg might serve as a valuable marker to

evaluate the risk of HCC recurrence in patients with low HBV viral

load.

Cumulative recurrence-free survival according to risk factor A:

tumor number (single versus multiple) B: tumor size (tumor

size2.0cm versus 2.0cm) C: the serum GGT level (GGT75U/L ver-

sus75U/L) D:HBeAg (negative versus positive) E:preoperative HBV

DNA lev
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Cumulative recurrence-free survival according to risk factor in

HBeAg-negativepatients with HBV DNA level

PP0573

Oxaliplatin and 5-fluorouracil arterial infusion with lipodolized
chemoembolization in hepatocellular carcinoma with main portal
vein tumor thrombus

Jinghuan Li1, Xiaoying Xie1, Lan Zhang1, Diyang Xie1, Miao Li1,
Rongxin Chen1, Lixin Li1, Yanhong Wang1, Zhenggang Ren1

1Zhongshan Hospital Fudan University, Shanghai

Background: Vascular invasion is a common phenomenon in hepa-

tocellular carcinoma (HCC). Without any treatment, patients with

HCC complicated by portal vein tumor thrombosis (PVTT) have

extremely poor prognosis with a median survival around 3 months. In

recent years, it revealed that HCC with PVTT consisted of hetero-

geneous subgroups with different prognoses, and TACE could be

beneficial to selected HCC patients with PVTT, though BCLC system

suggested the presence of PVTT as a contraindication regardless of

the degree of invasion. However, the efficacy and the safety of TACE

for main PVTT (mPVTT) are still controversial.

Methods: This retrospective analysis included a total of 297 patients,

treated with hepatic infusion of oxaliplization and 5-fluorouracil

followed by lipiodol chemoembolizaion. The primary endpoint was

overall survival (OS). Univariate and multivariate analyses were

performed to identify prognostic factors affecting OS. Adverse events

were reported for each TACE.

Result: A total of 297 HCC patients with mPVTT who received the

TACE as first-line treatment were evaluated. The median overall

survival (OS) of the patients was 9.0 months [95% confidence interval

(95% CI) 7.3–10.7]. In multivariate analysis, elevated TB (P = 0.013,

95% CI for HR = 1.092–2.100), GGT (P = 0.046, 95% CI for HR =

1.008–2.559), and large tumor size (C5cm, P = 0.019, 95% CI for

HR = 1.074–2.205) had significant negative impact on OS, and

combined radiotherapy (P = 0.004, 95% CI for HR = 0.214–0.744)

prolonged OS. Additionally, there were 9 TACE-related major

complications out of a total of 684 TACE procedures. One patient

died of severe hepatic failure within 30 days of TACE, and no patient

obtained permanent adverse sequela.

Conclusion: TACE with oxaliplatin and 5-fluorouracil intrahepatic

infusion and lipiodol embolization could be considered as a promising

therapy for patients with HCC and mPVTT. Further prospective

studies are needed to optimize the proper therapy for this subgroup of

patients.

PP0574

The investigation of the factors associated to the response of DEB-
TACE for hepatocellular carcinoma

Akihiro Deguchi1

1Kagawa Rosai Hospital

Background: Transarterial chemoembolization using a drug-eluting

bead (DEB-TACE) for hepatocellular carcinoma (HCC) was intro-

duced in 2013 in Japan, and widely used in the present. In this study

we examined the factors associated to the response of DEB-TACE for

hepatocellular carcinoma.

Methods: 83 patients (M: F = 66:17, age (median) 73, Child A:B:C

= 50:31:2, BCLC stage A:B:C:D = 2:59:10:2) with unre-

sectable HCC who received DEB TACE in our hospital were studied.

DEB TACE procedures using HepaSphere eluting CDDP in 44 ses-

sions and DC Bead eluting epirubicin in 39 sessions were performed.

The objective radiological response was classified according to

modified Response Evaluation Criteria in Solid Tumors (mRECIST)

v.1.1 by dynamic CT at 1 month after therapy. Adverse events were

evaluated using NCI CTCAE v. 4.03. These 83 HCC cases were

classified into 4 types as simple nodular type, simple nodular type

with extranodular growth, confluent multinodular type, diffuse type

according to the simple gross classification by two radiologists

according to the shape of early stain or defect of delay phase of

dynamic CT before DEB-TACE.

Result: The imaging response was assessed in each session as com-

plete response (CR), partial response (PR), stable disease (SD) and

progressive disease (PD) in 2 (2.4%), 29 (34.9%), 32 (38.6%), and 15

(18.1%) respectively. Objective response rate was 37.3% and disease

control rate was 75.9%. Tumor factors associated response found to

be significant on univariate analysis were existence of the capsular,

simple gross classification (simple nodular type), number of tumor

(^3).

Conclusion: Existence of the capsular, simple gross classification

(simple nodular type), number of tumor (^3) were found to be

associated for the response of DEB TACE in patients with

unresectable HCC.

PP0575

Hepatic artery infusion chemotherapy substantially improves
the survival rate of advanced hepatocellular carcinoma

Shuntaro Obi1

1Kyoundo Hospital of Sasaki Institute, Tokyo, Japan

Background: Hepatic arterial infusion chemotherapy (HAIC) is

major treatment modality for advanced hepatocellular carcinoma

(HCC) with portal venous invasion (PVI) in Japan. Because of lack of

evidence, this modality is not common in the world. The aim of this

study is to clarify effectiveness of HAIC.
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Methods: Eight hundred and forty five patients with advanced HCC

received Peg-IFN alpha 2a (90 lg subcutaneous injection on Days 1

of each week of treatment) and 5-FU (500 mg into hepatic artery on

Days 1–5 of the first and second week of each 4-week cycle). The

therapy was either terminated at the end of the first cycle in cases with

progressive disease, or continued for at least 2 cycles, when responses

to treatment were evaluated by RICIST. The survival rate was cal-

culated by Kaplan–Meier method. Predictive factors for survival were

calculated by Cox proportional-hazards regression. Predictive factors

for effectiveness were calculated by logistic regression.

Result: Of 845 patients, Child–Pugh A/B/C was 477/350/18. Seventy

five percent have portal vein invasion and 12% have extra hepatic

metastasis. The median survival time was 6.5 months among overall

patients. In the Child–Pugh A MST was 8.8 months. CR/PR/SD/PD

was 86/188//214/357. MST of the CR was 26.7 months, PR was 12.3,

SD was 5.4 and PD was 3.9 months. Predictive factors for survival

were T.Bil, Alb, ALT, AFP, DCP, HCV, metastasis and ascites.

Predictive factors for effectiveness were PVI, metastasis, ascites,

T.Bil, ALT and platelet.

Conclusion: The combination therapy with 5-FU and IFN substan-

tially improved the survival rate among the responders.

PP0576

The clinical implication of liver resection margin in patients
with hepatocellular carcinoma in aspect of positron emission
tomography positivity

Young Wan Kim1, Sung Hoon Kim1, Moon Young Kim1, Soon
Koo Baik2, In Su Hong1

1Yonsei University Wonju College of Medicine, Wonju, Korea;
2Department of Internal Medicine, Yonsei University Wonju College

of Medicine, Wonju, Korea

Background: The positivity of positron emission tomography (PET)

in hepatocellular carcinoma (HCC) has been reported to have a cor-

relation with aggressive tumor factors and poor survival. Adequate

resection margin is still debate. We analyzed clinical implication of

resection margin in patients with HCC in aspect of PET positivity.

Methods: We retrospectively reviewed the medical records of 92

patients who underwent liver resection from Mar. 2012 to Oct. 2015

by single surgeon. We investigated prognostic factors for recurrence

and survival. We analyzed correlation of resection margin and PET

positivity. Resection margin was classified as less than 1cm and more

than 1 cm.

Result: 26 (31.3%) patients had HCC that showed PET positivity.

PET, satellite nodule, microvessel invasion and multicentric occur-

rence were significant prognostic factors for recurrence in

multivariate analysis. Only microvessel invasion was significant

prognostic factor for overall survival (OS) in multivariate analysis.

Resection margin did not affect disease free survival (DFS) (p =

0.681) and OS (p = 0.301) in patients with PET negative HCC, but

showed significant difference of DFS [\1 cm 11 months vs C 1 cm 41

months (p = 0.188)] and OS [\1 cm 28 months vs C1 cm 48 months

(p \ 0.001)] according to resection margin in patients with PET

positive HCC.

Conclusion: PET has low sensitivity for HCC. However, it is useful

to expect treatment outcomes after liver resection or liver transplan-

tation for HCC. Although the extend of liver resection must be

decided due to be based on liver function, resection margin more than

1cm may improve DFS and OS in patients with PET positive HCC.

PP0577

Factors for respiratory depression and severe body movement
during percutaneous radiofrequency ablation under deep
sedation

Koki Sato1, Nobuhito Taniki1, Ryo Shimizu1, Manabu Hayashi1,
Ryo Kanazawa1, Shigeto Ishii1, Takeshi Hatanaka1, Jinkan Sai1,
Sumio Watanabe1, Shuichiro Shiina1

1Juntendo University, Tokyo, Japan

Background: Radiofrequency ablation (RFA) is a useful procedure

for treating hepatocellular carcinoma (HCC). RFA sometimes causes

severe pain, which increases demand for deep sedation. We aimed to

evaluate factors for respiratory depression and severe body movement

during RFA under deep sedation.

Methods: We performed a total of 886 RFA treatments in 489 HCC

patients between December 2014 and November 2016 at our institute.

864 treatments were eligible and 22 treatments were excluded owing
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to a lack of data. Patients received supplemental oxygen (2 L/min).

Before the procedure, 2 mg midazolam and 30 mg pentazocine were

administered intravenously. A bolus of 1 mg midazolam and 15 mg

pentazocine were added when the patient was not sedated sufficiently.

Factors relevant to respiratory depression and severe body movement

were retrospectively investigated. The respiratory depression was

defined as oxygen saturation \90%, and applied the triple airway

maneuver, and the severe body movement as movement caused by

pain, which was managed by lowering the power of the generator.

Result: Respiratory depression occurred in 136 (15.7%) treatments

and severe body movement occurred in 239 (27.7%) treatments. RFA

was technically successful in all patients. No serious adverse events

occurred in any of the procedure. The factors in respiratory depression

by the multivariate analysis were age (P\0.001; OR, 1.05; 95% CI

1.03, 1.08) and pentazocine consumption (P = 0.011; OR, 1.02; 95%

CI 1.004, 1.03). The factors in severe body movement by the multi-

variate analysis were female (P = 0.019; OR, 1.63; 95% CI 1.08,

2.48), body weight (P = 0.029; OR, 1.02; 95% CI 1.002, 1.032),

ablation time (P\ 0.001; OR, 1.02; 95% CI 1.01, 1.04), and Child–

Pugh class B/C (P = 0.003; OR, 0.56; 95% CI 0.37, 0.82).

Conclusion: Elderly and pentazocine overdose are the risk factors in

respiratory depression during RFA under deep sedation. Female,

excess body weight, Child–Pugh class A, and long ablation time tend

to increase severe body movement during RFA procedure.

PP0578

Usefulness of adjustable RFA electrode needle for liver cancer:
compared to cool tip electrode

Shinpei Sato1, Toshihiro Kawai1, Takafumi Sugimoto1, Takahisa
Sato1, Shuntaro Obi2, Masao Omata3

1Kyoundo Hospital, Tokyo, Japan; 2Teikyo Chiba Medical Center,

Chiba, Japan; 3Yamanashi Prefectural Central Hospital, Kofu, Japan

Background: We introduced adjustable RFA electrode needle

(VIVARF system) which became usable from 2015 in order to

improve therapeutic results of radiofrequency ablation therapy (RFA).

We compared the short term results and their effects compared with

the non-adjustable cool-tip electrode needle (covidien).

Methods: RFA using the VIVARF system was enforced in 125

patients with liver cancer in 180 cases until 2015–2016. Of these, 65

cases (30 cases of hepatocellular carcinoma, 40 cases of liver

metastasis) enforced by February 2016 were subject to analysis. All

cases were performed percutaneously. We compared 50 cases of non-

adjustable cool-tip electrode needles used at the same time as

adjustable RFA electrode needle. We analyzed the results of treat-

ment, local recurrence, complications for liver cancer. The tumor

diameter was 2.1 cm (1.0–7.0), and the average number was 1.5

(1–9).

Result: The adjustable type had a larger tumor diameter (2.6 cm) and

a significantly larger number of tumors (2.1). Tumor remnants by

evaluation CT were both 0. Local recurrence was 4 cases (5.7%) in

variable type, 3 cases (6%) in non adjustable type (average obser-

vation period 9 months). Complications were skin burned in 3 cases

(4. 2%) adjustable type, 1 case (2%) in non adjustable type. A cause

of skin burn was due to damage to the coating of electrode needle by

induction needle in adjustable type. The use of adjustable type was

useful for 80% of cases, of which 55% was useful for the control of

the ablation zone and 45% for multiple lesions.

Conclusion: Adjustable RFA electrode needle was able to be safely

carried out comparable to treatment effect compared with non-vari-

able type cool-tip electrode needle. Multiple lesions were efficiently

treatable.

PP0579

Ang-2 polymorphisms and clinical outcome in advanced HCC
patients receiving sorafenib

Andrea Casadei Gardini1, Giorgia Marisi1, Mario Scartozzi2,
Luca Faloppi2, Giovanni Luca Frassineti1

1IRST-IRCCS, Meldola, Italy; 2University of Cagliari, Cagliari, Italy

Background: Sorafenib, an oral multikinase inhibitor, represents the

standard care for advanced hepatocellular carcinoma. Angiopoietin-2

(Ang-2) is a crucial angiogenic factor. By binding to its receptor Tie2,

Ang-2 cooperates with the VEGF pathway to maintain normal

physiological functions. In the presence of VEGF, Ang-2 destabilizes

blood vessels and promotes vascular sprouting. In cancers, Ang-2 is

linked to not only angiogenesis but also invasive and metastatic

phenotypes. Although sorafenib exerts no significant activity against

Tie2, the predictive value of Ang-2 has been explored in 2 studies.

Llovet et al conducted a large biomarker study based on SHARP

study. The authors found that a high baseline plasma Ang-2 level was

an independent factor for poorer OS but not for reduced sorafenib

efficacy. Conversely, in a small retrospective study, a high serum

Ang-2 level was associated with a lower DCR and poorer PFS. The

actual role of Ang-2 in predicting sorafenib efficacy warrants further

investigations. Polymorphism analysis seems to have more advan-

tages than protein or gene expression analysis. Gene expression

analysis is performed on biological material collected at a specific

time in the natural history of the disease. It is also subject to the

influence of a number of laboratory biases. Conversely, polymor-

phism analysis can be performed at any time during the course of the

disease, is not substantially influenced by laboratory biases and is less

expensive. In our study we analysed the role of ANG-2 polymor-

phisms in relation to clinical outcome in patients with hepatocellular

carcinoma treated with sorafenib.

Methods: We analyzed 135 patients with hepatocellular carcinoma

treated with sorafenib. Peripheral blood samples or FFPE tumor tis-

sues were available for DNA extraction and genotyping analysis.

Nine Ang-2 polymorphisms were analyzed by direct sequencing or

Real Time PCR method.

Result: With regard to Ang4 rs55633437 was observed that patients

carrying the allele GG were associated with a better PFS and OS. The

variants GG were associated with a median OS of 16.9 months vs 6.5

months of variants GT and TT (p = 0.016). The variants GT and TT

were associated with a median PFS of 2.94 months vs 4.67 months of

variants GG (p = 0.03). These data were confirmed by multivariate

analysis.

Conclusion: Ang4 rs55633437 could represent prognostic markers in

patients with advanced hepatocellular carcinoma treated with

sorafenib.

PP0580

Early sorafenib-related biomarkers for the combination
treatment of TACE and sorafenib in HCC patients

Bin-Yan Zhong1, Gao-Jun Teng1

1Zhongda Hospital, Southeast University, Nanjing

Background: Transarterial chemoembolization (TACE) plus sor-

afenib is widely used in hepatocellular carcinoma (HCC) patients.

However, the treatment outcome is diverse. We aim to identify early

sorafenib-related biomarkers for the predictions of the therapeutic
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response in HCC patients treated with TACE plus sorafenib and

establish an effective prognostic nomogram for these patients.

Methods: This retrospective study included all HCC patients

receiving TACE plus sorafenib therapy between January 2010 and

December 2013 in two institutions. Based on the overall survival

(OS), early biomarkers were identified by univariate and multivariate

analyses; then, a prognostic nomogram was established and internally

validated using the concordance (c) statistic.

Result: There were 97 patients included in this study, and the median

OS was 25.7 months. After the univariate and multivariate analyses,

the onset of sorafenib-induced hypertension and/or dermatologic

adverse events (AEs) (Cgrade 2) within the first month of sorafenib

initiation were demonstrated as independent predictors of OS. The

median OS of patients with either of the two independent risk factors

was 32.2 months, which was significantly longer than for those

patients without such AEs (19.8 months; P = 0.005). Survival anal-

yses showed that the earlier the AEs (sorafenib-related dermatologic

AEs or hypertension) occurred, the better the outcome of the com-

bination therapy. A prognostic nomogram was established and

showed high accuracy of the nomogram with the c statistic of 0.73.

Conclusion: The early onset of hypertension and/or sorafenib-related

dermatologic AEs are early biomarkers for the clinical prognosis of

HCC patients treated with TACE plus sorafenib.

Kaplan–Meier analyses of overall survival (OS). (A) Median OS

was 30.4 months to the patients with onset of sorafenib-induced

hypertension within 1 month compared with 25.1 months to the

patients without. (B) Median OS was 35.7 months to the patients wi

Prognostic nomogram for patients with hepatocellular carcinoma

after TACE plus sorafenib. To use the nomogram, an individual

patients value is located on each variable axis, and a line is drawn

upward to determine the number of points received for each va

PP0581

High mobility group box 1 promotes sorafenib resistance
in HepG2 cells and in vivo

Yinzong Xiao1, Xue-Gong Fan1, Rongrong Zhou1, Yan Huang1,
Yongming Fu1

1Department of Infectious Diseases and Hunan Key Laboratory of

Viral Hepatitis, Xiangya Hospital, Central South University,

Changsha

Background: Primary liver cancer is a lethal malignancy with high

worldwide mortality, partly due to limited therapeutic options. To

date, sorafenib is the only molecular targeted drug available for

advanced hepatocellular carcinoma (HCC) patients. However, the

sorafenib resistance rate is high. The molecular basis for this resis-

tance is only partly elucidated. High mobility group box 1 (HMGB1)

is a multifaceted protein with a key role in the progression and

metastasis of HCC. HMGB1 has been suggested to contribute to

chemotherapy resistance in other cancer types.

Methods: HMGB1 expression in HepG2 cells with or without sor-

afenib treatment were measured. HepG2 cells transfected with

HMGB1 shRNA or overexpression HMGB1 were constructed. The

impact of HMGB1 knockdown or over expression on drug sensitivity

following sorafenib treatment were measured by CCK-8 assay,

annexin V positive cells counting, and c-parp by western blot.

HMGB1 expression in nuclear and cytoplasmic proteins, and in

extracted mitochondria and the cytoplasm were examined separately

in HepG2 cells with or without sorafenib. Colocalization rate of

HMGB1 with mitochondria in HepG2 cells was analyzed by confocal

images. Tumor growth curves of mice injected with HMGB1

knowkdown HepG2 cells or control cells were recorded respectivly.

HE staining and immunohistochemical analysis of xenograft tumor

tissues were analyzed.

Result: HMGB1 was elevated in HepG2 cells following sorafenib

therapy. Knockdown of HMGB1 restores sensitivity to sorafenib and

enhances HepG2 cell death, while HMGB1 overexpression blunts

these effects. Murine experiments showed that, knowdown of

HMGB1 slowed the tumor growth following sorafenib treatment.
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Mechanism investigation revealed that the translocation of HMGB1

from mitochondria to cytoplasm might contribute to sorafenib resis-

tance in HepG2.

Conclusion: Our results demonstrate, for the first time, that HMGB1

is associated with sorafenib resistance in HCC. These data indicate a

novel potential role for HMGB1 in the regulation of sorafenib therapy

resistance during the treatment of HCC.

HMGB1 translocates from mitochondria to the cytoplasm after

sorafenib treatment. HepG2 cells were left untreated or treated with 5

M sorafenib for 48 h. A. Nuclear and cytoplasmic proteins were

separated and the expression of HMGB1 in both fractions was ex

Potential mechanism of HMGB1-induced sorafenib resistance in

HCC. Sorafenib targets Raf-1, B-Raf, and eIF4E phosphorylation,

which leads to inhibition of proliferation and induces apoptosis.

However, intracellular HMGB1 promotes the downstream MAPK

cascad

PP0582

The clinical outcomes of advanced HCC patients received
systemic cytotoxic chemotherapy after sorefenib failure

Young-sun Lee1, Ji Hoon Kim1, Yang Jae Yoo1, Ji Hye Je1, Sang
Jun Suh1, Young Kul Jung1, Yeon Seok Seo1, Hyung Joon Yim1,
Jong Eun Yeon1, Kwan Soo Byun1

1Korea University Medical Center, Seoul, Korea

Background: The role of systemic cytotoxic chemotherapy has not to

be elucidated in patients with advanced hepatocellular carcinoma

(HCC) after sorafenib failure. We analyzed clinical outcomes of

patients who received systemic cytotoxic chemotherapy after sor-

afenib failure.

Methods: Between 2007 and 2015, there were 47 advanced HCC

patients treated with systemic chemotherapy after sorafenib at Korea

University Guro hospital. The most common regimen was doxoru-

bicin, cisplatin and capecitabine containing regimen (87.2%). Data for

each patient was collected retrospectively including demographic,

laboratory, clinical, treatment and survival data. Tumor response was

assessed by RECIST version 1.1. Overall survival and progression

free survival were analyzed through Kaplan–Meier curve.

Result: In baseline characteristics, chronic hepatitis B (76.6%) was

main etiologic factor in development of HCC. ECOG performance

status 0 and 1 were 29.8 and 68.1%. 85.4% of patients were Child–

Pugh class A. 40 patients (85.4%) had distant metastasis and lung was

the most frequent metastatic organ (26 patients). Patients with portal

vein invasion were 20 (42.5%). During follow up, 33 patients were

died and overall median survival was 9.8 months (95% CI 6.0–13.6).

The median progression-free survival was 6.0 months (95% CI

4.6–7.4). In analysis of best response rate, no patient had CR, 10

patients had PR (21.3%), 14 patients had SD (29.8%), and 16 patients

had PD (34.0%). The overall objective response rate was 21.3% and

the disease control rate was 51.1%.

Conclusion: In this study, systemic cytotoxic chemotherapy showed

favorable response. Therefore, systemic cytotoxic chemotherapy

could be considered in patients with hepatocellular carcinoma after

sorafenib failure in present situation that there is no option for second-

line therapy.

PP0583

Clinical outcome of targeted therapy Bevacizumab on liver
metastase in young colorectal cancer patients

Budhi Ida Bagus1, Metria Ida Bagus2

1Moewardi General Hospital, Surakarta, Indonesia; 2Sebelas Maret

University, Surakarta, Indonesia

Background: The incidence of young colorectal cancer increased

each year. More than 30% patients come to the clinic with advanced

stage and the mortality was high in this case. The presence of liver

metastase also increased the mortality rate. Targeted therapy (Beva-

cizumab) was already used as first line chemotherapy agents

combining with FOLFOX regiments but we didn’t have yet such

report and recommendation in this specific age group.
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Methods: This is a serial cases report study of the stage IV young

colorectal cancer patients with unresectable disease whose already

received FOLFOX + Bevacizumab chemotherapy regiment for 6

months during January 2014 until December 2015. We evaluated the

clinical outcome of the patients whether good, no response, stable or

progressive disease according to the chemotherapy response. We also

evaluated the side effect of this regiments.

Result: From 5 patients with young colorectal cancer patients who

have had treated with FOLFOX + Bevacizumab regiments, we found

3 cases (60%) have progressive diseases and 2 cases (40%) with

stable disease after finishing the chemotherapy cycles. 1 patient with

progressive disease has lung metastase after 6 months period follow

up. No side effect was found in this study.

Conclusion: Young colorectal cancer with liver metastase has worse

clinical outcome and multidisciplinary management should be used

int this age group.

PP0584

Uncoupling protein 2 mediates resistance to gemcitabine-induced
apoptosis in hepatocellular carcinoma cell lines

Yuan Huang1, Guangsheng Yu1, Riga Su1, Jiahong Dong1

1Center for Hepatobillary and Pancreatic Diseases, Beijing Tsinghua

Changgung Hospital, Medical Center, Tsinghua University, Beijing

Background: Oxidative stress induction is a common effector path-

way for commonly used chemotherapeutic agents like gemcitabine

(GEM) in hepatocellular carcinoma (HCC) patients. However, GEM

alone or in combination with oxiplatin hardly renders any survival

benefits to HCC patients. Mitochondrial uncoupling protein 2 (UCP2)

is known to suppress mitochondrial reactive oxygen species (ROS)

generation, thus mitigating oxidative stress-induced apoptosis. We

demonstrate in the present study, using a panel of HCC cell lines that

sensitivity to GEM in HCC well correlate with the endogenous level

of UCP2 protein expression. Moreover, ectopic overexpression of

UCP2 in a HCC cell line with low endogenous UCP2 expression,

HLE, significantly decreased mitochondrial superoxide induction by

the anti-cancer drug GEM. Conversely, UCP2 mRNA silencing by

RNA interference in HCC cell lines with high endogenous UCP2

expression significantly enhanced GEM-induced mitochondrial

superoxide generation and apoptosis. Cumulatively, our results sug-

gest a critical role for mitochondrial uncoupling in GEM resistance in

HCC cell lines. Hence, synergistic targeting of UCP2 in combination

with other chemotherapeutic agents might be more potent in HCC

patients.

PP0585

Efficacy of sorafenib in patients with hepatocellular carcinoma
after resection: a meta-analysis

Hong Tang1, Lang Bai1, Jin Shang2

1Center of Infections Disease, West China Hospital, Sichuan

University, Chengdu; 2Center of Infectious Diseases, West China

Hospital, Sichuan University, Chengdu

Background: There is no effective adjuvant therapy for patients with

hepatocellular carcinoma after resection. And data on sorafenib as the

adjuvant therapy are still controversial. The present study performed a

meta-analysis of published studies aiming to assess the effects of

sorafenib on hepatocellular carcinoma patients after curative

resection.

Methods: A systematic search of Medline, Embase, Web of science,

Cochranelibrary, Chinese Wanfang database, Chinese biological and

medical database, China National Knowledge Internet was conducted,

and data from 5 included studies compassing 296 participants were

analyzed. Subgroup analyses were conducted according to study

design. The primary outcome was the overall survival. Secondary

outcomes included recurrence rate and mortality.

Result: In the comparison of sorafenib versus control for hepatocel-

lular carcinoma after resection, no significant differences in overall

survival [hazard ratio (HR) 1.39, 95% confidence interval (CI)

0.71–2.74] or recurrence rate [risk ratio (RR) 0.81, 95% CI 0.65–1.01]

were found after pooling the data. As for mortality, subgroup analysis

was conducted because of the high heterogeneity, the risk ratio of two

open label controlled trails subgroup was 0.76 (95% CI 0.38–1.54)

with no statistical significance, while mortality was reduced (RR 0.66,

95% CI 0.51–0.87) in three observation studies subgroup.

Conclusion: There were no significant differences in any of the

endpoints except a lower mortality in subgroup analysis, indicating

that this meta-analysis provides no convincing evidence that sorafenib

is an effective adjuvant therapy in patients with hepatocellular car-

cinoma after resection.

Study Flow Chart
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A: Forest plot of overall survival of sorafenib versus control for

patients in hepatocellular carcinoma after resection; B: Forest plot of

recurrence rate of sorafenib versus control for patients in hepatocel-

lular carcinoma after resection; C: Subgroup an

PP0586

A score model based on clinical characteristics for prediction
of good response for hepatocellular carcinoma with oxaliplatin-
containing systemic chemotherapy

Wang Nanya1, Zhao Hengjun1, Zhao Lingling1, Cui Jiuwei1, Li
Wei1,

1The First Hospital of Jilin University, Changchun

Background: The lack of systemic chemotherapy for advanced

hepatocellular carcinoma (HCC) was a worldwide problem. EACH

study revealed that patients with advanced HCC could benefit from

the oxaliplatin-containing systemic chemotherapy. But what kinds of

the clinical characteristics of the population can benefit more was

unclear. This study analyzed the relationship between objective

response (OR) and clinical characteristics of patients received sys-

temic chemotherapy. To reveal the chemotherapy benefits population

and establish an integral system for providing references of clinical

selection of systemic chemotherapy with HCC.

Methods: Thirty patients with advanced HCC received oxaliplatin-

containing systemic chemotherapy at least two cycles and imaging

review once involved in this retrospective study. According to

whether to get objective remission, 30 cases were divided into two

groups. Prognostic effects of multiple variables for progression-free

survival (PFS) and overall survival (OS) were evaluated by Kaplan–

Meier and Cox regression analysis. Score was decided for each

positive factor. Receiver operating characteristic (ROC) curve anal-

ysis was performed to determine the cut-off value of scores for

predicting treatment response. Prediction model was established

according to the prognostic factors.

Result: For all 30 cases, the objective response rate was 36.7%, the

mOS was 13 months, the mPFS was 5 months. The group with OR

was 11 cases, the other group was 19 cases. Different characters were

founded based on comparing two groups. No previous treatment (p =

0.017), diffuse infusion (p\0.01=, vascular invasion (p = 0.001) and

no decline in AFP (p = 0.034) after chemotherapy predicted inferior

PFS in univariable analysis. No previous treatment (p = 0.002),

diffuse infusion (p \ 0.01), and vascular invasion (p = 0.001) pre-

dicted poor OS in univariable analysis. Then a prognostic scoring

model based on significant clinical characteristics by giving each

positive factor as a score of 1 was established. The cutoff value of 1

score was determined through ROC curve. Then patients were divided

into the poor response group scoring of 2 and 3 and the good response

group scoring of 0 and 1 respectively. The resulting three-parameter

prognostic score delineated two groups of patients with median OS 3

and 22 months, respectively (P\0.001), two groups of patients with

median PFS 9 and 1 months, respectively (P\ 0.001).

Conclusion: No previous treatment, vessel invasion, and diffuse

disease can be regarded as adverse prognostic factors, systemic

chemotherapy should be carefully chosen. A novel prognostic score

model including three routine clinical parameters defines two groups

of advanced HCC patients with distinct outcomes. It may be helpful

to further individualize optimal advanced HCC care. However, it need

further validation because of small sample number.

the relationship with the clinical characters and survival

S474 Hepatol Int (2017) 11 (Suppl 1):S1–S1093

123



the survival difference based on new model score

PP0587

Targeting PEPT1: a novel strategy to improve the antitumor
efficacy of Doxorubicin in human hepatocellular carcinoma
therapy

Yanxia Gong1, Xiang Wu2, Tao Wang1, Jia Zhao3, XI Liu1, Zhi
Yao4, Qingyu Zhang1, Xu Jian2

1Gastroenterology, Tianjin; 2Central Laboratory, Tianjin; 3Clinical

Laboratory, Tianjin; 4Immunology, Tianjin

Background: Proton independent oligopeptide transporter 1 (PEPT1)

is a member of the peptide transporter superfamily and plays

important role in the absorption of oligopeptide and peptidomimetic

drugs. Our previous research verified that PEPT1 expressed specifi-

cally in human hepatocellular carcinoma (HCC) tissue and cell lines

and showed potential transport activity to be a new candidate of the

tumor therapeutic target. In this study, we aim to explore the feasi-

bility of a novel tumor target therapeutic strategy: Targeting PEPT1 to

improve the antitumor efficacy of Doxorubicin in human HCC

therapy.

Methods: In order to achieve the goal of Doxorubicin transported by

PEPT1, Doxorubicin was conjugated with Glyclglyclglyc in a

tripeptide which was known as the substrate of PEPT1 and charac-

terized by HPLC and MS successfully. Doxorubicin-tripeptide

conjugate was then observed to clarify the target delivery by PEPT1

and the antitumor effect on human hepatocarcinoma in vivo and

in vitro. Furthermore, the improvement of the toxic and side effect of

Doxorubicin after conjugation was also evaluated by some bio-

chemical tests.

Result: Our results reveal that targeting PEPT1 may contribute to the

efficient delivery of Doxorubicin to hepatocarcinoma cells and the

attenuation of drug toxicity. PEPT1 has the prospect to be a novel

target of HCC therapy.

Conclusion: PEPT1 has the prospect to be a novel target of HCC

therapy.

Figure 1 The expression of PEPT1 in liver normal cell line HL-7702,

hepatocarcinoma cell lines (Bel-7402, HepG2) and human colon

cancer cell line Caco-2 by Western blotting (A) and Real-time RT-

PCR (B). The expression of PEPT1 based on immunohistochemistry

The effects of drugs on mice in survival time, mice weight and tumor
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inhibition. a: Mice survival was estimated by Kaplan–Meier survival

analysis, The Changes in mice weight (b) and tumor volume (c) dur-

ing the treatment period, d: The tumor weight at the

PP0588

Balloon-occluded transcatheter arterial chemoembolization (B-
TACE) for hepatocellular carcinoma: the factors predicting
an antitumor response and overall survival

Takeshi Hatanaka1, Hirotaka Arai1, Mitsuhiko Shibasaki1, Hiroki
Tojima1, Daichi Takizawa1, Mitsuo Toyoda1, Hisashi Takayama1,
Takehiko Abe1, Ken Sato2, Satoru Kakizaki2, Kusano Motoyasu2,
Masanobu Yamada2

1Department of Gastroenterology, Maebashi Red Cross Hospital,

Maebashi, Japan; 2Department of Medicine and Molecular Science,

Gunma University Graduate School of Medicine, Maebashi, Japan

Background: This study aimed to evaluate the factors that predicted

an antitumor response in patients undergoing balloon-occluded tran-

scatheter arterial chemoembolization (B-TACE) and overall survival

in patients with hepatocellular carcinoma (HCC).

Methods: Sixty-seven patients who were treated with B-TACE at our

institution between January 2011 and August 2015 were included in

this retrospective cohort study. We performed angiography to identify

the tumor-feeding arteries and a microballoon catheter was inserted as

peripherally as possible. The balloon was dilated to occlude the

artery, and miriplatin and gelatin sponge particles were infused. We

performed contrast-enhanced computed tomography (CT) at 1–3

months after B-TACE to evaluate the antitumor response according to

RECICL 2015. This study was approved by the review board of our

institution.

Result: The median age was 75 (interquartile range; 68.5–79) years.

Forty-six (68.7%) of the patients were men. The Child–Pugh Class

was A in 42 (62.7%) patients and B in 25 (37.3%) patients. The

median maximum tumor diameter was 25 mm (interquartile range,

18–37 mm) the number of tumors was 1, 2, 3 and C4 in 34 (50.7%),

10 (14.9%), 6 (9.0%) and 17 (25.4%) patients, respectively. The

antitumor response was classified as CR, PR, SD and PD in 35

(52.2%), 7 (14.9%), 13 (19.4%) and 12 (17.9%) patients, respectively.

The response rate and the disease control rate were 62.7 and 82.1%,

respectively. The median follow-up period was 492 (interquartile

range, 287–737.5) days. The 1-, 2-, 3-year survival rates were 75.7%

[95% confidence interval (CI) 63.4–84.3%], 56.4% (CI 42.0–68.8%),

and 46.0% (CI 30.2–60.4%), respectively. A multivariate analysis

revealed that the number of tumors [hazard ratio (HR) 5.01; 95% CI

1.46–17.20; P \ 0.011] and a-fetoprotein level (HR 8.71; 95% CI

2.35–32.3; P\0.001) were significantly associated with an antitumor

response and Child–Pugh class A (HR 0.26; 95% CI 0.12–0.55; P\
0.001) and that a response that was classified as CR or PR (HR 0.26;

95% CI 0.12–0.55; P \ 0.001) was significantly associated with

overall survival.

Conclusion: B-TACE treatment had a good antitumor effect and

improved the overall survival of HCC patients.

PP0589

The expression of GTPBP4 in hepatocellular carcinoma and its
effect on the proliferation of Hep G2 cells

Qing Shi1, Wuhua Guo1

1The Second Affiliated Hospital of Nanchang University, Nanchang

Background: The GTPBP4 which consists of 633 amino acids is a

novel nucleolar GTP-binding protein. It mainly involves in the bio-

genesis of 60 S ribosomal subunit. Previous studies have indicated

that GTPBP4 played important role in the regulation of cell prolif-

eration and vitality. It found that GTPBP4 interacted selectively with

p53; silencing GTPBP4 caused the accumulation of p53 and arrested

the cell cycle. The GTPBP4 was down regulated in the Schwann cells,

and through Merlin inhibited cell proliferation and migration, which

acted as tumor suppressor. To investigate the relationship between

GTPBP4 and Hepatocarcinogenesis, we designed the research process

in below.

Methods: The protein expression levels of GTPBP4 was detected in

24 cases of hepatocellular carcinoma and matched adjacent non-

cancerous liver tissues by Western blot, we used lentivirus mediated

RNA interference (RNAi) to silence GTPBP4 expression in HCC cell

lines Hep G2, and the infection efficiency was observed under the

inverted fluorescence microscope. The silence ration was tested by

Western blot and real time PCR. The cell cycle was observed by flow

cytometry and proliferation was detected by CCK-8 assay after

silence of GTPBP4 gene. We also detected the changes of protein

levels of p53 and p21 by Western blot.

Result: 1. Western blot showed that GTPBP4 was high expression in

21 cases (87.5%) hepatocellular carcinoma tissues, only 3 cases of

copaired expression had no difference, but the GTPBP4 expression

levels had no significant difference in different levels of AFP. 2. After

Lentivirus with GFP reporter infected Hep G2 cell, the fluorescence

microscope was used to observe the expression of GFP, and the 90%

cells lighted green fluorescence. The LV-GTPBP4-RNAi could

effectively inhibited the expression of GTPBP4 in mRNA and protein

levels. 3. The results of the cell cycle after GTPBP4 silence was

detected by flow cytometry, it shows that LV-GTPBP4-RNAi group

G1 phase significantly increased, S phase decreased and arrested at

G1 phase; the CCK-8 assay was used to detect the proliferation of the

cells, proliferation ability of LV-GTPBP4-RNAi group was signifi-

cantly decreased in 96 h, inhibition rate reached 54.51%. Silencing of

GTPBP4 gene, the protein expression of p53, p21 increased.

Conclusion: In conclusion, our findings suggested that GTPBP4 was

associated with hepatocarcinogenesis and via p53/p21 pathway pro-

moting tumor cell proliferation, which help us understanding the

precise molecular network of hepatocarcinogenesis further.

PP0590

Exploring poly(A)-binding protein-interacting protein 1 (Paip1)
on the development of hepatocarcinogenesis

Qing Shi1, Wuhua Guo1

1The Second Affiliated Hospital of Nanchang University, Nanchang

Background: In the early stage, we used microarray technology to

screen the protein expression of Paip1 in hepatocellular carcinoma

(HCC) and adjacent tissues. This study we detect and observe the cell

proliferation and migration of hepatocellular carcinoma cells when

we silence Paip1 gene and the relative expression of paip1 protein

was downregulated. So as to provide a new therapeutic target for the

treatment of HCC.

Methods: (1) Screening of the most effective sh-Paip1 lentivirus from

sh-Paip1 lentivirus: the sh-Paip1 lentivirus (labeled as 1, 2, 3)

infection hepatocellular carcinoma cell line which the expression

Paip1 protein are higher, the relative expression of Paip1 protein in

three groups of cells was detected with Western blot, selecting sh-

Paip1 lentivirus in which group Paip1 protein relative expression
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decreased most significantly to complete the next experiment. (2)

Screening stable lentivirus infected cells: using Puromycin select and

culture stable Paip1 interfering cell line-sh-Paip1 and stable eGFP

interfering cell line-sh-eGFP. Western Blot were used to detect the

Paip1 expression of two cell lines. (3) CCK8 method was used to

detect the proliferation of hepatocellular carcinoma cells. (4) Cell

scratch assay was used to detect migration of hepatoma cells. (5)

Western Blot was used to detect PDCD4 protein expression of hep-

atoma cells silencing Paip 1.

Result: (1) The expression of Paip1 protein in human hepatocellular

carcinoma cell line HepG2, HepG2.2.15, SMMC-7721, Hep3B are

significantly higher than that in normal human liver cell line L02 (P\
0.05), we selected two lines of hepatocellular carcinoma cell lines

(HepG2 and SMMC-7721) to complete the next cell experiments. (2)

From three different types of sh-Paip1 lentivirus we select No. 2

which decreasing Paip1 protein expression clearly, the titer was

detected 3 9 108 TU/ml. Optimal multiplicity of infection (MOI) of

hepatocellular carcinoma cells (HepG2 and SMMC -7721) are l0. By

using puromycin we obtain stable Paip1 interfering cell line SMMC-

7721-sh-Paip1 and HepG2-sh-Paip1, and stable eGFP interfering cell

line SMMC-7721-sh-eGFP and HepG2-sh-eGFP. (3) The results of

western blot show that Paip1 protein relative expression of HepG2

cells and SMMC-7721 cells which infectiing sh-Paip1 lentivirus,

compared with the corresponding negative control group and blank

control group, are significantly lower (p\ 0.01).

Conclusion: (1) Paip1 protein levels of human hepatocellular carci-

noma cell lines HepG2, HepG2.2.15, SMMC-7721, Hep3B are

significantly higher than normal human liver cell line L02, indicating

Paip1 may highly express in HCC. (2) In this experiment, by using

puromycin we successfully screen out stable Paip1 interfering cell

line SMMC-7721-sh-Paip1 and HepG2-sh-Paip1. (3) By silencing

Paip1, the migration and proliferation of HCC cells SMMC-7721 and

HepG2 decreased, indicating Paip1 may play a catalytic role in the

development of HCC.

PP0591

Efficacy of radiation therapy for hepatocellular carcinoma
with vascular invasion

Kazuo Okumoto1, Taketo Nishina1, Kei Mizuno1, Tomohiro
Katsumi1, Hiroaki Haga1, Takafumi Saito1, Yoshiyuki Ueno1

1Yamagata University Faculty of Medicine, Yamagata, Japan

Background: Hepatocellular carcinoma (HCC) with vascular inva-

sion is difficult to treat, and the prognosis is poor. We examined the

effectiveness of radiation therapy for HCC with vascular invasion,

and the prognosis of the patients.

Methods: The study included 24 patients with stage IVa HCC who

underwent radiation therapy at our hospital between July 2010 and

July 2015 (20 males and 4 females; hepatitis B-related liver cirrhosis,

n = 5; hepatitis C-related liver cirrhosis, n = 9; alcoholic liver cir-

rhosis, n = 6; others n = 4). The patients were given an average

radiation dose of 46 Gy for vascular invasion. We examined the effect

of the treatment using CT, and classified it as complete response

(CR), partial response (PR), stable disease (SD) or progressive disease

(PD). Furthermore, we examined the prognosis.

Result: The results of treatment assessed by CT were CR = 0, PR =

6, SD = 4, and PD = 14, with a response rate of 25%. We then

divided the patients into an ineffective group (PD = 14) and an

effective group (SD + PR = 10). There were no significant differences

between the groups in terms of age (71.24 ± 9.7 vs 67.8 ± 8.5 years),

sex (male/female, 10/4 vs 10/0), cause of hepatic cirrhosis (HBV/

HCV/alcohol/others: 1/6/5/2 vs 4/3/1/2), period from onset (38.5 ±

33.9 vs 23.6 ± 21.5 months), number of tumors (9.5 ± 12.4 vs 3.0 ±

3.7), invasion pattern (Vp/Vv/Vb: 11/1/2 vs 6/2/2), radiation dose

(46.3 ± 5.8 Gy vs 46.4 ± 1.9 Gy), T-bil (1.2 ± 0.5 vs 1.1 ± 0.7 mg/

dl), PT% (91.7 ± 13.6 vs 88.6 ± 22.3), ICG (24.9 ± 12.8 vs 24.2 ±

18.3), ascites (Yes/No: 10/4 vs 10/0), AFP (7955 ± 19713 vs 1400 ±

3091), PIVKAII (11927 ± 22419 vs 187 ± 214), and liver damage

(A/B/C: 6/6/2 vs 7/2/1). The effective group had a significantly

smaller tumor diameter (105.0 ± 80.6 vs 52.0 ± 55.5 mm), higher

albumin level (3.0 ± 0.5 vs 3.6 ± 0.6) and better Child stage (A/B:

7/7 vs 9/1). The survival period was significantly longer in the

effective group (4.1 vs 21.0 months) and significantly longer for PR

patients (25.8 months) than for PD (4.1 months) or SD (13.8 months)

patients (log-rank test: p\ 0.01).

Most vascular invasion of HCC occurs while various treatments are

being repeated. It requires examination to take time for radiotherapy

because the expected survival time is short. The patients for whom

radiation therapy was effective had a shorter period from onset, their

liver function was better preserved, and their tumor diameter was a

small. Therefore, this type of therapy seems justified for this group of

patients.

Conclusion: HCC patients for whom radiation therapy is effective

have good liver function, a short period from onset, and a low number

of small tumors. Further experience with radiation therapy for such

patients is warranted.

PP0592

Multifunctional human serum albumin-modified reduced
graphene oxide for targeted photothermal therapy
of hepatocellular carcinoma

Aixian Zheng1,2, Xiaolong Liu1,2, Jingfeng Liu1,2

1The United Innovation of Mengchao Hepatobiliary Technology Key

Laboratory of Fujian Province, Mengchao Hepatobiliary Hospital of

Fujian Medical University, Fuzhou; 2The Liver Center of Fujian

Province, Fujian Medical University, Fuzhou

Background: Hepatocellular carcinoma (HCC) is one of the most

common cancer and is also the third leading cause of cancer-related

death worldwide. Early diagnosis and treatment of HCC is urgently

needed to improve the therapeutic effects and prolong the survival

time. Compared with traditional therapeutic strategies such as

chemotherapy and radiotherapy, NIR laser-induced PTT has been

suggested as a minimally invasive and highly efficient therapeutic

method.

Methods: In this paper, human serum albumin (HSA) was func-

tionalized with indocyanine green (ICG) and lactobionic acid (LA) to

prepare multifunctional human serum albumin (mfHSA), which could

be used for the modification of reduced graphene oxide (rGO). The

mfHSA-modified rGO was characterized by absorption spectra and

AFM. Next, temperature elevation induced by NIR laser irradiation,

in vitro cytotoxicity of rGO-mfHSA, in vitro photothermal ablation

ability, photothermal treatment of rGO-mfHSA in vivo and in vivo

toxicity of rGO-mfHSA were used to prove the prepared multifunc-

tional nanomaterials could serve as a highly effective therapeutic

agent for HCC.

Result: HSA was functionalized with ICG and LA to prepare mul-

tifunctional human serum albumin (mfHSA), which could be used as

a stabilizer of rGO to prepare a multifunctional therapeutic agent.

This approach is simple and highly efficient, and not only improves

the stability and the biocompatibility of rGO, but also makes it exhibit

an enhanced photothermal conversion efficiency and targeting
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specificity towards HCC cells. The low cytotoxicity and the high PTT

therapeutic efficacy at both the cellular and animal levels indicated

that the prepared multifunctional nanomaterials could serve as a

highly effective therapeutic agent for HCC.

Conclusion: In summary, HSA can be functionalized with ICG and

LA, and then used as a stabilizer of rGO. This approach is simple and

highly efficient, and not only improves the stability of rGO, but also

increases the biocompatibility due to the intrinsic nature of HSA

itself. Furthermore, the prepared rGO-mfHSA exhibited increased

photothermal conversion efficiency due to the combined effect of ICG

and rGO and the generated galactose residues can be used as the

targeting ligand for HCC due to its high binding affinity to ASGP-R,

which is highly expressed on the surface of HCC cells. These mul-

tifunctional nanomaterials can specifically target HCC cells and

effectively kill them with the help of a NIR laser, and can be further

used for PTT in vivo by causing cellular destruction and a significant

decrease in cell proliferation.

PP0593

Lipid-AuNPs@PDA nanohybrid for MRI/CT imaging
and photothermal therapy of hepatocellular carcinoma

Da Zhang1, Yongyi Zeng2, Xiaolong Liu2, Jingfeng Liu2

1Mengchao Hepatobiliary Hospital of Fujian Medical University,

Fuzhou; 2The United Innovation of Mengchao Hepatobiliary

Technology Key Laboratory of Fujian Province, Mengchao

Hepatobiliary Hospital of Fujian Medical University, Fuzhou

Background: Hepatocellular carcinoma (HCC) is one of the most

lethal cancers worldwide and causes cancer-related death once distant

malignancy has occurred.1–6 Most patients are diagnosed at a late

stage of the disease, resulting in poor prognosis. Early detection of

lethal cancers, including HCC, remains challenging. Various imaging

techniques, including computed X-ray tomography (CT),7 magnetic

resonance imaging (MRI),8,9 ultrasound examination (US)10 and

positron emission tomography (PET),11,12 have been extensively

applied in clinical diagnosis of cancer. Among these imaging

modalities, CT is one of the most convenient imaging/diagnostic tools

in clinical application that provides 3D structural details regarding

tissues of interest based on various X-ray absorption features. How-

ever, CT suffers from low sensitivity for soft tissues because these

tissues have low density.13 In addition, iodinated compounds, which

are clinically used as CT contrast agents, are limited by shot imaging

time and potential renal toxicity due to rapid kidney clearance.14

MRI, another powerful tool for whole-body diffusion-weighted

imaging, is also extensively used in disease diagnosis, especially in

soft tissues.15

Methods: Synthesis and characterization of LA-LAPNHs,

Confocal microscopy studies of the LA-LAPNH uptake,

Evaluation of cellular uptake of LA-LAPNHs by flow cytometry,

Temperature elevation induced by NIR laser irradiation and pho-

tothermal stability study,

In vitro cytotoxicity and photothermal-induced cell death,

In vitro MRI and CT.

Result: We successfully developed a nanohybrid (LA-LAPNHs) for

targeted MRI/CT dual-mode imaging and photothermal therapy of

hepatocellular carcinoma. The gold core of LA-LAPNHs could

function as a CT imaging contrast agent, and the presence of Gd-

DOTA coupled at the terminus of PEG-DSPE could function as a MR

imaging contrast-enhancement agent. The prepared LA-LAPNHs

could specifically target the hepatocellular cancer cell line HepG2

rather than HeLa cells due to the specificity of the ligand-receptor

recognition between LA and ASGP-receptor, and act as a pho-

tothermal therapeutic agent following NIR laser irradiation.

Furthermore, the incorporated ICG inside the lipid bilayer has much

higher photothermal stability than free ICG, which should further

facilitate the clinical usage of our LA-LAPNHs. Therefore, as men-

tioned above,

Conclusion: The prepared LA-LAPNHs may be a promising dual-

mode MRI/CT imaging theranostic agent for further treatment and

early diagnosis of hepatocellular carcinoma.

Schematic view of the LA-LAPNH preparation method. Indocyanine

green (ICG) was electrostatically adsorbed onto the positively

charged AuNPs@PDA to form ICG-AuNPs@PDA. Next, the lacto-

bionic acid- and Gd(III)-DOTA-functionalized PEG-DSPE were self-

assembled.

PP0594

Chlorin e6 conjugated poly (dopamine) nanospheres as PDT/PTT
dual-modal therapeutic agents for enhanced cancer therapy

Da Zhang1, Xiaolong Liu1, Jingfeng Liu1

1Mengchao Hepatobiliary Hospital of Fujian Medical University,

Fuzhou

Background: Photodynamic therapy (PDT), as a noninvasive thera-

peutic modality, has obtained regulatory approval for clinical

applications for various diseases such as age-related macular degen-

eration (AMD),1 psoriasis,2 and certain oncological diseases.3, 4 The

concept of PDT is that photosensitizer (PS) transfers the photon

energy to generate reactive oxygen species (ROS) including Type I

(superoxide anion, hydroxyl radical, and hydrogen peroxide) and

Type II (singlet oxygen) upon the irradiation with appropriate

wavelengths, and it is generally accepted that the Type II ROS is

primarily responsible for cell death. Chlorins from ‘‘Chlorophyll a’’

have been frequently used as a PS agent due to its high extinction

coefficient in the red light region and high singlet oxygen quantum

yield.5 However, it is worth noting that Ce6 has low stability in

physiological conditions, which significantly reduces the fluorescent

quantum yield (Uf) and lowers the photosensitizing efficiency.9

Therefore, the current emphasis on efforts to overcome the above

mentioned obstacles has resulted in development of alternative or

next-generation photosensitizers. With the aim of improving the

efficiency of PDT, carbon-based, polymer-based and lipid/liposome-

based nanocarriers have been developed as an emerging platform for

delivering Ce6,10–13 while still suffering from the low drug loading
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amount and the inevitable release of the active dye before reaching its

targets in vivo which lead to the insufficient drug dose at the tumor

site.

Methods: Synthesis of the PDA-Ce6 nanospheres,

Characterization of the PDA-Ce6 nanospheres,

Measurements of ROS generation under 670 nm laser irradiation,

Temperature elevation induced by 808 nm laser irradiation,

Confocal microscopy studies of the PDA-Ce6 nanospheres uptake,

In vitro cellular uptake measured by flow cytometry,

In vitro cytotoxicity and photodynamic/photo-thermal-induced

cell death,

Tumor xenograft and in vivo photodynamic/photo-thermal cancer

therapy,

Result: A PDT/PTT dual-modal therapeutic agent based on Ce6

modified poly (dopamine) nanospheres was successfully synthesized.

The PDA-Ce6 nanospheres exhibited excellent biocompatibility, little

toxicity, as well as high ROS generation and high photo-thermal

conversion efficiencies. The antitumor efficiency of the PDA-Ce6

nanospheres upon the NIR laser irradiation was also carefully eval-

uated both in vitro and in vivo, and the results showed that antitumor

efficiency could be significantly enhanced by the combination of

PTT/PDT treatment by using dual wavelength (670, 808 nm) laser

irradiation.

Conclusion: Our prepared PDA-Ce6 nanospheres might be a very

promising dual-mode PDT/PTT therapeutic agent for future cancer

therapy.

In vivo therapeutic response to PDT and PTT

PP0595

Lipid micelles packaged with semiconducting polymer dots
as simultaneous MRI/photoacoustic imaging and photodynamic/
photothermal dual-modal therapeutic agents for liver cancer

Da Zhang1, Xiaolong Liu1, Jingfeng Liu2

1Mengchao Hepatobiliary Hospital of Fujian Medical University,

Fuzhou; 2The United Innovation of Mengchao Hepatobiliary

Technology Key Laboratory of Fujian Province, Mengchao

Hepatobiliary Hospital of Fujian Medical University, Fuzhou

Background: Photo-therapy is a non-invasive therapeutic technique

with many advantages such as remote controllability, improved se-

lectivity, and low systematic toxicity. Photothermal therapy (PTT),

which is based on the conversion of electromagnetic wave energy to

local hyperthermia by photoabsorbing agents, has been reported to be

an efficient treatment approach to destroy malignant carcinomas

under laser irradiation; moreover, photodynamic therapy (PDT),

which can transform endogenous oxygen to generate reactive oxygen

species (ROS) by a photosensitizer to induce the apoptosis of cancer

cells upon appropriate laser irradiation, has also been clinically

applied to treat different tumors. Photosensitizers and photoabsorbing

agents, which could be activated by a near infrared (NIR) laser

(650–900 nm), have attracted intensive interests recently.

Methods: Synthesis of the Pdots/Ce6@lipid-Gd-DOTA micelles,

Characterization of the Pdots/Ce6@lipid-Gd-DOTA micelles,

Temperature elevation and ROS generation under 670 nm laser

irradiation,

In vitro cellular uptake measurement by flow cytometry,

Confocal microscopy studies of the cellular uptake of Pdots/

Ce6@lipid-Gd-DOTA micelles,

In vitro cytotoxicity analysis and photodynamic/photo-thermal

ablation of cancer cells,

Tumor xenograft and in vivo photodynamic/photo-thermal

therapy.

Result: In this work, we successfully developed the Pdots/Ce6@li-

pid-Gd-DOTA micelles as a multifunctional theranostic agent for

MR/PA dual-modal imaging and synchronous PDT/PTT treatment of

liver cancers. The Pdots embedded into micelles exhibited strong PAI

signal and high photo-thermal conversion ability and stability, and the

Gd-DOTA modified on the outlayer showed a significant MRI

enhancement ability, while the loaded Ce6 could achieve significant

ROS generation under the same laser irradiation as PTT, respectively.

The MR/PA dual-modal imaging signals of our micelles in tumor

could be nicely observed both in vitro and in vivo. Antitumor study

confirmed that our prepared Pdots/Ce6@lipid-Gd-DOTA micelles

showed a significantly improved tumor killing efficacy, compared to

the Pdots@lipid micelles or free Ce6 alone under 670 nm laser irra-

diation, which is demonstrated the synchronous PDT/PTT therapeutic

effects of our micelles.

Conclusion: The prepared Pdots/Ce6@lipid-Gd-DOTA micelles

might be used as a promising theranostic agent for MR/PA dual-

modal imaging and synchronous PDT/PTT treatment of liver cancer.

MRI/PA intensity of Pdots/Ce6@lipidGdDOTA micelles for PDT and

PTT therapy by single laser irradiation.

PP0596

Synergistic interaction between the HDAC inhibitor, quisinostat
(JNJ-26481585), and sorafenib in liver cancer cells in vitro
and in vivo

Xiaoqian Zhang1, Ermei Chen2, Jie Wang2, Chao Ye2, Lanjuan
Li2

1State Key Laboratory for Diagnosis and Treatment of Infectious

Diseases, Collaborative Innovation Center for Diagnosis and

Treatment of Infectious Diseases, First Affiliated Hospital, School of
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Medicine, Zhejiang University, Hangzhou; 2State Key Laboratory for

Diagnosis and Treatment of Infectious Diseases, Collaborative

Innovation Center for Diagnosis and Treatment of Infectious

Diseases, First Affiliated Hospital, School of Medicine, Zhejiang

University, Hangzhou

Background: Histone deacetylases (HDACs) hyper-activity in hep-

atocellular carcinoma (HCC) is often associated with patients’ poor

prognosis. Thus Histone deacetylases inhibitors (HDACis) seem to be

promising drugs to deal with HCC.

Methods: In this study, we devoted to investigate the antitumor

activities of a histone deacetylase (HDAC) inhibitor, quisinostat, plus

sorafenib in liver cancer cells in vitro and in vivo. We applied five

different liver cancer cell lines to sorafenib in the presence or absence

of quisinostat, and cell viability was measured by MTT assay. Effects

of cotreatment on cell apoptosis and intracellular signaling pathways

were assessed by flow cytometry and Western blot analysis. The LM3

xenograft model was used to evaluate the antitumor activity in vivo.

Result: Our data demonstrated sorafenib and quisinostat could syn-

ergistically lessen cell viability in liver cancer cells, and also

significantly induce cell apoptosis in these cells, as proved by the

caspase-3, cleavage of PARP. In addition, quisinostat plus sorafenib

significantly suppressed the tumor growth in a LM3 xenograft model.

Conclusion: These findings verified that quisinostat in combination

with sorafenib had marked anti-hepatocellular carcinoma activity in

preclinical models, indicating a novel therapeutic strategy for patients

with advanced hepatocellular carcinoma.

PP0597

Non-steroidal anti-inflammatory drug and sorafenib
synergistically inhibit proliferation of hepatocellular carcinoma
cells

Tzu-Haw Chen1, Yao-chun Hsu1,2,3, Lein-Ray Mo4, Chi-Yang
Chang1, Cheng-Hao Tseng1, Jaw-Town Lin5

1Division of Gastroenterology, E-Da Hospital, Kaohsiung; 2Center for

Database Research, Kaohsiung; 3School of Medicine for International

Students, I-Shou University, Kaohsiung; 4Superintendent Office,

Tainan Municipal Hospital, Tainan, Taiwan; 5School of Medicine, Fu

Jen Catholic University, New Taipei

Background: Sorafenib has been approved for advanced hepatocel-

lular carcinoma (HCC) but the therapeutic efficacy is usually limited.

How to enhance the effect of sorafenib remains unknown.

Methods: In-vitro studies were carried out in well-established HCC

cell lines including HepG2, Huh7, and Hep3B. Inhibitory effects of

aspirin and ibuprofen with or without combination of sorafenib were

tested by cell viability and colony formation assays. Microarray

analysis was performed to appreciate difference in gene expression

among cells treated with different combination of test drugs. The

identified proteins were then further characterized.

Result: We found that proliferation and viability of all HCC cell lines

(HepG2, Hep3B, and Huh7) were inhibited by both aspirin and

ibuprofen via activation of apoptosis and induction of cell cycle

arrest. Moreover, the inhibitory effect was synergistic with sorafenib.

The microarray uncovered patterns of protein expression among HCC

cells treated with sorafenib, ibuprofen, alone or in combination, and

discovered that ATF3 was differentially expressed. Furthermore, the

immunohistochemical staining revealed that ATF4, which lied the

upstream of ATF3 in signal transduction, appeared to be up-regulated

in cells treated with both ibuprofen and sorafenib.

Conclusion: Non-steroidal anti-inflammatory agents such as aspirin

and ibuprofen may work synergistically with sorafenib to inhibit HCC

cell proliferation. This synergistic effect appears to be mediated

through ATF3-related mechanism.

In Hep3B cells treated with sorafenib (2.5 M), ibuprofen (0.5 mM) or

both, increase of activated cleaved caspase 3 indicated the pro-

apoptotic effect. ATF3 was significantly upregulated in the treatment

with both sorafenib and ibuprofen.

The immunohistochemical staining of the HepG2 (panel A) and

Hep3B (panel B) cells under treatment with sorafenib (2.5M) and

ibuprofen (0.5 mM), alone or in combination for 48 h. The expression

of ATF4 was most pronounced with the combination.

PP0598

Hepatocellular carcinoma with pulmonary and peritoneal
metastases progressing after sorafenib administration obviously
responded to systemic chemotherapy with oxaliplatin and 5-
fluorouracil twice: a case report

Wang Nanya1, Zhao Hengjun1, Cui Jiuwei1

1The First Hospital of Jilin University, Changchun

Background: Therapies for Metastases hepatocellular carcinoma

(HCC) were limited, especially the patients progressed after sorafenib

administration. Systemic chemotherapy was not routinely used,

however, for this case treated with oxaliplatin (OXA)-containing

regimen achieved obviously partial remission twice. It was rare and

why we reported.

Methods: A 58-year-old man who experienced extrahepatic recur-

rence HCC after liver resection with pulmonary and peritoneal

metastases progressed obviously 21 months after administration of

sorafenib, while two lesions were found in the liver. The OXA-
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containing regimen protocol, which was applied every 2 weeks for ten

cycles, leaded the continuous tumor size decreased in lung and

peritoneal. Furthermore, the lesions in liver were disappeared. All of

the lesions progressed again 9 months after the final chemotherapy

session, the same regimen was conducted again. After 9 cycles of

systemic chemotherapy again, the second time obviously partial

remission both in lung and peritoneal were revealed by enhanced CT

scan.

Result: The good response was achieved twice by the same regimen,

and the overall survivals were 40 months after pulmonary and peri-

toneal metastases, and now the patient is alive.

Conclusion: The OXA-containing systemic chemotherapeutic regi-

men is potent method to control the tumors for part of metastases

HCC patients.

PP0599

Gender differences of sorafenib metabolism in healthy
and hepatocellular carcinoma-bearing rats

Yang Wenlong Yang Wenlong1, Baogang Xie Baogang Xie2,
Sunshuilin Sunshuilin2

1The Second Affiliated Hospital to Nanchang University, Nanchang;
2Second Affiliated Hospital, Nanchang University, Nanchang

Background: Sorafenib (SRF) is a potent multi-kinase inhibitor that

exerts an anti-tumor angiogenesis effect via the blockage of VEGF

and PDGF receptors in a wide range of tumor models [1–3]. To date,

little information is available regarding the gender differences of SRF

metabolism in humans or rats.

Methods: We developed a highly feasible HPLC-UV method for the

simultaneous determination of SRF, N-hydroxymethy sorafenib (OH-

SRF), and N-demethylation sorafenib (DM-SRF) in rat plasma and

liver.

Result: SRF in hepatic microsomal fractions of male rats (1.753 ±

0.417 Min) decreased rapidly compared with that of female rats

(4.285 ± 0.628 min). Furthermore, increased concentrations of OH-

SRF (1.69-fold in plasma) and DM-SRF (1.62-fold in plasma; 1.72-

fold in liver), with a lower concentration of SRF (in plasma and liver)

in male rats, were observed after a single SRF oral administration.

These results demonstrated that there was increased SRF metabolism

in male rats, which may be related to male-predominant expression of

CYP3A2 in rats. In addition, SRF metabolism was significantly

decreased in male HCC bearing rats compared with that of healthy

rats, which further resulted in an elevation of plasma SRF (1.58-fold).

Conclusion: Gender differences in SRF metabolism might be taken

into account for the risk assessment of SRF treatment in clinical

practice.

PP0600

Long-term antiviral therapy using sequential therapy with Peg-
IFN and nucleos(t)ide analogues improves the prognosis of HBV-
associated HCC

Wenqian Qi1, Qian Zhang1, Yan Xu1, Ping Zhao1, Honghua Guo1,
Jiangbin Wang1

1China-Japan Union Hospital of Jilin University, Changchun

Background: Interferons (IFNs) especially pegylated IFN (Peg-IFN)

provide antitumoral immune responses as well as antiviral actions.

Theoretically, Peg-IFN yields a better response in hepatitis B virus

(HBV)-associated hepatic carcinoma (HCC) compared to nucleos(-

t)ide analogues (NAs). However, considering the side effects and

costs, the long-term clinical application of Peg-IFN is limited.

Methods: 288 patients with HBV-related HCC were included from

2008 to 2009, and all patients had already treated with curative

therapy, including liver resection, local ablation and chemoem-

bolizaiotn and transcatheter therapies. Some patients finally entered

into digestive center (digestive department and interventional therapy

department) and were given nucleoside analogues (n = 131), antiviral

group, in whom 49 patients were given ETV (ETV group), 55 patients

were given LAM (LAM group) and 27 patients were given Ldt (Ldt

group). The others (n = 157) were always treated in other depart-

ments, for example hepatobiliary surgery and oncology department,

who were not treated with any anti-HBV therapy, control group. All

patients were followed 3 years.

Result: The baseline characteristics of antiviral group and control

group didn’t have differences. HBV DNA level in antiviral group was

declined obviously in 24 weeks, and became stable after 24 weeks. In

antiviral group, overall 3-year-cumulative survival rate was 90.8%,

higher than control group (79.0%), P \ 0.01. 3-year-cumulative

recurrence-free survival rate of antiviral group was 62.6%, higher

than control group (43.9%), P\0.01. Moreover, in antiviral group 38

patients achieved response, who were in response group, and the rest

were in not-response group. And in response group, the 3-year-cu-

mulative survival rate was high to 100%. Then, the 3-year survival

rate in LAM, ETV and Ldt group was similar, P[ 0.05.

Conclusion: Antiviral treatment could be effective on outcome of

HBV-related HCC. The type of antiviral agent did not influence

overall survival in patients with HBV-related advanced HCC.
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Effects and mechanism of salidroside inhibits migration
of hepatocellular carcinoma cells

Lu Linlin1, Xin Yongning1, Chen Lizhen1, Xuan Shiying1

1Qingdao Municipal Hospital, Qingdao

Background: To investigate the effect of salidroside on the migration

and invasion of hepatocellular carcinoma HMCC97H cells in vitro.

Methods: (1) Scratch wound closure assay and Matrigel-coated

transwell inserts assay were conducted to analyze the effect of sali-

droside on the migration of HMCC97H cells. HMCC97H cells were

treated with salidroside for 24 h, then the expression of Notch1 signal

pathway relevant genes hes1, hes5 and hey1, and cox-2, snail, e-

cadherin were measured by Real-time PCR and Western blot. (2)

Matrigel-coated transwell inserts assay was conducted to analyze the

effect of salidroside on the invasion of HMCC97H cells. HMCC97H

cells were treated with salidroside for 24 h, then the expression of

invasion-relevant protein MMP-2, MMP-9, VEGF and the phospho-

rylation of ERK1/2 were measured by Western blot.

Result: (1) Salidroside significantly reduced wound closure areas of

HMCC97H cells (P\0.05), and inhibited HMCC97H cells migrated

into Matrigel-coated membranes (P\0.05). The expression of hes1,

hes5, hey1, cox-2 and snail were significantly inhibited by salidroside

in a dose-dependent manner, and the expression of e-cadherin was

markedly promoted by salidroside in a dose-dependent manner (P\
0.05). (2) Salidroside significantly inhibited HMCC97H cells invasion

into Matrigel-coated membranes, and markedly down-regulated the

expression of invasion-relevant genes mmp-2, mmp-9 and vefg in a

dose-dependent manner (P \ 0.05). Additional, salidroside signifi-

cantly inhibited the phosphorylation extracellular signal-regulated

kinase1 and 2 (ERK1/2) in a dose-dependent manner (P\ 0.05).

Conclusion: Salidroside could inhibit the migration and invasion of

HMCC97H cells in a dose-dependent manner, which may due to it’s

interfere in the intracellular Notch1 signal pathway and down-regu-

lated the ERK1/2 phosphorylation. This may provide new ideas for

the therapy of HCC.

PP0602

Add-on therapy with traditional Chinese medicine improves
outcomes and reduces adverse events in hepatocellular
carcinoma: a meta-analysis of Randomized Controlled Trials

Zongguo Yang1, Xiaorong Chen1, Yongchun Yu2

1Shanghai Public Health Clinical Center, Fudan University, Shanghai;
2Shanghai Municipal Hospital of Traditional Chinese Medicine,

Shanghai TCM University, Shanghai

Background: Traditional Chinese medicine (TCM) therapy for

hepatocellular carcinoma remains controversial. This study aimed to

evaluate the efficacy and safety of TCM regimens in HCC treatment.

Methods: Randomized Controlled Trials (RCTs) up to June 1, 2016

of the TCM treatment for hepatocellular carcinoma were systemati-

cally identified in PubMed, CNKI, Ovid, Embase, Web of Science,

Wanfang, VIP, CBM, AMED and Cochrane Library databases.

Result: A total of 1010 and 931 patients in 20 RCTs were randomly

treated with add-on TCM therapy and conventional therapy, respec-

tively. The additional use of TCM significantly improved 6-month, 1-,

2- and 3-year overall survival rates in HCC cases (RR = 1.3, P =

0.01; RR = 1.38, P = 0.0008; RR = 1.44, P\0.0001; RR = 1.31, P

= 0.02; respectively). Add-on TCM therapy significantly increased

PR and RR rates and reduce PD rate than those in control group (34.4

vs. 26.3%, RR = 1.30, P = 0.002; 41.6 vs. 31.0%, RR = 1.30, P\
0.0001 and 16.6 vs. 26.5%, RR = 0.64, P \ 0.0001; respectively).

Additionally, TCM combination therapy significantly increased the

quality of life (QOL) improvement rate and reduced adverse events

including leukopenia, thrombocytopenia, anemia or erythropenia,

liver injury and gastrointestinal discomfort in HCC patients (all P\
0.05).

Conclusion: Add-on therapy with TCM could improve overall sur-

vival, increase clinical tumor responses, better QOL and reduce

adverse events in hepatocellular carcinoma.

PP0603

149 Lesions of advanced hepatocellular carcinoma treated
with Cyberknife

Yasunori Honda1, Hideo Yoshida1, Ryo Nakata1

1Japanese Red Cross Medical Center, Tokyo, Japan

Background: The population of HCC patients is aging and there has

been increasing necessity for the therapies of HCC in a low invasive

manner.

It has been reported that the CyberKnife stereotactic radiosurgery

delivers good efficacy and low toxicity. But few studies reported on

the CK’s efficacy for advanced HCC. We report a treatment outcome

of CyberKnife for advanced HCC.

Methods: 104 advanced HCC patients with 149 lesions in our insti-

tution were enrolled between May 2011 and September 2016.

Treatment response was classified according to the Response Evalu-

ation Criteria in Solid Tumors (RECIST) version 1.1.

Result: Their age ranges 26–93 years, with a median age of 71 years,

and 83 of 104 patients were male. The target lesions were as follows;

27 were primary lesion, 65 were bone metastasis, 12 were lung, 9

were brain, 23 were hepatic vein or bile duct invasion, and 13 were

others. Based on the Barcelona Clinic Liver Cancer classification, 86

were advanced stage and 18 were terminal stage. The median pre-

scribed dose was 31.7 Gy (range 8–65 Gy) and the median prescribed

number of session was 3.7 times (range 1–10).

Based on the RECIST, CR was 5%, PR 19%, SD 26%, and PD 13%.

55 cases (37%) were impossible to definite this criteria. Response rate

and disease control rate among the response defined patients was 39

and 80%.

Median survival time (MST) was 14 months. In this trial, there

were two severe complications (more than grade 2) including cerebral

hemorrhage, esophageal ulcer.

Conclusion: CyberKnife can be administered for advanced HCC

patients in view of safety and efficacy.

PP0604

Transarterial infusion of epirubicin and cisplatin combined
with systemic infusion of 5-FU for advanced hepatocellular
carcinoma refractory to conventional transarterial infusion
with doxorubicin

Hye Ji Kim1, Young Woon Kim1, Jung Hyun Kwon1, Soon Woo
Nam1, Jong Yul Lee1, Jeong Won Jang2, Kyu Won Chung1

1The Catholic University of Korea, Incheon St. Mary’s Hospital,
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Background: Transarterial chemoembolization (TACE) is an alter-

native treatment for small-sized single hepatocellular carcinoma

(HCC) that are not eligible for surgery or ablation therapy. We aimed

to investigate the clinical outcomes of patients with a single HCC less

than 5 cm treated with TACE.

Methods: From August 2003 to October 2014, 361 patients were

treated with TACE as a first treatment. Among these, 74 patients had

a single HCC less than 5 cm. We analyzed complete response (CR)

after TACE and predictive factors for overall survival (OS) in these

patients.

Result: Sixty-five patients (87.8%) had liver cirrhosis (Child A/B/C,

40/23/2). Forty-five patients (58.1%) had modified UICC stage I, 30

patients (40.5%) had stage II, and one patient (1.4%) had stage III.

Median tumor size was 1.9 cm (range 1.0–4.6 cm). Median

alphafetoprotein (AFP) was 9.1 ng/ml (range 1.3–10,268 ng/ml).

Thirty nine patients (52.7%) achieved CR after TACE and seventeen

patients (43.6%) recurred after CR (local recurrence/distant recur-

rence, 15/2). The 1-, 3- and 5-year OS rates were 86.2, 65.4, and

30.3%, respectively. Median OS was 30.6 months (95% CI

24.5–36.7) for non-CR group and 78.1 months (95% CI 44.1–112.2)

for CR group (p = 0.003). In multivariate analysis, CR (p = 0.011),

modified UICC stage I (p = 0.043) were positive predictive factors,

and ascites (p = 0.011) was negative predictive factor for OS.

Conclusion: TACE is a valid treatment option in patients with a

single HCC not suitable for curative treatment. CR, modified UICC

stage, and ascites were predictive factors for OS.

PP0605

Composite magnetic nanoparticles (Fe2O3 +As2O3) combined
with magnetic fluid hyperthermia (MFH) to therapeutic liver
cancer

Yan Shi Yan1

1Shanghai Jiaotong University School of Medicine, Shanghai

Background: To study on the therapeutic effect of (Fe2O3 +As2O3)

composite nanoparticles combined with magnetic fluid hyperthermia

(MFH) on human hepatocarcinoma HepG 2 cells in vitro and xeno-

graft liver cancer in nude mice.

Methods: Using MTT, flow cytometry (FCM), transmission electron

microscopy and animal experiment, we examined growth and apop-

tosis of HepG 2 cells treated with MFH containing composite

nanoparticles at various concentrations (i.e.2, 4, 6, 8 g L-1) for 30

min. We also observed weight and volume inhibitory rates of the

tumors of HepG 2-bearing nude mice.

Result: Composite nanoparticles combined with MFH could signifi-

cantly inhibit the proliferation and increase the ratio of apoptosis of

HepG 2 cells, and the effect was dose-dependent. The inhibitory rate

was 36.2, 43.29, 66.4, 89.4%, respectively and apoptosis rate was

37.13, 46.78, 60.18, 72.48%, respectively. Animal-experiment

showed that tumors become small. The weight inhibitory ratio was

38.68, 69.56, 82.36, 93.46%, and volume inhibitory ratio was 46.27,

81.48, 90.36, 97.28%, respectively. Compared with the control and

experimental groups, it showed that each group had significant dif-

ference statistically (p\ 0.05).

Conclusion: Composite nanoparticles combined with MFH could

inhibit the proliferation and induce apoptosis of HepG 2 cells. Animal

experiment showed that it has the significantly inhibitory effect in

weight and volume of xenograft liver cancer. However, the mecha-

nism needs to be further investigated.

PP0606

A comparsion of clinical outcomes in patients with progression
after sorafenib treated by best supportive care or other therapy
or combination of sorafenib and cytotoxic chemotherapy

Sang Youn Hwang1, Jung Woo Im1, Seon Mi Lee1, Ki Jung Jeon1

1Dongnam Institute of Radiological and Medical Sciences, Busan,

Korea

Background: We aimed to evaluate the efficacy and safety of using

combination therapy of sorafenib and cytotoxic agent (SC) and

compare with best supportive care (BSC) and other therapy (OT) (etc.

RT, combination of cytotoxic therapy) in patients with advanced HCC

with progressive disease on sorafenib monotherapy.

Methods: Eligible advanced HCC patients with documented radio-

logical evidence of disease progression with sorafenib treatment were

recruited in Dongnam Institute of Radiological & Medical Sciences

from January 2011 to 2015. All patients in SC group received dox-

orubicin at 60 mg/m2 every 3 weeks for a maximum of 6 cycles or

tegafur/uracil 125 mg/m2 twice daily with sorafenib for unlimited

cycles. Response assessments using both RECIST and modified

RECIST criteria were performed after 2 or 3 cycles of therapy

Result: Fifty six patients (SC group; 16 patients, OT group; 20

patients, BSC group; 20 patients) were enrolled in the study. In SC

group, the median age was 60 years (range 49–88) and all patients

were in ECOG performance status 1. Doxorubicin was used in 5

patients and tegafur/uracil was used in 11 patients. Fifteen patients

(94%) were chronic hepatitis B and only one patients had Child B

cirrhosis. The median overall survival was 7 months (range 3–31

months) and the median progression-free survival was 4 months

(range 2–13 months). Three patients (19%) achieved partial response

(PR), 9 patients (56%) had stable disease (SD), and 4 (25%) patients

had progression disease (PD). Especially, among 8 patients with

complete remission of intrahepatic lesion, all patients achieved dis-

ease control (2 patients with PR, 6 patients with SD). In doxorubicin

group, four patients (80%) experienced febrile neutropenia, all

patients had grade 3, 4 thrombocytopenia. In tegafur/uracil group, no

patients experienced grade 3, 4 neturopenia and thrombocytopenia,

however 2 patients (18%) had grade 3 diarrhea. Especially, the

median overall survival in SC group was significantly more longer

than that in OT group (5 months, range 1.5–24 months, p-value =

0.0466) and in BSC group (2 months (range 0.5–8 months, p-value =

0.0001).

Conclusion: Our study suggests that the combination of sorafenib and

cytotoxic agent can be relatively effective and safe strategy that

achieves promising rates of local and systemic control in HCC

patients refractory for sorafenib monotherapy, especially for patients

with complete remission of intrahepatic lesion. Moreover SC therapy

may be more prolonged survival than OT or BSC. A further well

controlled, large scaled study to prove survival benefit is

recommended.

PP0607

Metabolism and pharmacokinetics study of a small molecule
modulator of microRNA-34a with anti-cancer activities against
liver cancer

Yangchao Chen1,2

1The Chinese University of Hong Kong, Ma Liu Shui, Hong Kong;
2Shenzhen Research Institute, CUHK, Shenzhen
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Background: MicroRNA-34a functions as a tumor suppressor and is

frequently downregulated or silenced in various cancers including

hepatocellular carcinoma (HCC) (Gastroenterology 2013). We iden-

tified a small molecule modulator of miR-34a named Compound 3

which could selectively restore the expression of miR-34a in cancer

cells. We demonstrated the in vitro and in vivo anti-cancer activities

of Compound 3 in HCC cell and animal models. Compound 3 has

shown better anticancer efficacy than Sorafenib in HCC animal

models (Cancer Research 2014).

Methods: The metabolites of compound 3 in human and CD-1 mouse

liver microsomes after incubation 60 min were identified by LC-MSn.

Metabolites were elucidated by comparative analysis of fragment ions

between the parent and individual metabolites. The tentative struc-

tures of the metabolites and the metabolic pathways of compound 3

were proposed.

Result: The metabolites of compound 3 in human and mouse liver

microsomes were identified by LC-MSn. Ten metabolites of com-

pound 3 were detected in human and CD-1 mouse liver microsomes.

They were assigned as below: M1, M2, M4 and M6: Mono-oxy-

genation and demethylation. M3, M7 and M8: Mono-oxygenation.

M9 and M10: Demethylation. M5: Dehydrogenation and demethy-

lation. Based on the UV chromatogram, M7, M8 and M10 were

considered to be the major metabolites in human liver microsomes,

accounting for 3.51, 3.84 and 5.05%; M3, M9 and M10 were con-

sidered to be the major metabolites in CD-1 mouse liver microsomes,

accounting for 3.21, 7.65 and 7.50%. Metabolic profiling of Com-

pound 3 was further conducted in mouse plasma following oral

administration and intravenous administration to mice. A total of one

metabolite of Compound 3 in mouse plasma was searched and

identified by LC-MSn. The metabolite of Compound 3 was detected

and further characterized by using LC-MS/MS. The structure of the

putative metabolite was elucidated by comparative analysis of frag-

ments between the parent and individual metabolite. Compound 3

showed high clearance with large volume of distribution, which

indicate extensive distribution in tissues. Tumor showed high con-

centration. Although no parent drug was detected in plasma post oral

dosing even up to 50 mg/kg, it transferred to Glucuronized metabo-

lite, which can be transferred back to parent in the in vivo process. In

plasma MID study, the absorbed area of glucuronized metabolite in

10 mg/kg oral arm was much higher than that in IV arm, which would

indicate high bioavailability.

Conclusion: Compound 3 was stable in human or mouse microsome

with limited metabolites generated. Compound 3 showed high

clearance with large volume of distribution and high bioavailability.

PP0608

Combination therapy of transarterial chemoembolization
combined with RFA vs transarterial chemoembolization alone
among patients with Intermediate hepatocellular carcinoma

Celina Adraneda1, Diana Payawal1

1Cardinal Santos Medical Center, Metro Manila, Philippines

Background: Hepatocellular carcinoma is the sixth most common

cancer worldwide and the third most common cause of death from

cancer. Hepatectomy is considered as the first line treatment for early

HCC. However, due to poor hepatic reserve in chronic liver disease,

only 5–40% of patients with HCC’s become candidates for hepatec-

tomy. TACE is recommended for patients with unresectable,

large/multifocal HCC who do not have vascular invasion or extra-

hepatic spread. Combination therapy of TACE and RFA has been

tried to compensate their limitations and enhance efficacy. TACE

prior to RFA can lead to tumor revascularization which can lead to all

the heat generated to be confined to the tumor area. Thus, the

devascularization and thermal ablation can synergistically lead to

increased tumor necrosis.

The aim of this study is to compare the survival among patients with

intermediate HCC treated with a combination of TACE + RFA with

those treated with TACE alone.

Methods: Patients who were diagnosed with intermediate sized

HCCs at Cardinal Santos Medical Center were included in the

study. HCC was diagnosed on the basis of positive results in serum

alpha-fetoprotein determination (serum alpha-fetoprotein level[20

lg/L) along with positive imaging findings that indicated HCC in

high-risk patients. Demographics, tumor and non-tumor related

factors were assessed in both groups. The primary endpoint of the

study was 1-year survival and the secondary outcome is tumor

response.

Result: Twenty-two patients met the inclusion criteria and were

included in the study. 9 (40.9%) patients received TACE + RFA and

13 (59.09%) received TACE alone. There were no significant dif-

ferences for baseline characteristics and tumor and non tumor

variables considered. Mean age for TACE + RFA group is 64.33 years

and for TACE is 62.76 years. Majority were male in both groups.

Eighty eight percent (8/9) of patients in the combination group and

forty six percent (6/13) in TACE group were HBsAg positive. Mean

tumor size for TACE + RFA group was 7.244 cm and for TACE alone

is 9.8 cm. Majority of the patients in both groups were CPC B. AFP

levels in combination group were majority \200 ng/ml (7/9) while

7/13 in TACE group alone had AFP [400 ng/ml Mean survival in

combined TACE with RFA group is 19.83 (months) and in TACE

alone is 9.8 (months).

Conclusion: Combination treatment with TACE + RFA had a longer

mean survival rate compared with TACE alone. The small sample

size remains to be its limitation and therefore needs further studies.

PP0609

A novel anti-tumor efficacy of arginine in advanced HCC: a case
report

Zujiang Yu1, Zhigang Ren1, Ranran Sun1, Juan Li1, Quancheng
Kan1

1The First Affiliated Hospital of Zhengzhou University, Zhengzhou

Background: Most of patients with HCC was diagnosed and con-

firmed when the disease had progressed to the advanced stage, thus it

is essential to seek a novel and effective treatment for patients with

advanced HCC. As an important endogenous substrate for NO pro-

duction, arginine may play a crucial role in tumor progression.

Arginine deprivation therapy can potentially be beneficial in HCC

treatment. However, in our clinical practice, we found a novel anti-

tumor efficacy of arginine administration in advanced HCC patients,

and herein we presented the three representatives cases, which may

provide a unique perspective to study the dual functions of arginine in

tumor progression.

Result: We reported the efficacy of arginine administration in the

three cases of advanced HCC patients. Patient 1 was primarily

diagnosed as ‘‘HCC recurrence, post RFA and decompensated hep-

atitis B cirrhosis’’. Arginine was given to treat recurrent HCC.

Interestingly, multiple tumors of recurrent HCC were significantly

inhibited and became small on the 25 days, and even totally disap-

peared on the 40 days after arginine administration, as shown in MRI.

Patient 2 was diagnosed as ‘‘HCC recurrence post HCC resection,

portal vein tumor thrombus’’. After arginine, hydroxychloroquine and

apatinib administration, serum levels of AFP and AFP heterogeneity

began to decrease after 8 days post treatment, and then kept a
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relatively low level after 25 days post treatment. Notably, compared

with baseline, new nodules in liver presented no significant changes,

but the patient presented a significant portal vein tumor thrombus at

18 days post treatment. Importantly, at 40 days post treatment, portal

vein tumor began to decrease, as shown in the enhanced CT. Patient 3

was diagnosed as ‘‘advanced HCC with diameter [10 cm’’. After

arginine, hydroxychloroquine and apatinib administration, HCC

tumor became small after 8 days and further decreased after 40 days

post treatment. The three patients recovered well with discharged

hospital, and was kept follow-up of HCC.

Conclusion: This is the first time to report the anti-tumor efficacy of

arginine administration in advanced HCC. The three representatives

cases highlighted a novel anti-tumor efficacy of arginine in the three

kinds of advanced HCC patients. These data may provide a unique

perspective on the dual functions of arginine in tumor progression,

and also suggest a novel therapy strategy for advanced HCC.
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Study of adrenal function in acute liver cell failure

Mohamed Hamdy Badr1,2,3, Hassan Abdel Hadt Ahmed4,5,6

1Lecturer of Hepatology, El Bagour, Egypt; 2MBBS, MD
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Medicine Department, Faculty of Medicine, Menofia University,

Menofia, Egypt; 4Professor of Internal Medicine, Zagazig, Egypt;
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Background: Adrenal insufficiency refers to the inability of the

adrenal glands to produce a normal quantity of hormones. It may also

be defined as a reduced ability to cope with stress. It is one of the most

common imbalances in our population today. A diagnosis of adrenal

insufficiency is confirmed if the serum cortisol level is less than 20

mcg/dL in the presence of an elevated serum ACTH concentration

and plasma renin activity or a concentration lower than one obtained

60 min after an administration of cosyntropin. Adrenal insufficiency

is common in critically ill patients with liver disease. These abnor-

malities have been described in the absence of clinical sepsis raising

the possibility that the adrenal insufficiency arising in liver failure

may be a different entity to that observed in septic shock.

Methods: We selected 100 patients with different forms of liver

diseases and divide them into 4 groups: group I contain 30 patients

with acute liver failure, group II contain 20 patients with compensated

liver diseases, group III contain 20 patients with decompensated liver

diseases and group IV contain 30 patients with acute on top of chronic

liver diseases. Patients of group II & III were used as a control group

while patients of group I & IV were the subject of this study. All the

patients were subjected to clinical evaluation and basic laboratory

investigations. Adrenal insufficiency was diagnosed using the short

synacthin test.

Result: Our study showed that the prevalence of adrenal insufficiency

was higher in patients with acute liver failure (73.33%) and in patients

with acute on top of chronic liver diseases (33.33%), the frequency of

adrenal insufficiency in these patients was directly proportional to the

severity of the liver disease.

Conclusion: The findings of the present study indicates the presence

of relative adrenal insufficiency (RAI) in studied hepatic patients with

acute liver failure both in group I (ALF) and group IV (ACLD) The

prevalence of RAI was 73.33% in acute liver failure patients (group I)

and was 33.33% in acute on top of chronic liver failure patients

(group IV). Its presence is correlated with the severity of the liver

impairment and with the presence of renal failure.

PP0611

Diagnosis and classification of liver failure: consensus,
contradiction, and new suggestions

Tongjing Xing1

1Taizhou People Hospital, Taizhou

Background: Liver failure (LF) is a clinical syndrome characterized

by jaundice, coagulopathy, ascites, and hepatic encephalopathy. It is a
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devastating illness with extremely high morbidity and mortality.

However, the clinical diagnosis and classification of LF are still con-

siderably different internationally, and needed to be explored further.

Methods: This article discusses the clinical diagnosis and classifi-

cation of LF internationally and suggested the new recommendations

of liver failure.

Result: Given the lack of generally accepted, evidence-based diag-

nostic criteria, the clinical diagnosis and classification of LF still have

some differences among the various international organizations or

societies. These differences might be related with the various eti-

ologies of LF, the complexity of clinical manifestations, and different

expert experiences from different departments. The main problem lies

in the varied understanding of LF diagnostic standards. Pathology

bases of various types of LF division are different too.

Conclusion: Based on the development pace of the disease and its

reversibility, LF can be divided into two categories: acute LF (ALF)

and chronic LF (CLF). The former is further divided into fulminant

type and subacute type, whereas the latter should be divided into

acute exacerbative type and slow-progression type.

PP0612

ACY1215 alleviate brain edema of acute liver failure mice model
by improving liver injury and suppressing inflammation

Fang-Zhou Jiao1, Hai-Yue Zhang1, Fan Yang1, Xun Li1, Luwen
Wang1, Zuojiong Gong1

1Department of Infectious Diseases, Renmin Hospital of Wuhan

University, Wuhan

Background: Acute liver failure (ALF) is a life-threatening condition

with high mortality. Inflammation were recently confirmed that play

important roles in the brain edema associated with ALF. Histone

deacetylase (HDAC) inhibitors have been widely proved their anti-

inflammation under autoimmune and inflammatory diseases. The aim

of the present study was to investigate the protective effects of

ACY1215 as an selective HDAC6 inhibitor on brain edema of ALF in

mice and its potential mechanism.

Methods: All male C57BL/6 mice were separated into control,

model, and ACY1215 groups. We used Western blotting to determine

the expression of NF-jB-p65, AQP4, and acetylation of histone in

brain. The gene expression of inflammatory factor TNF-a was

detected by a polymerase chain reaction. The BBB (blood brain

barrier) integrity and permeability was assessed by transmission

electron microscope. The brain water content, liver histologic analysis

and levels of alanine aminotransferase (ALT), aspartate aminotrans-

ferase (AST), serum ammonia, TNF-a and IFN-c were also observed.

Result: The serum levels of ALT, AST, ammonia, TNF-a and IFN-c
were significantly increased in ALF mice. But ACY1215 reduced the

serum up levels of ALT, AST, ammonia, TNF-a and IFN-c in model

group. The severe histopathological injury in ALF was improved in

ACY1215-treated group. Moreover, it also inhibited NF-jB-p65

protein, suppressed the mRNA levels of TNF-a, reduced astrocyte

swelling, alleviated brain water content in ALF. The subtle BBB

alterations were observed in model mice.

Conclusion: ACY1215 alleviates brain edema in ALF mice

improving liver injury and suppressing inflammation.

Figure 1. Effect of ACY1215 on AQP4 and NF-kB-P65 protein in

brain tissue in ALT mice. Control: control group, Model: model

group, ACY1215: acy1215-treated group. All mice were killed at 24 h

time point. Total extract of cerebral cortex were prepared for
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Figure 2. Transmission electron microscopy of mouse brains.

Control group: (A) (92500 magnification), Tight junction() were

intact, Astrocytic endfeet (triangle) wasnt swollen. Model group:

(B) (912,000 magnification),(C)(91500 magnification), (D) (95000

magnifi
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Case report: Acute liver injury induced by severe pulmonary
infection

Mingxing Huang1, Zhongsi Hong1, Jian Liu1, Monica Chow2,
Jingyu Xia1

1The Fifth Affiliated Hospital of Sun Yat-sen University, Zhuhai;
2Department of General Surgery, Rutgers-Robert Wood Johnson

Medical School, New Brunswick, NJ, USA

Background: Acute liver injury may result from many factors, such

as viruses (hepatitis A–E), drugs (acetaminophen), and acute ischemic

hepatocellular injury or hypoxic hepatitis. Hypoxic hepatitis can be

caused by severe sepsis and present with signs of cardiac failure.

However, acute lung injury rarely presents secondary to a severe

pulmonary infection.

Methods:
Case description
Result: A 64-year-old male presented with a rapidly progressive dark

urine after complaints of a fever (up to 38.6 �C) and severe dry cough.

He also reported mild dyspnea for one week prior to presentation. On

examination, he was jaundiced. He had decreased breath sounds in the

right lower hemithorax with dullness on percussion. His abdomen was

soft but tender to palpation in the right upper quadrant. His liver was

palpable 1 cm below the costal margin. His laboratory results were

significant for a WBC count of 12.0 9 109/mL (83.8% neutrophils),

serum total bilirubin (TBIL) of 53.1 lmol/L (Reference: 4–23.9

lmol/L), serum aspartate aminotransferase (AST) of 531 U/L (Ref-

erence: 15–40 U/L), and an alanine aminotransferase (ALT) of 770

U/L (Reference: 15–40 U/L). Anti-hepatitis A and E virus

immunoglobulin (Ig) M, hepatitis B surface antigen, anti-hepatitis B

core IgM, and anti-hepatitis C virus were all negative. Computed

tomography (CT) imaging of the chest revealed bilateral pulmonary

infections with a pleural effusion on the right side. Liver ultra-

sonography showed mild hepatic steatosis. He underwent a

thoracentesis of the right-sided pleural fluid. Analysis indicated that it

was exudative. The pleural fluid contained a WBC of 3550/lL (81.0%

neutrophils). During his first week of admission, his pulmonary

infection remained severe and, secondarily, his lung injury progres-

sively worsened. After 1 month of the broad-spectrum antibiotic

therapy, including imipenem and vancomycin, and variety of hep-

atoprotective treatment, he gradually recovered. He had partial

regression of his pleural effusion and the biochemical parameters

trended back to normal (Figure 1).

Conclusion: Pulmonary infections, particularly in the base of the

right lung, may be severe enough to induce an acute liver injury. Only

with proper control of the pneumonia will the liver injury resolve.

Patients who present with elevated liver function tests of unknown

etiology should be evaluated for a pneumonia, as this can be the

source of the liver injury.

PP0614

Effect of acoustic radiation force impulse imaging in monitoring
hepatic microcirculation after rabbit liver ischemia-reperfusion
injury
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Xiaofeng Zhou1, Haiyuan Li1, Hong Yang3, Yun He1, Gang Chen4
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2Department of Hepatobiliary Surgery, First Affiliated Hospital of

Guangxi Medical University, 6 Shuangyong Road, Nanning, 530021

Guangxi Zhuang Autonomous Region, People’s Republic of China;
3Department of Ultrasonography, First Affiliated Hospital of Guangxi
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Republic of China; 4Department of Pathology, First Affiliated
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Republic of China

Background: Previous studies have been demonstrated that shear

wave velocity (SWV) measured by acoustic radiation force impulse

(ARFI) can be used to monitor the stiffness in chronic liver diseases.

However, the application of ARFI in hepatic microcirculation in

clinical practice is unclear. The purpose of study was to explore the

effect of ARFI on monitoring hepatic microcirculation after rabbit

liver ischemia-reperfusion injury (IRI).
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Methods: Forty-five New Zealand adult rabbits were divided ran-

domly into three groups (n = 15 animals/group). Rabbits in group A

just underwent laparotomy. The hepatic blood flow of rabbits in group

B and C were blocked with vascular clamp for 30 minutes followed

by 0, 1, 6, 24 h of reperfusion postoperatively. Meanwhile, the rabbits

in group C underwent the resection of the left lateral lobe. ARFI was

conducted to evaluate the stiffness of liver tissue before ischemia and

after reperfusion at different time points. In addition, levels of serum

aspartate aminotransferase (AST) and alanine aminotransferase

(ALT) were calculated to estimate liver function at various time

points during reperfusion. HE staining was performed and patholog-

ical changes were observed to assess changes of hepatic cells after

reperfusion. One-way analysis of variance was taken to assess the

differences among groups. Pearson correlation analysis was applied to

analysis the correlation between serum transaminase and SWV.

Result: After 30 min of ischemia and 1 h of reperfusion, the SWV

value, serum ALT and serum AST in group B and group C increased

when compared with group A, indicating that liver perfusion was

reduced and hepatic microcirculation function was damaged. And this

was confirmed by erythrocytes destroyed and microcirculation dis-

turbance in pathological analysis. Then after 6 h of reperfusion, the

hepatic microcirculation was further injury. After 24 h of reperfusion,

the SWV value, ALT level and AST level increased compared with 6

h after reperfusion. These were accordance with pathological analy-

sis. Pearson correlation analysis showed that there was a positive

correlation between SWV by ARFI with ALT levels (P\ 0.05).

Conclusion: Microcirculation dysfunction after liver IRI can be

monitored by ARFI.

PP0615

FK866 attenuates acute hepatic failure via c-jun-N-terminal
kinase (JNK)-dependent autophagy
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Background: FK866 exhibits a protective effect on D-galactosamine

(GaIN)/lipopolysaccharide (LPS) and concanavalin A (ConA)-in-

duced acute liver failure (ALF), but the mechanism by which FK866

affords this benefit has not yet been elucidated. Autophagy has a

protective effect on acute liver injury. However, the contribution of

autophagy to FK866-conferred hepatoprotection are still unclear. This

study aimed to investigate whether FK866 could attenuate GaIN/LPS

and ConA-induced ALF through c-jun-N-terminal kinase (JNK)-de-

pendent autophagy.

Methods: In vivo, Mice were pretreated with FK866 at 24, 12, and

0.5 h before treatment with GaIN/LPS and ConA. 3-methyladenine

(3MA) or rapamycin were used to determine the role of autophagy in

FK866-conferred hepatoprotection. In primary hepatocytes, autop-

hagy was inhibited by 3MA or autophagy-related protein 7 (ATG7)

small interfering RNA (siRNA). JNK was suppressed by SP600125 or

JNK siRNA.

Result: FK866 significantly attenuated hepatic damage and upregu-

lated autophagy while decreased JNK activation. Suppression of

autophagy by 3MA or ATG7siRNA abolished FK866-conferred

hepatoprotection. Induction of autophagy by rapamycin could mimic

FK866-afforded hepatoprotective effect. Inactivation of JNK

increased autophagy and exhibited clearly hepatoprotective function.

Conclusion: FK866 could ameliorate GaIN/LPS and ConA-induced

ALF through induction of autophagy while suppression of JNK.

These findings suggest that FK866 acts as a simple and applicable

preconditioning intervention to protect against ALF; autophagy and

JNK may also provide therapeutic targets for ALF treatment.

PP0616

Dynamic changes in serum metabolites in GalN-induced acute
liver failure using GC-MS and UPLC-MS for identification
of potential biomarkers

Ermei Chen1,2, Xiaoqian Zhang1,2, Danhua Zhu1,2, Chao Ye1,2, Jie
Wang1,2, Juan Lu1,2, Lanjuan Li1,2
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Diseases, The First Affiliated Hospital, School of Medicine, Zhejiang
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Hangzhou

Background: Acute liver failure (ALF) is an intractable disease

associated with serious metabolic disorder. Investigating the dynamic

changes of serum metabolites during the development of ALF will

reveal the underlying mechanisms of diseases and screening for

biomarkers. Therefore, this study characterized the dynamic changes

in serum metabolites in GalN-induced ALF pigs with gas chro-

matography-mass spectrometry (GC-MS) and ultra performance

liquid chromatography–mass spectrometry (UPLC-MS).

Methods: 10 Bama experimental miniature pigs were housed for 14

days for acclimatization, and their food intake were controlled. ALF

was induced via intravenous administration of D-galactosamine (1.3

g/kg body weight). Blood samples (5 ml whole blood) were collected

before the administration of GalN (0 h group as the normal control)

and 12 h (12 h group), 24 h (24 h group), 36 h (36 h group), and 48 h

(48 h group) after GalN administration. Hepatic injury was quantified

by determining liver function detect and histopathological assessment

of the liver. After sample preparation, they were analyzed by GC-MS

and UPLC-MS respectively. The data were analyzed and exported to

SIMCA-P+12.0 (Umetrics) for subsequent multivariate analyses.

Metabolic features were then statistically analyzed using orthogonal

projection to latent structures discriminate analysis (OPLS-DA). Then

the potential biomarkers were selected based on VIP and Splot.

Result: The mean survival duration of animals was 53.4 ± 3.41 h.

Dynamic progression of ALF was demonstrated by histopathological

comparison of hepatic tissues obtained at the indicated time points.

Three overlap TIC chromatograms from GC-MS show stable reten-

tion times, and the main peaks did not exhibit any retention time drift.

The QC samples in a PCA scatter plot were tightly clustered, sug-

gesting the UPLC-MS system to be highly reproducible. The OPLS-

DA scatter plot of three-dimensional diagram demonstrated the pro-

cess of liver failure, showing marked separation among the groups

and tight clustering within each group; this suggested that the dete-

riorating pathogenesis of liver injury may be accompanied by changes

in metabolism. Based on VIP and Splot, we identified four group

metabolites that have changed dramatically during the process of

ALF: amino acids (AA), bile acids, lysophosphatidylcholines (LPC)

and phosphatidylcholines (PC). These metabolites were related to the

whole pathological process of liver failure and could be used as a

potential marker.

Conclusion: our results demonstrated marked metabolic disturbances

during ALF, and the metabonomics approach promises to provide an

integrative criterion to evaluate the severity degree of liver failure.
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Moreover, integrated metabolomics analysis in experimental animal

models could be a sensitive means to identifying biomarkers of

disease.

PP0617

Significance of monitoring plasma concentration of VRCZ
during treatment of fungal pneumonia in patients with liver
failure: a case report

Xiaoyan Liu1, Jinhua Hu1, Haibin Su1

1Liver Failure Treatment and Research Center, 302 Hospital of PLA,

Xisihuanzhonglu, Beijing

Background:
Abstract
Methods: A 21-year-old man was diagnosed with subacute liver

failiure of unknown etiology. He was diagnosed of IPA in July 15,

2014. and treated with VRCZ. Oral VRCZ [400 mg twice daily (day

1)] followed by a maintenance dose of 100 mg twice daily was

administered according to the directions. In July 27, Manifestation of

hand tremors, lips trembling and hair loss were present. We Moni-

tored plasma trough concentration of VRCZ by ultra-high

performance liquid chromatography and UV detection. By monitoring

concentration, we decided dose of VRCZ.

Result: Plasma VRCZ concentrations was 8.1 g/mL, higher more

than recommendation level. We reduced dosage of VRCZ (100 mg

once daily). But these symptoms did not relieved. In July 31, trough

concentration of VRCZ was 7 lg/mL. Drug withdrawal was for 1 day.

The second day, dosage of VRCZ was reduced 100 mg once every

other day. In the third day, mainly symptom was disappeared.

Because 0.5–2 h could peak plasma concentration, we redetected

trough concentration of VRCZ and at 2 h after oral intake in August 4.

The value was respectively 5.2 and 5.7 lg/mL. So we did not mod-

ulated dosage. But in August 8, trough concentration of VRCZ was

1.2 g/mL. Because concentration at trough was obviously lower than

the recommendation level, dosage of VRCZ was increased 100 mg

once daily until withdrawal in September 18. There was mild hand

tremors from August 14 to September 2. We did not modulated

dosage. Symptom of hair loss was last for course of treatment,

gradually diminished. The patient rapidly recovered.

Conclusion: Our case illuminated by monitoring concentration, we

could decide dose of VRCZ and result in a better therapeutic outcome

or fewer side effects.

PP0618

A systems pharmacology-oriented discovery of a new therapeutic
use of the TCM formula Liuweiwuling for liver failure

Herong Cui1, Ming Niu1, Ruiling Wang1, Pengyan Li1, Jiabo
Wang1, Zhaofang Bai1, Xiaohe Xiao2

1China Military Institute of Chinese Medicine, 302 Military Hospital,

Beijing; 2Integrative Medicine Center, 302 Military Hospital, Beijing

Background: Multiple components of traditional Chinese medicine

(TCM) formulae determine their treatment targets for multiple dis-

eases as opposed to a particular disease. However, discovering the

unexplored therapeutic potential of a TCM formula remains chal-

lenging and costly. Inspired by the drug repositioning methodology,

we propose an integrated strategy to feasibly identify new therapeutic

uses for a formula composed of six herbs, Liuweiwuling.

Methods: First, we developed a comprehensive systems approach to

enrich drug compound-liver disease networks to analyse the major

predicted diseases of Liuweiwuling and discover its potential effect

on liver failure. The underlying mechanisms were subsequently pre-

dicted to mainly attribute to a blockade of hepatocyte apoptosis via a

synergistic combination of multiple effects. Next, a classical phar-

macology experiment was designed to validate the effects of

Liuweiwuling on different models of fulminant liver failure induced

by D-galactosamine/lipopolysaccharide (GalN/LPS) or thioacetamide

(TAA).

Result: The results indicated that pretreatment with Liuweiwuling

restored liver function and reduced lethality induced by GalN/LPS or

TAA in a dose-dependent manner, which was partially attributable to

the abrogation of hepatocyte apoptosis by multiple synergistic effects.

Conclusion: In summary, the integrated strategy discussed in this

paper may provide a new approach for the more efficient discovery of

new therapeutic uses for TCM formulae.

Liuweiwuling protects against GalN/LPS-induced ALF. (a) Ex-

perimental design for the current study. (b) The survival curves of the

different groups (n = 15–20/group) are shown following GalN/LPS

injection. (c) Macroscopic appearance of representative liv
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Liuweiwuling protects against TAA-induced ALF. (a) Experimental

design for the present study. (b) The survival curves of the different

groups (n = 15-20 / group) are shown following TAA injection.

(c) H&E staining 12 h after the last treatment with TAA fo

PP0619

Adalimumab: a rare cause of acute liver failure

Philip Boon Cheong Pang1, Maylene Kok1

1Hospital Sultanah Aminah, Johor Bahru, Malaysia

Background: Adalimumab, a tumour necrosis factor (TNF)-alpha

blocker is now a commonly used agent to treat a variety of diseases

including Crohn’s disease and ulcerative colitis. Whilst elevated

transaminases with the use of adalimumab are common, acute liver

failure is rarely associated.

Result: A 24 years old lady was diagnosed to have Crohn’s disease

since 2006. Previous treatment included prednisolone, mesalamine,

azathioprine and infliximab. Infliximab was given for 12 months in

2009 and she achieved clinical remission. This was then maintained

with 6-mercaptopurine and prednisolone since June 2010. In January

2012, she developed structuring disease with multiple entero-enteric

fistulae. She was subsequently started on adalimumab in November

2015 after she failed conventional treatment. Her baseline alanine

transaminase (ALT) prior to adalimumab ranged between 50–93 U/L.

It then fluctuated between 44 and 138 U/L during adalimumab. The

other liver function parameters were normal. A trans-abdominal

ultrasound performed in May 2016 was reported as hepatomegaly

with fatty liver.

She was admitted 7 months after initiation of adalimumab with acute

liver failure and menorrhagia. She had grade 3 hepatic

encephalopathy with an INR of 4.41. A detailed history from the

patient’s mother excluded traditional medications, alcohol, paraceta-

mol, and other over-the-counter drugs usage. She was taking

adalimumab, low dose prednisolone, calcium carbonate, and alen-

dronate. The last dose of adalimumab was given 3 days prior to

admission.

Viral hepatitis and autoimmune screening was negative. There

were no signs of ongoing infection. ‘‘Quantiferon-TB’’ was negative

prior to adalimumab. Ultrasound abdomen excluded biliary

obstruction.

The adalimumab was stopped and she recovered with supportive

management, but had clinical and laboratory evidence of liver cir-

rhosis on discharge.

Conclusion: We report a case of adalimumab-associated acute liver

failure in this lady with elevated baseline transaminases and possible

pre-existing non-alcoholic fatty liver disease. Few other cases have

been reported on the possible relationship of adalimumab with liver

failure. The association of adalimumab and acute liver failure in this

case is graded as ‘‘probable’’ using the Naranjo Adverse Drug

Reaction Probability Scale and ‘‘possible’’ using the Roussel Uclaf

Causality Assessment Method (RUCAM) scale. As many researchers

have documented a possible association between anti-TNF treatment

and liver injury, we support the recommendation to screen patients for

pre-existing liver conditions such as chronic viral hepatitis, autoim-

mune hepatitis, non-alcoholic fatty liver disease and alcohol abuse

prior to initiation of anti-TNF therapy. Larger studies are needed to

ascertain the safety of adalimumab in patients with pre-existing liver

conditions.

PP0620

The clinical observation of forty-three cases hepatitis B-related
acute-on-chronic liver failure treated with methylprednisolone

Xiaoxiong Hu1

1Yichun City Hospital Affiliated to Yichun University, Yichun

Background: Patients with hepatitis B-related acute-on-chronic liver

failure usually have poor prognosis. To date, there is still no available

therapy to cure such disease. As we know, the inflammation and

immune reaction plays an important role in the Pathophysiology of

liver failure. On the other hand, the glucocorticoids are supposed to be

a potent inhibitor for inflammation and immune reaction. However,

the use of glucocorticoids in hepatitis B-related acute-on-chronic liver

failure is still controversial. To evaluate the effect and safety of

glucocorticoids, here we reported 43 cases with hepatitis B-related

acute-on-chronic liver failure treated with methylprednisolone. The

clinical outcome and complications were observed.

Methods: Eighty-six patients with hepatitis B-related acute-on-

chronic liver failure were randomly assigned into test (n = 43) or

control (n = 43) group. Patients with bacterial or fungal infection

were excluded from the trial. Patients in the control group received

conventional medical treatment. On the contrary, 1.5 mg/kg methyl-

prednisolone was administrated to patients in the test group

additionally for 3 days firstly. Then, the dose of methylprednisolone

decreased gradually. The treatment course of methylprednisolone was

no more than 7 days. The 6-month survival rates, average in-hospital

days and medical fees were compared between the two groups. And

the incidence of severe complications such as bacterial or fungal

infection, upper gastrointestinal hemorrhage, hepatic encephalopathy,

hepatorenal syndrome, was also compared.

Result: At the beginning of treatment, the alanine transarninase

(957.12 ± 639.48 vs 943.56 ± 615.71), total bilirubin (305.92 ±

78.94 vs 301.88 ± 75.71) and prothrombin time activity (27.75 ±
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7.07 vs 27.97 ± 6.61) were comparable between the two groups (all P

[ 0.05). When treated with methylprednisolone, the liver function

and coagulation of most patients in the test group stopped deterio-

rating and reverse to recovery. Finally, the 6-month survival rate in

test group was significantly higher than that in control group (86.05 vs

67.44%, P = 0.041), while the average in-hospital days (41.61 ±

10.01 vs 55.47 ± 19.96, P \ 0.001) and medical fees (29,558.12 ±

7016.62 vs 37,550.16 ± 10,933.37, P \ 0.001) in test group were

remarkably lower than that in control group. The incidence of severe

complications was also lower in test group than control group (18.60

vs 39.53%, P = 0.033). No serious adverse effects related to gluco-

corticoids observed in the test group.

Conclusion: When administrated correctly and reasonably, the glu-

cocorticoids would benefit patients with hepatitis B-related acute-on-

chronic liver failure effectively and safely.

Before treatment, the liver function and coagulation parameters were

comparable between two groups. With the help of methylprednisolon,

the outcome of test group was much better than control group.

PP0621

A rare case with fever, jaundice and hepato-renal dysfunction

Kazutaka Kurokohchi1, Haruhiko Nagami1, Shingo Yamagata1,
Satoshi Honda1, Yutaka Ishibashi2

1Department of OhdaGeneral Medicine, Shimane University Faculty

of Medicine, Matsue, Japan; 2Department of General Medicine,

Shimane University Faculty of Medicine, Matsue, Japan

Background: We have experienced a rare case with fever, jaundice

and hepato-renal dysfunction.

Methods:
Result: A 55-year-old man admitted to our hospital with a week

history of fever and sore throat. He had come with the same symp-

toms 4 days before and received oral administration of aspirin. He

complained of muscle and joint pain and his sclera was icteric. He

was working as a profession of the cattle care in the agricultural

testing station. The blood test revealed a high level of inflammation,

renal dysfunction and mild liver dysfunction (albumin, 2.7 g/dl; total

bilirubin, 8.1 mg/dl; direct bilirubin, 6.6 mg/dl; alkaline phosphatase,

460 U/L; gamma glutamyl transferase, 316 U/L; creatine phosphok-

inase, 56 U/L; blood urea nitrogen, 31.6 mg/dl; creatinine, 3.8 mg/dl;

lactate dehydrogenase, 281 U/L; c-reactive protein 21.77 mg/dl; white

blood cell, 23,880/ml; platelet, 11,400/ml; eosinophil, 0.8%; fibrino-

gen, 1404 mg/dl; D-dimer, 1.8 mg/dl; ferritin, 300 mg/dL. Obstructive

jaundice was firstly highly suspected. CT images indicated hep-

atomegaly and the para-aortic lymph node swelling located in renal

artery level. However, bile duct obstruction due to stone or malignant

tumor was not observed. The patient recovered after the extensive

treatment including the introduction of artificial dialysis. Total liver

volume at onset (2311 ml) was decreased to 1684 ml (72.8% of the

original volume) 6 months after the recovery. The disease of this

patient was very rare and the second one during the past 10 years at

Shimane prefecture in Japan.

Conclusion: What is a diagnosis? I would like to clear the final

diagnosis on my presentation.

PP0622

A case of liver failure caused by dimethyl formamide poisoning

Wei Minhua1, Xiaoxia Huo1, Xiaolan Zhang1

1The Second Hospital of Hebei Medical University, Shijiazhuang

Background: A 47-year-old man who is a worker of a Chemical

factory presented to our hospital with a history of urine yellow 2

months, anorexia, fatigue half month and consciousness obstacle to 3

h.

Methods: About 2 months ago, the patient found his urine is yellow

and not paid attention to the color of his eyes and skin, with

abdominal distension, no abdominal pain, no nausea, and no fever.

The patient didn’t go to see the doctor. Half a month ago, the

symptom of abdominal distension went more serious, the color of his

urine becomes more yellow and the symptoms of weak and nausea

appear. So he went to see the doctor, investigation showed severe

damages of liver function (TBIL 243.4 lmol/L DBIL 178.4 lmol/L

IBIL 65 lmol/L ALT 398U/L AST 422 U/L) and poor blood coag-

ulation function (PT 22.3s PTA 26.6%). His routine blood showed

thrombocytopenia (PLT 93 9 109/L). The hepatitis screening was

negative. The examination of auto-antibodies was positive. His

abdominal ultrasound showed liver Cirrhosis and ascites. So he

received the treatment of live protection, diuresis, injection albumin,

but the affection of treatment was poor. Three hours ago, the con-

sciousness obstacle appeared, and then the physical examination

demonstrated that flapping tremor was positive. So we make a diag-

nosis of acute liver failure caused by Dimethyl formamide poisoning.

Under the foundation treatment of live protection, diuresis, we give

the patient two therapy of blood replacement, then we could see the

patients jaundice disappeared, and the function of liver and blood

coagulation went better.

Result: Now the patient quit his job and has a good life.

Conclusion: Dimethyl formamide (DMF) is a kind of transparent

liquid, which is widely used in industry of organic solvent and can

cause acute poisoning when massive exposure. Mostly, injury caused

by DMF is light, and the injury will disappear when stop contacting

for a few days. But there are A few people will be serious and deadly.

I think we must give enough attention to the patients job in our Daily

work.

PP0623

Lipopolysaccharide induced release of HMGB1 exosomes
from macrophages triggered hepatocytes pyroptosis

Guo-zhen Wang1, Si-Yi Jin1, Yang Li1, Xiao-Ying Luo1, Xiao-Xin
Ma1, Xu Li1

1Department of Infectious Diseases, Nanfang Hospital, The Southern

Medical University, Guangzhou
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Background: The cell-to-cell communication via exosomes has been

paid more and more attention. Macrophages can be activated by LPS

and resulted in hepatocytes damage in a variety of ways. However,

how exosomes regulate such communication between the macro-

phages and hepatocytes remains unclear.

Methods: The characteristic of exosomes were detected by TEM and

NTA; The exosomal markers (CD63, CD9, CD81) and HMGB1 were

analysed by Western-blot; The translocation of HMGB1 and it’s co-

localization with Endosomal were detected by Confocal microscopy.

The uptake of macrophage exosomes by Hepatocytes was confirmed

by PKH67 staining assays. The hepatocytes pyroptosis were detected

by flow cytometry and ASC/NLRP3/Caspase-1 expression were

analysed by Western-blot and Immunofluorescence. The isolated

exosomes from macrophage were injected into NLRP3-/- and WT

mice i.v. Use immunofluorescence to detect the uptake of exosome

in vivo and the liver injury was measured by ALT, AST, H&E,

Hoechst33342 and Tunel staining respectively.

Result: LPS could promote significant nuclear translocation of

HMGB1 and released exosomes that contained a large amount of

HMGB1 in macrophage. HMGB1 was co-localized with endosomal

related proteins Rab5 and Rab7, but not with lysosome-associated

protein LAMP1. Hepatocytes could uptake exosomes secreted from

macrophages. The exosomes that containing HMGB1 could activate

the formation of ASC apoptotic bodies and NLRP3/Caspase-1 path-

way in hepatocytes. In vivo, a large number of macrophages

infiltrated in the liver in acute liver injury model, the macrophages

secreted exosomes were absorbed in situ in the liver and the hepa-

tocytes were obviously damaged. Application of HMGB1 neutralizing

antibody and inhibition of exosomes secretion could alleviate sepsis-

induced liver injury.

Conclusion: LPS could induced release of HMGB1 exosomes from

macrophages that triggered hepatocyte pyroptosis via ASC/NLRP3/

Caspase-1 pathways.

PP0624

In vitro expanded myeloid-derived suppressor cells prevent acute
liver failure

Beibei Wang1,2, Bei Jia1,2, Chenchen Zhao1,2, Yaxian Kong1,2, Hui
Zeng1,2

1Institute of Infectious Diseases, Beijing Ditan Hospital, Capital

Medical University, Beijing; 2Beijing Key Laboratory of Emerging

Infectious Diseases, Beijing

Background: Acute liver failure is defined as ‘‘the rapid development

of hepatocellular dysfunction in a patient without known prior liver

disease’’. It is always accompanied with rapid progress and high

mortality. Adoptive transfer of myeloid-derived suppressor cells

(MDSCs) is a novel therapeutic approach for relieving the T lym-

phocyte-mediated acute liver failure. Unfortunately, the difficulty in

obtaining enough MDSCs for transferring limited its application.

Therefore, the method to acquire a large amount of functional MDSCs

in vitro is the key issue to be resolved.

Methods: We sorted Lin-Sca-1+C-kit+ cells from the bone marrow of

C57/B6 mice, then co-cultured these hematopoietic stem and pro-

genitor cells (HSPCs) with OP9 stromal cell line in the presence of

different Toll like receptor agonists (Pam3CSK4/TLR1/2, Poly I:C/

TLR3, LPS/TLR4) and GM-CSF for 7 days respectively, to induce

MDSCs. The phenotypes of induced myeloid cells were then evalu-

ated by multi-color FACS analysis, and the immunosuppressive

function was tested with CFSE based in vitro T lymphocytes prolif-

eration assay. Finally, the induced myeloid cells were finally

adoptively transferred to the ConA-induced acute liver failure mice to

evaluate their therapeutic capacity.

Result: The expansion efficiency of the MDSCs was quite satisfac-

tory in the presence of OP9 cells and LPS/Pam3CSK4//GM-CSF. The

induced cells showed granulocytic (CD11b+Gr1+CD48-F4/80-) or

monocytic (CD11b+Gr1+CD48+F4/80-) phenotype and could sup-

press the proliferation of splenic CD4+ T lymphocytes actively. After

adoptively transferred to the acute liver failure mice models, the level

of plasma ALT and AST decreased significantly in accordance with

the increased survival rate of the animals.

Conclusion: We have set up the MDSCs in vitro expansion system

which could mimic the inflammatory hematopoietic microenviron-

ments and provide both proliferation and differention signals to

support MDSCs expansion in vitro. The expanded MDSCs were

immunosuppressive and have the therapeutic potential for rescuing

the acute liver failure mice. It provided theoretical and experimental

evidence of cell therapy for acute liver failure treatment.

Expansion efficiency and phenotypic properties of in vitro

expanded MDSCs. (A) The microscope image of the OP9 and HSPCs

co-culturing system (B) expansion efficiency (C, D) FACS Gating

strategy and subset phenotypes (E) TLR4 and PD-L1 expression

level.
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Immunosuppressive features of in vitro expanded MDSCs and

their therapeutic potential for acute liver failure. (A) CD4+ T lym-

phocytes proliferation inhibition assay. (B) In vivo MDSCs adoptive

transferring assay for treatment of acute liver failure mice.

PP0625

Evaluate clinical features of patients of acute kidney injury
in acute/subacute liver failure patients

Jing Chen1, Xiaoyan Liu1, CHongdan Guan1, Haibin Su1, Jinhua
Hu1

302 Hospital of PLA, Beijing

Background: To evaluate the clinical characteristics of acute renal

failure (AKI) in acute/subacute liver failure (ALF/SALF) in China.

Methods: Retrospective study was used to analyze 115 ALF/SALF

patients admitted to our hospital from January 2014 to December

2015. All patients were divided into two groups, one group occur

AKI, and another group did not occur AKI. Through the comparison

of the general situation of two groups of patients (age, gender), the

incidence of etiology, liver function, peripheral white blood cell level,

coagulation function, MELD score and complications of ALF/SALF

with clinical features of AKI were analyzed.

Result: Among 115 patients with ALF/SALF, drug hepatitis was

49.57% (57 cases). The incidence of AKI was 31.3% (36 cases). The

incidence of I, II and III were 11.30% (13 cases), 14.78% (17 cases) and

5.22% (6 cases). The patient’s age (53.6 versus 42.7, P = 0.002), serum

albumin (28.0 versus 29.9, P = 0.048), neutrophil ratio (78 versus 68%,

P\0.001), ascites (86.1 versus 62.0%, P = 0.009), abdominal infection

(30.6 versus 11.4%, P = 0.017), pulmonary infection (38.9 versus

15.2%, P\0.001) and MELD score (29.8 versus 24%, P\0.001) were

significantly higher (P\0.05) than patients without AKI. WBC (10.6

versus 9.0, P = 0.082) and blood infection (11.1 versus 2.5%, P =

0.081) of patients with AKI increased, but it hasn’t statistical signifi-

cance between two groups. Mortality in patients with AKI were

significantly higher than patients without AKI. The mortality was sig-

nificantly higher (p = 0.014) with the severity of AKI.

Conclusion: Infection is very common in ALF/SALF patients with

AKI. The incidence of AKI was significantly associated with mor-

tality in patients with ALF/SALF.

PP0626

Triptolide induces the apoptosis of monocyte by regulate
autophagy to alleviate acute liver failure induced
by D-galactosamine/lipopolysaccharide in mice

Ying Gaoxiang1, Yang Ying2, Chen Zhi2, Min Zheng3

1State Key Laboratory for Diagnosis and Treatment of Infectious

Diseases, The First Affiliated Hospital, School of Medicine, Zhejiang

University, Hangzhou, China. Collaborative Innovation Center for

Diagnosis and Treatment of Infectious Diseases, Hangzhou, Zhejiang;
2State Key Laboratory for Diagnosis and Treatment of Infectious

Diseases, The First Affiliated Hospital, School of Medicine, Zhejiang

University. Collaborative Innovation Center for Diagnosis and

Treatment of Infectious Diseases, Hangzhou, Zhejiang; 3The First

Affiliated Hospital, College of Medicine, Zhejiang University,

Hangzhou, Zhejiang

Background: Acute liver failure (ALF) is a clinical syndrome con-

sisting of jaundice, encephalopathy, and coagulopathy due to

overwhelming hepatocyte death. Immune dysregulation is central to

the pathogenesis of ALF, in which massive leucocyte infiltration of

the injured liver is contrasted by a depletion and dysfunction of

immune cells in the circulation. Monocyte, plays a key role in the

development of ALF. The proportion and the functional status of

monocyte, as well as the profile of inflammatory cytokines may lar-

gely determine the main process of hepatic immune response and the

clinical outcome of ALF. Triptolide, an active ingredient of

Tripterygium Wilfordii, is a traditional Chinese medicinal herb,

which has attracted interests due to its potent immunosuppressive and

anti-inflammatory effect. So far, there is no evidence regarding the

mechanism of innate immune alterations of Triptolide on acute liver

injury in the mice induced by D-galactosamine/lipopolysaccharide.

The aim of present study was to investigating protective effects of

Triptolide on the acute liver injury in D-galactosamine/lipopolysac-

charide treated mice and to elucidating the possible involved

mechanisms.

Methods: The female C57BL/6 mice were treated with D-galac-

tosamine/lipopolysaccharide, which was used as an in vivo animal

model. The models were treated with triptolide, which was used as the

perimental group. The Hematoxylin–Eosin (H&E) staining was used

to evaluate the hepatic pathological lesions. The levels of serum

alanine aminotransferase (ALT), glutamic oxalacetic transaminase

(AST), were analyzed by FDC-4000ie. THP-1 cells were treated with

8, 16, 32 and 64 nM of triptolide for 24 h, then THP-1 cell were

treated with Autophagy inhibitors or promoter together. The THP-1

Level of apoptosis were analyzed by Flow Cytometry. The protein

levels of LC3, P62, m-Tor and the protein levels of Bax, Bcl-2, were

analyzed by western blot.

Result: Triptolide dose-dependently alleviated the acute liver failure

induced by D-galactosamine/lipopolysaccharide in mice. H&E stain-

ing showed hepatic inflammation and ballooning of hepatocytes in

ALF mices. Alleviation of the infiltration of inflammatory cells were

observed in ALF mices treated with celastrol. Compare with model

group, the decreased ratio of ALT was above 80%, and the AST was

above 70%. After treated with 8, 16, 32 and 64 nM of triptolide for

24h which flow cytometric analyses were performed that the apop-

tosis fraction of THP-1 increased by 1.9, 11.8, 12.0 and 17.6%. The

THP-1 level of apoptosis was alleviated by treating with Autophagy

promoter, and was increased by using the Autophagy inhibitors.

Conclusion: Triptolide inhibits the growth of THP-1 cells by

inducing apoptosis through the regulation of autophagy, and triptolide

could induce the apoptosis of monocyte by regulate autophagy to

relieve acute liver failure induced by D-galactosamine/lipopolysac-

charide in mice.
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Mesenchymal stem cells from human adipose tissue show better
hepatic differentiation potential and therapeutic effect in rats
with acute liver failure

Yinpeng Jin1, Lingyu Meng1, Junyi Wang1, Li Li1, Rong Zhou1,
Xiaojin Wang1, Chengwei Chen1, Qingchun Fu1

1Shanghai Liver Disease Research Center, The 85th Hospital of PLA,

Shanghai

Background: Hepatocyte transplantation contributes to the repair of

liver damage, but the resource of hepatocyte is limited, making it

difficult for this to become a routine treatment. Studies have con-

firmed that mesenchymal stem cells (MSCs) can be induced to

differentiate into ‘hepatocyte-like cells’ (HLCs) by adding different

cytokine combinations in vitro, and they then play some of the roles

of hepatocytes. Our previous studies found that the differentiation

ability of stem cells is closely related to the origin of the tissue. The

aim of our study was to seek the mesenchymal stem cells that are

most suitable for hepatic differentiation and the treatment of liver

failure.

Methods: We used three-phase induction process in which human

adipose-derived stem cells (hASCs) and umbilical cord mesenchymal

stem cells (hUCMSCs) were induced to differentiate towards HLCs

in vitro. The degree of hepatic differentiation were evaluated by

fluorescence quantitative PCR, immunofluorescence, PAS staining,

Indocyanine green uptake test and secretion of ALB and urea. Then

rats with acute liver failure (ALF) induced by D-gal were cured by

MSCs and MSCs derived HLCs (MSCs-HLC) respectively.

Result: Function identification of HLCs

Glycogen storage function: On the 15th day after induction, with the

increasing number of positive glycogen-stained cells, this was more

apparent in the hASCs induction group.

Indocyanine green (ICG) intake test: On the 15th day after

induction, with the ICG intake significantly increased, this was more

apparent in the hASCs induction group.

Cellular transplantation

All rats in the PBS control group died within 48 h. The survival

rates of the PBS, hASCs, hASCs-HLC, hUCMSCs and hUCMSCs-

HLC treatment groups were 0% (0/15), 26.7% (4/15), 33.3% (5/15),

13.3% (2/15) and 6.7% (1/15) respectively.

Systemic inflammation of rats by protein chips

One day after the transplantation of hASCs or hASCs-HLC, such

proinflammatory cytokines in the rat serum as IL-1a and IL-6 had

significantly increased, and such anti-inflammatory cytokines as IL-

1ra and IL-13 had also obviously increased.

The co-transplantation of MSCs and HLCs

All rats in the PBS control group died within 48 h. The survival

rates of the PBS, hASCs+HLC and hUCMSCs+HLC treatment

groups were 0% (0/15), 41.7% (5/12) and 0% (0/13) respectively.

Conclusion: We found that hASCs are stronger than hUCMSCs in

hepatic differentiation ability, and they have a better curative effect

when using hASCs-HLC or jointly using hASCs and hASCs-HLC,

which has positive significance for hepatocytes regeneration, recovery

of liver function and reduction of systemic inflammatory reaction,

finally improving the survival rate of rats with acute liver failure.

PP0628

Severe acute hepatitis caused by alpha-herpesviruses HSV
and VZV

Gerhard Jahn1

1University Hospital of Tuebingen, Tüebingen, Germany

Background: Beyond the well-known hepatitis viruses (A–E) the

alpha-herpesviruses may cause severe acute hepatitis with liver fail-

ure. The beta-herpesviruses, like the human cytomegalovirus

(HCMV) cause frequently during primary infection mild or moderate

hepatitis, however, never severe hepatitis with liver failure. The acute

hepatitis by herpesviruses is not exclusively restricted to immuno-

suppressed patients. Three cases of acute hepatitis will be presented

and compared in context with the literature. Two of the cases, one

newborn and one child of 3 years, underwent liver failure and died.

The third case with herpes neonatorum caused by HSV-1 survived.

The survival of the newborn happened most likely, because of early

start of treatment with acyclovir (ACV). In addition to the three

presented case reports, a number of in vivo and in vitro data will be

presented about HCMV infection of hepatocytes. The most frequent

HCMV infected cell type in the liver tissue, particularly in the organ
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transplant setting, are hepatocytes, ahead of epithelial cells,

endothelial cells and magrophages. The in vitro experiments with

primary cultures of human hepatocytes clearly demonstrated and

proved that the hepatocytes are target cells for the permissive and

productive infection of HCMV.

Methods: Conventional methods like histopathology, immunohisto-

chemistry, cell culture and serology for viral antibody detection were

used as well as molecular diagnostics such as PCR and sequencing to

perform proper diagnostic.

Result: Two patients died within few days after the beginning of

acute hepatitis caused by HSV-1 or VZV under treatment with ACV.

One patient, a newborn of Syrian refugees with severe acute hepatitis

caused by HSV-1, survived. There is strong evidence this happened,

because of very early start of treatment with ACV. Interestingly this

newborn was infected in the first days postnataly by the father, who

presented herpes labialis. The infected newborn subsequently infected

the HSV-seronegative mother. The mother presented herpes plasters

on the breast. The viral isolates of the child and the mother were

cultured and compared and the sequences were identical. Independent

of antivirals (ganciclovir, cidofovir or foscarvir) patients with acute

HCMV hepatitis in context to liver transplantation did never develop

severe hepatitis and/or liver failure.

Conclusion: In case of acute hepatitis, when the well-known hepatitis

viruses (A–E) are excluded, the herpesviruses have to be considered

as a causative agent. The specific diagnosis of herpesvirus infection is

easy to perform when considered. When acute hepatitis is caused by

alpha-herpesviruses (HSV and VZV), the early start of treatment with

antivirals like ACV can avoid liver failure and may therefore save

life.

PP0629

Early diagnosis of acute liver failure of pregnancy (ALFP) can be
improved

Philippe G. Judlin1, Estelle Perdriolle1, Catherine Lamy1, Olivier
Morel1

1Maternite Regionale Universitaire of Nancy France, Nancy, France

Background: ALFP is a rare (1/13,000) but life-threatening condition

of the pregnancy. It requires fast diagnosis and management in order

to avoid significant morbidity or even mortality. Yet, it can easily be

mistaken for more frequent complications of the 3rd trimester such as

preeclampsia with or without HELLP syndrome, or as acute hepatitis.

Methods: A review of the 13 ALFP cases (2005–2015) that delivered

or have been managed at the Maternite Regionale Universitaire in

Nancy (France). Clinical signs and lab findings were reviewed and

compared to ones found in other complications of pregnancy.

Result: Clinical signs frequently overlap with those of preeclampsia:

epigastric pain, high blood pressure and significant edemas were

found respectively in 10 (76.9%), 10 and 5 (38.4%) cases. Jaundice (3

cases) and fever (2 cases) were less frequent signs that can mimic an

acute hepatitis. No clinical sign was specific of ALFP. Regarding lab

findings at admission, elevated liver enzymes and low platelet count

were found in 12/13 cases (92.3%) and most of these cases (7/12)

were initially misdiagnosed for HELLP syndromes. Hyperuricemia

and high white blood cell count ([15,000 cells/mL) were present in 9

(69.2%) and 6 cases (46.1%) respectively. Bilirubin level was

assessed in 5 cases only and it was elevated in 4 patients (30.7%). A

coagulopathy was initially searched in 6 cases and was found in 3

cases (DIC). Overall, after the initial round of exams, ALFP was

accurately suspected in 5 cases (38.4%) only. HELLP syndromes and

acute hepatitis were wrongly diagnosed in 7 and 1 cases respectively.

Conclusion: ALFP is a rare condition too often overlooked by

obstetricians. In all situations with pregnancy associated liver diseases

such as preeclampsia and acute hepatitis, a careful history, physical

examination and comprehensive lab tests are needed to get a quick

accurate diagnosis.

PP0630

ǎn soup of Miao nationality in Guizhou Province improving
intestinal barrier function in the acute liver failure rats

Jiang Xinghua1, Wu Yayun1

1Department of Infectious Diseases, Affiliated Hospital of Guizhou

Medical University, Guiyang, Guizhou

Background: To investigate the protective effect of ǎn soup on the

intestinal barrier function in rats with acute liver failure, in order to

provide effective diet measures for hepatic failure patients.

Methods: A total of 50 male Sprague Dawley rats were randomly

assigned to five groups: control group (A), acute liver failure model

(B), Bifidobacterium triple probiotics (C), high-dose ǎn soup (D) and

low-dose ǎn soup (E), 10 in each group. The rats in the acute liver

failure model, Bifidobacterium triple probiotics, high-dose ǎn soup

and low-dose ǎn soup groups were subjected to the acute liver failure

model by hypodermic injection with thioacetamide twice. In addition,

the Bifidobacterium triple probiotics, high-dose ǎn soup and low-dose

ǎn soup groups were respectively intragastrically perfused with

Bifidobacterium triple probiotics, 6 ml of ǎn soup and 1.5 ml of ǎn

soup before and during building the acute liver failure model. 28 h

after the second injection, femoral arterial blood to was drew to test

serum ETX, DAO, D-lac, ALT and AST. At the same time, hepatic

tissue and ileal tissue within 3cm away from the ileocecal region were

collected to do pathological examination.

Result: Pathological examination results showed that hepatic cord in

hepar arranged mussily, hepatic lobules structure disordered, hepa-

tocyte focal necrosis or with large necrotic areas in which a large

number of inflammatory cell infiltration in the acute liver failure

model group. The pathology damage of liver in the other groups was

almost in the same extent. The ileum mucosa in the control group was

morphologically intact with clear structure of villi and lined up, while

that of the acute liver failure model group was disorder with sparse

villi, epithelial cells in different degree of loss, missing and necrosis,

lamina propria obviously hyperemia and there are large amount of

inflammatory cellular infiltration. Intestinal mucosa injury in the other

intervention groups was lighter than that in the acute liver failure

model group. In particular, levels of serum ETX, DAO, D-lac, ALT

and AST in the acute liver failure model group and other intervention

groups were significantly higher than that in the control group (p \
0.01). Compared to the acute liver failure model group, levels of

serum ETX, D-lac, DAO, ALT and AST in other intervention groups

were decreased to various degrees, and there was significant differ-

ence between group B, group C and group D (p\0.01), and there was

no significant difference between group B and group E (p [ 0.05).

However, there was no significant difference between group C and

group D (p[ 0.05), when obvious difference was observed between

group C and group E. There was significant difference between group

E and group D.

Conclusion: Results demonstrated that ǎn soup protected intestinal

barrier function of acute liver failure Rats by reducing the production

and release of serum endotoxin content in.
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PP0631

Integrated MELD can reduce unnecessary artificial liver support
in acute-on-chronic liver failure: decision curve analysis

Gang Qin1, Zhao-Lian Bian1, Yi Shen1, Xiao-Juan Cai1, Xiao-
Hong Zhu1, Jian-Guo Shao1

1Nantong University, Nantong

Background: Several prediction models have been proposed for

short-term outcome of acute-on-chronic liver failure (ACLF) after

treatment. The objective of this study was to assess whether better

decisions for artificial liver support system (ALSS) treatment could be

made with a model than without, through decision curve analysis

(DCA).

Methods: The medical profiles of a cohort of 232 patients with

hepatitis B virus (HBV)-associated ACLF were retrospectively ana-

lyzed to determine the role of international normalized ratio (INR),

model for end-stage liver disease (MELD) and integrated MELD

(iMELD) in identifying patients who could benefit from ALSS. The

accuracy and reliability of INR, MELD and LRM were evaluated with

previously reported cutoffs. DCA was conducted to explore the

clinical roles of the models in predicting the treatment outcome.

Result: With a cut-off value of 55, iMELD had sensitivity of 86.8%,

specificity of 49.5% and an area under the receiving operating char-

acteristic curve (AUC) of 0.68, which showed superior discrimination

over both INR and MELD. DCA revealed that the iMELD-guided

ALSS treatment was superior over other strategies including ‘‘treating

all’’ and MELD-guided therapy, for the midrange threshold proba-

bilities of 23–65%.

Conclusion: The strategy of iMELD-guided ALSS treatment could

increase both accuracy and efficiency of this procedure, allowing the

avoidance of unnecessary ALSS.

PP0632

Clinical study on CLIF-C OFs for distinguishing acute-on-chronic
liver failure in HBV-related chronic liver disease with acute
decompensation

Weiliang Tang1, Xiaobo Lu1, Pei Hu1, Qing Xie1

1Department of Infectious Diseases, Ruijin Hospital, Shanghai

Jiaotong University School of Medicine, Shanghai

Background: The diagnostic criteria of acute-on-chronic liver failure

differs a lot, nowadays there is still no widely admitted criteria,

neither there is a effective method of assessing the prognosis of this

syndrome.

Methods: To find out whether the criteria which applies well to

alcoholic acute-on-chronic liver failure is suitable for chronic hep-

atitis of virus B related acute-on-chronic liver failure. A total of 854

consecutive non-HBV-related chronic liver disease patients with

acute decompensation (AD) from Jan 2005 to Dec 2010 at Shanghai

Rui Jin Hospital were enrolled. Patients were divided into two groups:

ACLF and non-ACLF according to CLIF-C OFs criteria. Clinical and

biochemistry characteristics, severity of the disease and 28- and

90-day mortality data between ACLF and non-ACLF groups were

analyzed.

Result: Of the 854 patients assessed, 262 had ACLF, 592 remained

not having ACLF. Patients in ACLF group were older in age, and

incidences of hepatic, renal, cerebral, coagulation, circulation and

lung failure, 28-day mortality, 90-day mortality were significantly

higher in ACLF group than in non-ACLF patients (P\ 0.01), which

suggested that the patients’condition in ACLF group was more

serious.

Conclusion: ACLF constitutes a more severe subgroup in non-HBV-

related chronic liver disease patients with AD, and CLIF-C OFs could

help to distinguish ACLF patients out from non-HBV-related chronic

liver disease patients with AD.
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PP0633

Invasive pulmonary aspergillosis in patients with acute on chronic
liver failure: early diagnosis and voriconazole dosage regimen
play a critical role

Jin jun Chen1, Jie Gao1, Qing Zhang2, Yuan kui Wu3, Ying Li4,
Wen qun Wei1, Fu yuan Zhou1, Yong peng Chen1, Si jia Liu2

1Hepatology Unit, Nanfang Hospital, Southern Medical University,

Guangzhou; 2Pharmacy department, Nanfang Hospital, Southern

Medical university, Guangzhou; 3Department of Medical Imaging,

Nanfang Hospital, Southern Medical University, Guangzhou;
4Internal Medicine, Puning Hospital, Southern Medical University,

Puning

Background: The mortality of invasive pulmonary aspergillosis

(IPA) in acute on chronic liver failure (ACLF) patients is high.

Prompt diagnosis of IPA in ACLF patients is supposed to be critical.

Voriconazole is the first line choice for IPA treatment. However it has

significant hepatotoxic effects and recommended doses in such crit-

ically ill patients were not available. The aim of the study was to

retrospectively confirm the importance of early detection of IPA in

ACLF patients, and to explore an optimal voriconazole dosing strat-

egy along with therapeutic drug monitoring.

Methods: ACLF patients hospitalized in Nanfang Hospital, Southern

Medical University during July 2011 to April 2016 were retrospec-

tively analyzed. Patients with IPA were included and stratified with

stages of lung injuries at IPA diagnosis and variable therapy regimen.

Baseline characteristics were compared. Primary outcomes were 30

and 90 days mortality, all causes or aspergillosis-associated. Sec-

ondary outcomes included treatment responses, CT lesion changes

and adverse events. Plasma voriconazole concentrations were mea-

sured with LC-MS/MS methods.

Result: Overall 790 ACLF patients were screened and 41 patients

with probable or possible IPA were included for analysis. Twelve

patients were delayed in IPA diagnosis (lung injury score[1), which

had a greater 30-day mortality than those with prompt IPA diagnosis

(91.7 vs 20.7%, p \ 0.0001 Figure 1A). Among patients with lung

injury score B1 as IPA established, 8, 11 and 10 cases were treated

with echinocandin, standard voriconazole (load dose: 0.4 g, twice a

day; maintenance dose, 0.2 g twice a day) and optimal voriconazole

(load dose:0.2 g, twice a day; maintenance dose, 0.1 g, once a day)

respectively. The 30-days survival rate was 50, 72.8 and 100% in

three groups respectively (p\ 0.0001 Figure 1B). And 90-days sur-

vival rate was 25, 72.7 and 80% respectively (p = 0.0130). Standard

voriconazole regimen was associated with higher incidence of

adverse events than optimal one (54.5% vs 0, p\0.0120). In patients

treated with standard voriconazole regimen, plasma voriconazole

levels were over 5 lg/ml, and frequent dose adjustments were per-

formed (figure 2A). However, in patients treated with optimal

voriconazole regimen, the plasma voriconazole levels maintained

between 1–5 lg/ml in majority tests (figure 2B) and further dose

modification was unnecessary.

Conclusion: Optimal voriconazole regimen is prior to other treatment

regimen with respect to safety and efficiency. And prompt diagnosis

of IPA in ACLF patients also dominate these patients’outcomes.

Figure 1. 30-days survival rate of patients. A. Survival rate of patients

delayed in treatment and patients not delayed. B. Survival rate of

patients received echnocandins, standard voriconazole regimen and

optimal voriconazole regimen respectively.

Figure 2. Plasma voriconazole levels of patients who undergone blood

drug monitoring. A. voriconazole levels of patients (n = 4) received

primary dosage and frequent dose adjustments. B. voriconazole levels

in patients treated with optimal dosage.
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PP0634

Elevated level of circulating histones in acute-on-chronic liver
failure patients and mice with ConA-induced acute liver injury

Xiao Zhong1, Ruo-Chan Chen1, Yi-Xiang Zheng1, Yan Huang1,
Dao-Lin Tang2, Rong-Rong Zhou1, Xue-Gong Fan1

1Department of Infectious Diseases and Hunan Key Laboratory of

Viral Hepatitis, Xiangya Hospital, Central South University,

Changsha, 410008, Hunan; 2Department of Surgery, University of

Pittsburgh, Pittsburgh, PA 15213, USA

Background: Hepatitis B virus (HBV)-related acute-on-chronic liver

failure (ACLF) is a disease consisting of systematic inflammatory

response and immunity disorder. Histones are extracellular damage-

associated molecular pattern (DAMP) molecules that modulate

inflammatory response in a wide range of diseases, howbeit its clin-

ical significance in HBV-related ACLF remains elusive. In the present

study we aimed to elucidate the relationship between the expression

of circulating histones and the disease severity of ACLF patients.

Methods: Histone mRNA expression in peripheral blood mononu-

clear cells (PBMCs) of ACLF patients was measured. Serum histone

as well as other inflammatory cytokines in ACLF patients and ConA-

induced liver injury/failure mice was detected.

Result: Circulating histone levels were significantly higher in ACLF

than chronic hepatitis B patients and healthy volunteers (p\0.05 and

p \ 0.001 respectively). No significantly difference of HIST2H4A

mRNA expression was observed between the groups. Serum histone

levels were closely correlated with serological markers and expres-

sion of cytokines, such as TBIL, INR, MELD, TNF-a and IL-6. A

negative correlation was found between circulating histones and

prognosis in ACLF patients.

Conclusion: Excessive circulating histone might play a crucial role in

the systemic inflammation associated with ACLF and may become a

potential therapeutic target in future.

PP0635

Study on invasive fungal infections secondary to acute-on-chronic
liver failure patients with hepatitis B infections

Zhanyi Li1, Yu Liu1, Xiangyong Li1, Guoli Lin1, Yuankai Wu1,
Yutian Chong1

1The Third Affiliated Hospital of Sun Yat-sen University, Guangzhou

Background: Acute-on-chronic liver failure (ACLF) patients with

hepatitis B infections are associated with dysregulation of the immune

system and increased susceptibility to infections. Although invasive

fungal infection (IFI) is increasingly frequent in critically ill patients

such as sever liver diseases and it has been a growing public health

problem, studies of IFI in ACLF patients with hepatitis B infections

are lacking. Our study aimed to investigate the clinical characteristic

of invasive fungal infection in ACLF patients with hepatitis B

infections.

Methods: 886 hospitalized patients of decompensated liver cirrhosis

who were treated in our hospital between January 2009 and January

2015 were reviewed. Diagnoses of IFIs were based on the diagnostic

criteria for IFIs developed by the European Organization for Research

and Treatment of Cancer/Mycoses Study Group and the National

Institute of Allergy and Infectious Diseases of the United States/

Mycosis Study Group.

Result: The incidence of IFI was 15.80% (140/886). According to the

affected site, upper respiratory tract accounted for 12.14% (17/140),

lower respiratory tract accounted for 43.57% (61/140), digestive tract

accounted for 40.71% (57/140), abdominal cavity accounted for

1.43% (2/140), biliary tract accounted for 1.43% (2/140), and urinary

tract accounted for 0.71% (1/140) respectively. According to the

fungal pathogens, Candida albicans accounted for 56.43% (79/140),

Candida glabrata accounted for 31.43% (44/140), Candida tropicalis

accounted for 5.71% (8/140), the Aspergillus spp accounted for

5.00% (7/140) and the Cryptococcus neoformans accounted for

1.43% (2/140) respectively. The mortality of decompensated liver

cirrhotic patients with IFI was higher than that without IFI (65.71%,

92/140 vs 42.36%, 316/746) (v2 = 25.88, P = 0.000).

Conclusion: IFI is associated with a high morbidity and significant

mortality in ACLF patients with hepatitis B infections. IFI is a serious

infection that has a detrimental effect that it requires early diagnosis

and appropriate treatment.

PP0636

Wernicke encephalopathy in a patient with liver failure

Pan Zhao1, Jing Chen1, Lilong Yan1

1Beijing 302 Hospital, Beijing

Background: Early recognition and diagnosis of Wernicke

encephalopathy is pivotal for the prognosis of this medical emer-

gency, especially in patients with liver failure which predisposes

individuals to develop hepatic encephalopathy. For these patients,

distinguishing between hepatic encephalopathy and Wernicke

encephalopathy is a challenge in real-world clinical practice.

Methods: A clinical case with educational significance was collected.

Result: A male patient with 21-year medical history of liver cirrhosis

presented diarrhea and ascites. One month before this visit, he was

noted to have poor appetite and progressive fatigue. After admission,

although several major symptoms, including diarrhea, ascites,

hyponatremia and hypoproteinemia, were greatly improved through

appropriate treatments, his laboratory indicators were not changed

much. His appetite was not reversed at discharge. On the fifth day

after discharge, the patient suddenly became reluctant to speak and

did not remember the recent happenings. Simultaneously, unsteady

gait and strabismus occurred. On the basis of clinical manifestations

and brain magnetic resonance imaging scan results, the patient was

diagnosed as Wernicke encephalopathy and these relative symptoms

were resolved after intravenous vitamin B1.

Conclusion: To our knowledge, this is the second case report of

Wernicke encephalopathy developing in a critically-ill cirrhotic

patient without hepatocellular carcinoma or operative intervention.

Wernicke encephalopathy may be underdiagnosed in these patients

and this case raises physicians’ awareness of its possible onset.

PP0637

Lactate combined with CLIF-SOFA score is a better short-term
prognosis predictor for the patients with HBV-related acute-on-
chronic liver failure

Chen Wei1, You Jia1, Zheng Qi1, Chen Jing1, Dong Jing1, Zhu
Yueyong1

1Center for Liver Disease, First Affiliated Hospital, Fujian Medicine

University, Fuzhou
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Background: To investigate the value of blood lactate acid in com-

bination with the CLIF-SOFA score in evaluation of the short-term

prognosis of patients with HBV-ACLF.

Methods: HBV-ACLF patients who were admitted to Center for

Liver Disease, First Affiliated Hospital, Fujian Medicine University,

between 2009 and 2016 were enrolled in this study. Relevant mate-

rials were collected and a follow-up was conducted for 3 months. The

blood lactic acid level, score of model for end-stage liver disease

(MELD), and Chronic Liver Failure-Sequential Organ Failure

Assessment (CLIF-SOFA) score were analyzed.

Result: 391 HBV-ACLF patients were enrolled in this study, 216 in

the survival group and 195 in the death group. The levels of lactic

acid at the baseline (3.00 ± 1.77 mmol/L) and 1 week after admission

(2.25 ± 1.50 mmol/L) in the survival group were less than those of

the death group (4.62 ± 2.55 and 4.45 ± 3.01 mmol/L respectively)

(both P values\0.05). The lactate clearance rate during 1 week after

admission in the survival group was 24.72 (12.13–36.25), which was

higher than the 9.46 (5.72–12.19)in the death group (P \ 0.05).

Patients were stratified into three groups according to the level of

lactic acid and lactate clearance rate. For the groups whose level of

lactic acid was 0–3, 3.0–5.9, and C6.0 mmol/L, the mortality was

22.03, 62.56, and 73.68% respectively. For the groups whose lactate

clearance rate was C10, -10 *10, and B-10%, the mortality was

20.11, 45.52, and 90.90% respectively. The CLIF-SOFA-LAC score

model was built in combination with lactic acid (the level of lactic

acid in the blood: B2 mmol/L: scored 0,[2 mmol/L: scored 2). The

MELD score, CLIF-SOFA score, and CLIF-SOFA-LAC score in the

survival group (22.69 ± 3.36, 7.10 ± 0.84, and 8.38 ± 1.36 respec-

tively) were all less than those of the death group (26.29 ± 3.31, 9.46

± 2.65, and 11.40 ± 2.70 respectively) (all P values\0.05). The area-

under-the curve (AUC) of predicting short-term (3 month) prognosis

(death) of patients with HBV-ACLF with a baseline lactic acid level

and a lactic acid level 1 week after admission was 0.776 and 0.860.

The AUC of predicting short-term prognosis with a baseline MELD

score and a MELD score 1 week after admissionwas 0.779 and 0.790.

The AUC of predicting short-term prognosis with a lactate clearance

rate 1 week after admission was 0.890. The AUC of predicting short-

term prognosis with a CLIF-SOFA score and a CLIF-SOFA-LAC

score was 0.785 and 0.878.

Conclusion: Predicting short-term prognosis of patients with HBV-

ACLF with the CLIF-SOFA score in combination with the lactic acid

level was better than with only the CLIF-SOFA score. The lactate

clearance rate 1 week after admission could be used to predict short-

term prognosis of patients HBV-ACLF. The mortality was analyzed

in different groups stratified by the lactic acid level and lactate

clearance rate.

AUROC of the CLIF-SOFA, CLIF-SOFA-LAC,the lactate,the

lactate 1 week after admission, MELD, the MELD1 week after

admission

AUROC of the a lactate clearance rate 1 week after admission

PP0638

Administration of high dose intravenous immunoglobulin could
improve prognosis of patients with hepatitis B virus-associated
acute-on-chronic liver failure: a pilot trial

Kezhao Hu1, Limin Zeng1,2, Sheng Xu1,3, Chunnuan Lin1, Peng
Sun1, Danhong Liu1, Xianhua Zhang1, Weidong Liu1

1Second Affiliated Hospital, Shantou University Medical College,

Shantou; 2The Second People’s Hospital of Guangdong Province,

Guangzhou; 3The Second People’s Hospital of Hunan Province,

Changsha

Background: To investigate whether high dose intravenous

immunoglobulin (IVIg) therapy could improve the prognosis of

patients with hepatitis B virus (HBV)-associated acute-on-chronic

liver failure (ACLF).

Methods: This was a pilot, single-center, prospective study. Inpa-

tients, 18–65 years of age, with HBV-associated ACLF, were

recruited and assigned, a standard medical treatment (SMT) regimen

(n = 33; 25 analyzed), or treatment with SMT plus high dose IVIg (a

total dose of 1.5 g/kg body weight, 0.5 g/kg/day on the first 2 days, 0.1

g/kg/day on days 3 through 7) (n = 14; 12 analyzed). The primary

endpoints was survival at 168 days. Secondary endpoints included

28-, 56-, and 84-day survival, amelioration of laboratory parameters

and model for end-stage liver disease (MELD) scores.

Result: Cumulative survival was significantly higher in the IVIg

group at 168 days (11/12 versus 15/25, respectively; P = 0.048), 56

days and 84 days compared to patients in the SMT group (12/12

versus 16/25, respectively; P = 0.022). Patients in the IVIg group
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displayed more rapid amelioration, as judged by MELD scores and

total bilirubin, during the first 3 weeks after recruitment.

Conclusion: High dose IVIg therapy rapidly ameliorates liver func-

tion, and improves survival in patients with HBV-associated ACLF.

High dose IVIg therapy is a promising treatment for ACLF.

PP0639

The effect of traditional Chinese medicine therapy on acute-on-
chronic and chronic liver failure induced by endotoxemia

Xiaozhou Zhou1, Wenfeng Ma1, Zhiyi Han2, Xinfeng Sun1, Wei
Zhang1

1Shenzhen Chinese Medicine Hosptial, Shenzhen China; 2The Fourth

Clinical College of Guangzhou Chinese Medicine University,

Shenzhen

Background: Acute-on-chronic liver failure (ACLF) and chronic

liver failure (CLF) are so far difficult to cure and with high mortality

internationally. Our study is aimed to investigate the efficacy of tra-

ditional Chinese medicine therapy on reducing the endotoxin level

and improving curative effect on liver failure.

Methods: A randomized, single blind, multicentre, controlled trial

involving 1087 patients with ACLF or CLF was conducted. The

patients were randomly divided into two groups—the control group

with routine Western medicine therapy and the trial group with

Chinese medicine therapy on the basis of Western medicine therapy.

The serum endotoxin levels were measured on the 0th, 4th, 8th, and

12th week.

Result: The mortalities of the trial group are 0.98, 2.7, 68.4 and

21.6% for patients with early-stage, middle-stage, late-stage ACLF

and CLF. The corresponding mortalities for the control group are 2.2,

4.4, 78.8 and 27.4%. Treatment of the trail group reduces mortality

more effectively than that of the control group (p = 7.57 9 10-3). The

serum endotoxin levels of patients in both groups decrease over time

after treatment, and high serum endotoxin levels are extremely

strongly associated with the death (p = 1.64 9 10-9) and treatment

failure (p = 8.98 9 10-8). The treatment of the trial group reduces

serum endotoxin levels more significantly than that of the control

group (p = 2.04 9 10-14).

Conclusion: This study indicates the beneficial effects of traditional

Chinese medicines on reducing serum endotoxin levels so as to

reducing both treatment failure and mortality in patients with ACLF

and CLF.
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Plasma apolipoprotein A-V concentration for outcome prediction
of hepatitis B virus-related acute-on-chronic liver failure

Enqiang Chen1, Meng-lan Wang1, Ying Shi1, Dong-bo Wu1, Hong
Tang1

1Center of Infectious Diseases, West China Hospital, Sichuan

University, Chengdu, Sichuan

Background: Hepatitis B virus-related acute-on-chronic liver failure

(HBV-ACLF) is a life-threatening condition, and the lipid metabolism

disorder is common in the development of this disease. The aim of

this observation study was to define the characteristics of plasma

apolipoprotein A-V (apoA-V) concentration in outcome prediction of

HBV-ACLF.

Methods: A total of 330 HBV-ACLF patients were finally included,

and the relationships of plasma apoA-V concentration with clinical

variables were analyzed. The independent factors associated with the

prognosis of HBV-ACLF were assessed using cox proportional haz-

ard regression model, and receiver operating characteristic (ROC)

curve analysis was performed to assess the accuracy of plasma apoA-

V in predicting the survival of HBV-ACLF.

Result: Of the 330 patients, high to 209 patients (63.33%) died in

hospital or after being discharged from hospital. As compared to

survivors, the non-survivors had significantly lower concentrations of

plasma apoA-V on admission. Plasma apoA-V concentrations were

positively correlated with prothrombin time activity (PTA), and

negatively correlated with interleukin-10, tumor necrosis factor-a, and

iMELD scores. Though plasma apoA-V, PTA, total bilirubin (TBil)

and blood urea nitrogen (BUN) were all independent factors to predict

outcome, plasma apoA-V had the highest performance for the pre-

diction of the survival of HBV-ACLF. And its optimal cutoff value

for survival prediction was 480.00 ng/mL, which had a positive

predictive value of 84.68% and a negative predictive value of

92.23%.

Conclusion: Plasma concentration of apoA-V decreases significantly

in non-survivors of HBV-ACLF, and it may be regarded as a new

predictive marker for the prognosis of HBV-ACLF.
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Accuracy of the serum apoA-V as compared to that of PTA, TBil

and BUN in predicting the survival of the patients with HBV-ACLF

at different time point using Receiver operating characteristic (ROC)

curves. A for 4 weeks; B for 12 weeks; C for 24 weeks; D f

Predictive value of admission serum apoA-V level (cut-off value

of 480 ng/mL) on the survival of HBV-ACLF.
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Background: Acute-on-chronic liver failure ACLF has characteristic

feature of multisystem organ failure, rapid progression and low early

transplant-free survival. Current scoring systems for predicting out-

come and requirement for emergency liver transplantation (ELT) in

ACLF are imperfect. Their performance in identification of patients

with ACLF, who would not survive without ELT, has recently been

questioned. We performed a meta-analysis to determine the accuracy

of the model for end-stage liver disease (MELD) scores, The Child–

Pugh–Turcotte (CPT), MELD Serum sodium (MELD-Na), sequential

organ failure assessment (SOFA), and the chronic liver failure-se-

quential organ failure assessment CLIF–SOFA in predicting mortality

among patients with ACLF.

Methods: A systematic database search was performed and retrieved

articles graded according to a pre-agreed pro-forma of methodologi-

cal quality. Collated data was meta-analysed for summary sensitivity,

specificity, diagnostic odds ratio (DOR) and receiver operating

characteristic (ROC) curve analysis. Subgroups analyzed included

study quality, era, location (Asia vs non-Asia), aetiology, and size.

Result: For MELD, the pooled sensitivity for all available data is

72% (95% CI 70–74%), and pooled specificity is 77% (95% CI

75–79%). Pooled DOR (random effects) was 8.73 (95% CI

6.61–11.54). The pooled sensitivity for CTP was 71% (95% CI

68–74%) and specificity 57% (95% CI 54–59%). Pooled DOR (ran-

dom effects) was 4.50 (95% CI 2.89–7.00). The performance of

MELD-Na with the pooled sensitivity was 71% (95% CI 68–75%),

and pooled specificity was 75% (95% CI 72–78%). Pooled DOR was

8.17 (95% CI 5.61–11.91). Assession of SOFA performance: the

pooled sensitivity was 62% (95% CI 57–68%), and pooled specificity

was 77% (95% CI 72–82%). Pooled DOR was 6.16 (95% CI

3.02–12.58). For CLIF–SOFA, the pooled sensitivity was 61% (95%

CI 54–67%), and pooled specificity was 88% (95% CI 84–92%).

Pooled DOR was12.43 (95% CI 7.62–20.26). MELD score and its

modifications have the superiority in sensitivity. CLIF-SOFA has the

highest specificity among the scoring systems. Moreover, CLIF-

SOFA and MELD score showed the ascendant overall diagnostic

accuracy with largest DOR (pool DOR = 12.43) and AUROC (pool

AUROC = 0.8154) respectively.

Conclusion: This review demonstrates that MELD has moderate

diagnostic accuracy for predicting mortality in patients with ACLF.

CLIF-SOFA was regarded as a validated replacement of MELD for

predicting mortality of ACLF. Its prospective performance with

highest specificity and AUROC suggestted clearly most effective in

patients with ACLF. However, widespread clinical application of

CLIF-SOFA is limited by a lack of much more external replication

and general availability. To improve the predictive power of the

scoring systems, multicenter prospective studies of larger populations

with long-term follow-up are needed.
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Allogeneic bone marrow mesenchymal stem cells transplantation
benefits plateau patients with HBV acute-on-chronic liver failure
through regulating NK cells and FasL expression

Weng WeiZhen1, Xiong Jing1, Chen JunFeng1, Cao HuiJuan1,
Zeng HuiMin1, Zhang ShaoQuan1, Mei YongYu1, Lin BingLiang1

1The Third Affiliated Hospital of Sun Yat-sen University, Guangzhou

Background: A randomized control trial showed allogeneic bone

marrow mesenchymal stem cells improves outcomes of patients with

HBV acute-on-chronic liver failure in the plateau stage, and this

benefit may be associated with immunologic regulation of MSCs.

Methods: A total of 91 ACLF patients were enrolled and randomized

into two groups: 45 patients were treated with BM-MSCs (1 9 105–6/

kg for 4 weeks), and 46 patients were treated with saline as controls.

According to the serum total bilirubin (TB) rangeability per 5 days, if

rising more than 5 ULN of TB defined as the advanced phase, if rising

less than 5 ULN was defined as plateau phase. The patients in each

group were differentiated into advanced phase and plateau phase

subgroups: MSC-advance group (n = 12) and MSC-plateau (n = 33);

Control-advance (n = 13) and Control-plateau (n = 33). The liver

function and survival rates were evaluated during the 12-week follow-

up period. And NK cells, NK receptors and cytotoxicity associated

factors were tested.

Result: BM-MSC transfusions significantly increased the survival

rates in plateau phase of ACLF patients (15.2%, 5/33 vs. 45.5%,

15/33; P = 0.007); reduced the model for end-stage liver disease

scores (MELD) and serum total bilirubin(P4w-MELD = 0.000, P12w-

MELD = 0.005; P2w-TB = 0.040, P4w-TB = 0.013). The NK cells fre-

quency in advanced phase of ACLF patients is significantly lower

than that in plateau phase, while FasL expression is higher (PNK =

0.036, PFasL = 0.0327). MSCs infusion increases the percentage of

peripheral blood NK cells and inhibits FasL expression during 12

weeks follow-up (P0w = 0.0001, P2w = 0.0008, P4w = 0.0015, P8w =

0.0021, P12w = 0.005).

Conclusion: Operating allogeneic peripheral BM-MSCs transplanta-

tion in plateau phase can improve HBV-ACLF patients’ survival rate.

And this effect might be due to MSCs regulating NK cells and FasL

expression.

The 12-week cumulative survival rate in MSC-plateau group was

higher than that of control-plateau group, P = 0.0037.

The expression of FasL decreased during cell therapy, and all time

point had dramatically differences when compared with healthy

controls. MSC-treatment group. P0w = 0.0001, P2w = 0.0008, P4w

= 0.0015, P8w = 0.0021, P12w = 0.005.

PP0643

Clinical analysis of patients with hepatitis B virus associated
hepatic failure combined with pulmonary infection

Zhang Yuexin1, Kelbinur Tursun2

S502 Hepatol Int (2017) 11 (Suppl 1):S1–S1093

123



1The First Affiliated Hospital of Xinjiang Medical University,
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Background: To investigate the clinical features of patients with

HBV associated liver failure complicated with pulmonary infection.

Methods: The clinical data of 60 patients with HBV related liver

failure (sex, age, basic of cirrhosis, diabetes) and complications were

analyzed retrospectively from Jan.2010 to Dec.2012 in Department of

Infectious Diseases, First Affiliated Hospital of Xinjiang Medical

University. (Spontaneous peritonitis, hepatorenal syndrome, hepatic

encephalopathy, upper gastrointestinal hemorrhage), and clinical

indicators of baseline treatment, analysis of HBV related liver failure

in patients with pulmonary infection independent risk factors, and

analysis of the lungs Distribution of pathogens of infection. The T test

was used to compare the two groups, and the non-normal distribution

was used for non-parametric statistics. The Mann–Whitney U test was

used to compare the two groups. Y2 test or Fisher exact test was used

to compare the count data.

Result: Among the 60 patients with liver failure, 12 cases had pul-

monary infection, the incidence of pulmonary infection was higher,

the bacteria was the most common pathogen, the incidence of pul-

monary infection was higher than 60 years, the difference between the

two was statistically significant. The serum sodium, alpha-fetoprotein,

albumin level, white blood cell count, hemoglobin, PTA, the inter-

national standardized ratio, the difference between the two groups

were statistically significant (P\0.05). The incidence of spontaneous

peritonitis, hepatic encephalopathy and hepatorenal syndrome in

patients with pulmonary infection was higher than that in patients

without pulmonary infection (P\0.01). Spontaneous peritonitis, age,

albumin, and serum sodium were associated with an increased inci-

dence of pulmonary infection.

Conclusion: Pulmonary infection is one of the most serious com-

plications of liver failure. It has a significant effect on the prognosis of

liver failure. It is very important to predict the occurrence of pul-

monary infection in the early stage. For the elderly patients,

spontaneous peritonitis, low albumin, Sodium patients should be

timely prevention and monitoring of pulmonary infection.

PP0644

Efficacy and safety of granulocyte colony-stimulating factor
therapy in patients with acute-on-chronic liver failure:
a systematic review and meta-analysis

Ru Ji1, Yadong Wang1, Caiyan Zhao1

1The Third Affiliated Hospital of Hebei Medical University,

Shijiazhuang

Background: Acute-on-chronic liver failure (ACLF) is clinical syn-

drome with a high mortality. Treatment with granulocyte colony-

stimulating factor (G-CSF) is an option to patients. The efficacy and

safety of G-CSF therapy in patients with acute-on-chronic liver fail-

ure is not clear.

Methods: A systematic review and meta-analysis was performed to

evaluate the safety and efficacy of G-CSF therapy in reducing mor-

tality in patients with ACLF. Then the statistic test, sensitivity and

publication bias about the data were measured by forest plot, funnel

plot and fail-safe number.

Result: A total of 7 studies involving 308 patients fulfilled the criteria

were included. Patients with ACLF treated with G-CSF had a sta-

tistically significant lower rate of sepsis and hepatorenal syndrome

(RR = 0.26, 95% CI [0.14, 0.51], Z = 4.00, P\0.0001; RR = 0.27,

95% CI [0.14, 0.52], Z = 3.94, P\0.00001), lower mortality (RR =

0.49, 95% CI [0.35, 0.67], Z = 4.38, P\ 0.0001) and MELD score

(WMD = -10.77, 95% CI [-23.38, 1.84], Z = 1.67, P = 0.09)

compared with the control. There was a statistically significant neu-

trophil cells and CD34+ cells count increasing in ACLF patients

treated with G-CSF compared to the control (WMD = 15.14, 95% CI

[9.37, 20.91, Z = 5.14, P \ 0.00001; WMD = -8.49, 95% CI

[-12.44, 4.54], Z = 4.21, P\ 0.0001). G-CSF therapy was well tol-

erated in patients with ACLF. Some patients were affected by minor

side effects, such as fever, bone pain, headache, nausea, a transient

rash, and herpes zoster.

Conclusion: G-CSF can improve the survival in patients with ACLF

significantly and safely.

Meta-analysis of mortality, MELD scores, and neutrophil cells

count in patients with acute-on-chronic liver failure.

Meta-analysis of CD34+ cells count, sepsis, and hepatorenal

syndrome in patients with acute-on-chronic liver failure.
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Background: Acute-on-chronic liver failure (ACLF) is a severe, life-

threatening syndrome. Mesenchymal stem cells (MSCs) have been

shown to reverse ACLF liver failure and improve liver function, but

the mechanism has not been well-characterized lacking of the reliable

animal model. We established acute-on-chronic liver failure mice

model and explored the cross talk between MSC and Nature Killer

cells (NK cells) in vivo.

Methods: ACLF mice model was established by intraperitoneal

injection carbon tetrachloride, validated by the survival rate and liver

pathology. MSC were extracted from healthy mice and transplanted

into ACLF mice. Phenotype and function of NK cells from peripheral

blood, spleen, and liver were investigated before and after MSC

treatment.

Result: Acute-on-chronic liver failure mice model was established

under our optimized experimental conditions. The frequency of NK

cells and its activating receptor NKP46 decreased in the liver of

ACLF mice. MSC transplantation improved the survival rate of

ACLF mice significantly, accompanied by reduced hepatocyte

apoptosis and enhanced hepatocyte regeneration. After MSC trans-

plantation, the frequency of NK cells and its activating receptor

NKP46 were partially reversed.

Conclusion: A new robust ACLF mice model was established. MSC

may rescue ACLF mice by restoration of liver NK cells number and

function.

PP0646

Clinical features of patients with superinfection of chronic
hepatitis B and hepatitis E virus related liver failure

Dongqin Zhang1, Jiyuan Wu1, Feifei Liu1, Luwen Wang1,
Zuojiong Gong1

1Department of Infectious Diseases, Renmin Hospital of Wuhan

University, Wuhan

Background: To study the clinical features of patients with super-

infection of hepatitis B virus (HBV) and hepatitis E virus (HEV)

related liver failure.

Methods: Clinical and laboratory data including general data, func-

tions of livers, functions of coagulation, complications and other

prognosis of 38 patients diagnosed with superinfection of HEV and

HBV related liver failure, 54 patients diagnosed with HBV related

liver failure, and 34 patients diagnosed with HEV related liver failure

were collected for this retrospective study to find out how HEV

affects the patients with superinfection of HBV and HEV.

Result: Compared with HBV related liver failure group (54 cases),

the level of TBIL, DBIL were significantly higher in superinfection

patients (P\0.05), and ALB and PCT level were significantly lower

(P \ 0.05); the rate of spontaneous peritonitis is lower in superin-

fection group than in HBV group. The rate of cure is lower in HBV

group compared with superinfection group (P = 0.007), but others

were similar. Compared with HEV related liver failure group, patients

with cirrhosis were significantly more (P = 0.011); The level of ALB

and PTA in superinfection group were significantly lower (P\0.05)

than HEV related liver failure patients whose PT was significantly

lower (P\0.05); the rate of hepatic encephalopathy was 26.32%, and

HEV related liver failure group was 5.88%, so the difference between

them was significant (P = 0.02), but other complications were similar

(P[ 0.05).

Conclusion: The majority of Patients with liver failure in superin-

fection were middle-aged and old male patients; HEV in the process

of infection in patients with chronic hepatitis B did not affect HBV

DNA replication.
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Risk factors and outcomes of acute kidney injury in patients
with HBV-related acute-on-chronic liver failure

Yuan Wei1, Qian Zhiping1, Zhang Yuyi1, Zhang Zhengguo1, Zou
Ying1, Lu Hongzhou1

1Shanghai Public Health Clinical Center, Fudan University, Shanghai

Background: Kidney injury, which now has been recognized as a

poor prognostic factor, is common in critical illness including ACLF.

Increasing evidences have shown that acute decompensated cirrhotic

individuals with acute kidney injury (AKI) may rapidly progress to

irreversible multi-organ failure.

Because even a mild increase in sCr was closely related to the sur-

vival rate, the definition of renal failure among ACLF individuals

with sCr threshold can not effectively and timely reflect the kidney

injury in early stage, which leads to a poor validity. Most of AKI

classification criteria are based on the heterogeneous ICU population,

which is to a certain degree different from ACLF individuals.

Therefore, the aim of the current study was to investigate the inci-

dence, risk factors and outcomes of AKI in patients with HBV related

ACLF with the up-to-date criteria proposed by International Club of

Ascites (ICA) in the year of 2015 using dynamic change of sCr value,

and to compare the survival rate between the different AKI stages.

Methods: A retrospective analysis of 150 HBV-ACLF patients was

performed in a singer center from January 2013 through December

2015. Patients were preliminarily divided into AKI and no-AKI

group by the International Club of Ascites (ICA) criteria. The

occurrence, risk factors and functional recovery of AKI among

HBV-ACLF patients were investigated after admission by using

clinical parameters and results of laboratory examination. Moreover,

the relationship between AKI and 90-day transplant-free mortality

was investigated.

Result: 90 patients (60%) with HBV-ACLF developed AKI during

hospitalization. Patients with AKI had higher creatine kinase (P =

0.004), total bilirubin (P = 0.039), HBV viral load (P = 0.044),

serum creatine (P\0.001) and MELD score (P\0.001) values, and

a higher proportion of hepatic encephalopathy (P = 0.032) and

spontaneous bacterial peritonitis (P = 0.042) compared to those

without AKI. Logistic regression analysis illustrated that spontaneous

bacterial peritonitis (OR = 6.214, P = 0.012) and MELD score (OR

= 1.097, P = 0.006) were risk factors for the development of AKI.

Subgroup analysis on recovery pattern in renal function showed that

patients with severe AKI stage had worse outcomes (P = 0.007),

while its occurrence varied by applying different criteria (P = 0.038).

The proportion of complete response was higher in survivors than

overall AKI populations (P = 0.004). New onset of chronic kidney

disease occurred in 29.2% of AKI survivors. Follow up studies

showed no-AKI group had a higher transplant-free survival rate than

AKI group at day 90 (80.0 vs 26.7%, P\ 0.001).

Conclusion: AKI is common in patients with HBV-ACLF. Sponta-

neous bacterial peritonitis and MELD score have some prognosis

value. AKI and its stages affect the 90-day transplant-free mortality.

A rigorous and operable criterion is needed to define the onset and

outcomes of AKI among HBV-ACLF individuals.

PP0648

Comparative analysis on the influence factors of short-term
prognosis and long-term prognosis in patients with HBV-related
acute-on-chronic liver failure

Ai-rong Hu1,2, Suwen Jiang1, Yaoren Hu1, Ting Hu1, Shanshan
Jin2

1Ningbo No. 2 Hospital, Ningbo; 2Ningbo University School of

Medicine, Ningbo

Background: To comparative analyze the influence factors of short-

term (6 months) prognosis and long-term (10 years) prognosis in

patients with HBV-related acute-on-chronic liver failure (ACLF), and

to provide some reference values on clinic therapy and follow-up

management.
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Methods: The data of 524 hospitalized patients with ACLF from

January 2001 to December 2009 were analyzed retrospectively. The

follow-up termination time was December 2013. Patients were all

given internal medical therapy, and were given antiviral therapy with

nucleoside and nucleotide analogs (NAs) (yes/no) and plasma

exchange in artificial liver support system (yes/no) according to the

patient’s informed choice. The method of Cox regression analysis was

used to analyze the short-term prognostic factors and long-term

prognosis factors of ACLF.

Result: The short-term prognosis factors in patients with ACLF were

MELD scores, ages, percentage of neutrophils, hepatic

encephalopathy, whether to apply NAs or not, HBV DNA levels,

times of plasma exchange in artificial liver support system, choli-

nesterase levels and total bilirubin levels in turn (P\0.05). The long-

term prognosis factors were ages, whether to apply NAs or not,

MELD scores, cholinesterase levels, concomitant infection, white

blood cell counts, gender and hepatic encephalopathy in turn (P \
0.05), and antiviral therapy with NAs was a time-dependent inde-

pendent prognostic factor.

Conclusion: There are some differences between the short-term

prognosis factors and the long-term prognosis factors in patients with

ACLF. We should give antiviral therapy with NAs, measures to

improve liver function, preventions and treatments of infection and

hepatic encephalopathy and other complications from early-stage to

long-term follow-up managements. And in early-stage of ACLF we

should also give the treatment with artificial liver support system.

PP0649

Thrombocytopenia is associated with poor prognosis in patients
with acute-on-chronic liver failure

Tingting Qi1, Congyan Zhu1, Jie Gao1, Guanting Lu1, Beiling Li1,
Wenyan Li1, Qinjun He1, Fuyuan Zhou1, Yongpeng Chen1,
Weiqun Wen1, Mingxia Zhang1, Jinjun Chen1

1Hepatology Unit, Nanfang Hospital, Southern Medical University,

Guangzhou

Background: Thrombocytopenia is common in patients with chronic

liver disease, which indicates advanced fibrosis or cirrhosis. In

patients with acute liver failure (ALF), a decline of post-admission

platelet counts is associated with development of multi-organ system

failure (MOSF) and poor outcome. Acute-on chronic liver failure

(ACLF) identifies patients who present with features mimicking ALF,

however, have an underlying chronic liver disease or cirrhosis. The

dynamics of platelet counts and its associations with outcomes of

ACLF patients have not been fully elucidated.

Methods: A total of 719 in-hospital patients diagnosed with ACLF

from January, 2012 to August, 2016 were reviewed. 372 cases were

excluded for the following reasons: 128 not met the APASL diag-

nostic criteria, 41 had underlying chronic liver diseases other than

HBV infection related, 68 diagnosed with HCC or other malignancy

before or during hospitalization, 37 suffered from major bleeding, 98

complicated with other critical diseases or undergoing therapies
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which may affect short-term survival or platelet counts. Finally, the

remaining 347 subjects were enrolled in this single center retro-

spective study. Dynamics of post-admission platelet counts and its

relevance to clinical events and laboratory characters were investi-

gated. Organ failures were defined as per the CANONIC study criteria

Result: Of the patients enrolled, 95 (27.4%) died within 28 days. A

significant decline in platelet counts after admission were observed in

310 subjects with at least two platelet counts records in the first week

(figure 1A), which was greater in these ceased cases compared with

those survived within 28 days (figure 1B). Patients presented with

higher International Normalized Ratio (INR) of the prothrombin time

(C2.5), hepatic encephalopathy (HE), suspected or established

infection, and MOSF at admission experienced greater declines of

platelet counts (figure 1C–F). The proportion of platelet decline was

an independent risk factor for 28-day mortality (see table) and pre-

dicted new onsets of kidney, cerebral, circulatory and respiratory

failure (figure 2A–D), however had no correlation with elevated total

bilirubin levels (C12.0 mg/dl) or INR values (C2.5), both of which

were components of APASL ACLF definition.

Conclusion: The acute development of thrombocytopenia in HBV-

ACLF, which was associated with hepatic encephalopathy, infection

and MOSF, could lead to poorer outcomes and greater mortality

within 4 weeks.

Figure 1. Patients with ACLF developed thrombocytopenia which

was associated with poor outcome, infection and MOSF.

Figure 2. The proportion of platelet decline was an independent

risk factor of 28-day mortality, which also predicts new onset of

MOSF in the first 4 weeks after admission. deltaPLT = platelet

counts_Day1-platelet counts_Day7.

PP0650

Selective plasma exchange with dialysis in patients with liver
failure

Jing Ma1, Ting Yuan1, Yanmei Hu1, Yi Tian1, Wei Li1, Guozhong
Gong1

1The Second Xiangya Hospital, Central South University, Changsha

Background: Liver failure (LF) is a disorder with a high mortality

rate and large resource costs. The main therapy has recently included

an artificial liver system for patients with acute-on-chronic LF in

China. We used selective plasma exchange with dialysis (PED) to

minimize adverse effects and reduce mortality. The technique was

also used to identify the predictive factors affecting the 3-month

prognosis of the patients in the study.

Methods: 63 patients treated with PED were compared and divided 3

groups with MELD Score 11–20, 21–30 and 31–42 before PED

therapy at least one week in the study. Biochemical characteristics,

the relationship between mortality and factors influencing the patients

were determined by univariate and multivariate analysis.

Result: Comparison of 3 groups of patients with PED treatment

indicated a significant difference in biochemical characteristics,

MELD score, INR, TBIL, and blood ammonia (P \ 0.05). No rela-

tionship was found between TBIL clearance and mortality (P[0.05)

in groups with different MELD scores. However, mortality was

associated with blood ammonia clearance (P \ 0.05). A significant

difference in mortality was indicated between hepatitis B e antigen
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(HBeAg)-positive patients (15/40, 37.50%) and HBeAg-negative

patients (9/23, 4.35%) (v2 = 3.500, P = 0.016) with low viral load.

Univariate analysis indicated that 3-month mortality was associated

with the following: HBV DNA, ALT, TBIL, DBIL, Cl-, CO2CP,

INR, and blood ammonia clearance. By multivariate analysis, blood

ammonia clearance (P = 0.035) and MELD score (P = 0.028) were

identified as independent predictors of 3-month mortality in all

patients.

Conclusion: Mortality in patients with LF was markedly reduced

with PED therapy. The treatment decreased MELD score, INR, TBIL,

and blood ammonia. Blood ammonia clearance improved mortality

and prognosis. Blood ammonia clearance and MELD score were

independent predictors of 3-month mortality in all patients.

PP0651

Predictive value of serum cystatin C combining total bilirubin
in patients with acute-on-chronic liver failure

Mengmeng Lu1

1Xijing Hospital of Digestive Disease, Xi’an

Background: This study was aimed to explore the predictive value of

serum cystatin C (CysC) combining total bilirubin (TBil) in patients

with HBV-related acute-on-chronic liver failure.

Methods: The study was performed in patients who were hospitalized

in the Department of Hepatology, Xijing Hospital of Digestive Dis-

ease, Fourth Military Medical University from January 2012 to

January 2016. Baseline clinical information, laboratory examination

results, Child–Turcotte–Pugh (CTP) score and model for end-stage

liver disease (MELD) score were collected from electronic medical

records for patients within 24 h after the admission. All of the patients

were followed for 90 days. According to the outcome, these patients

were divided into a survival group and a death group. Multivariate

logistic regression analysis was carried out to identify which factors

were predictive of mortality.

Result: (1)162 patients with HBV-ACLF were recruited.78 died

(48.2%) during 90-day followed up. Multivariate logistic regression

analysis identified serum CysC and TBil were independent predictors

of mortality rate (P \ 0.01). (2) Significant positive correlations

between serum CysC and both serum creatinine (Cr) (r = 0.400, p\
0.001) and MELD score (r = 0.416, p \ 0.001) were detected in

HBV-ACLF patients. (3) According to the receiver operating char-

acteristic (ROC) curve analysis, the area under the ROC curve (AUC)

of the new prognostic model (PM) combining serum CysC with TBil

was 0.833, the PM had a higher predictive accuracy than the CTP

score, MELD score for early prediction 90-day mortality of HBV-

ACLF patients. (4) The survival rate in high risk group (PM ] 3.07)

was 23.8%, which was markedly lower than those in low risk group

(PM\ 3.07) (79.3%, P\ 0.001).

Conclusion: The new prognostic model combining serum CysC with

TBil at HBV-ACLF diagnosis is superior to the CTP score and MELD

score in predicting mortality.

PP0652

Acute-on-chronic liver failure: clinical outcome and prognosis
in Thai population

Jarongkorn Sirimongkolkasem1,2, Tongluk Teerasarntipan1,2,
Amornpun Wongkarnjana1,2, Kessarin Thanapirom1,2,

Roongruedee Chaiteerakij1,2, Piyawat Komolmit1,2, Pisit
Tangkijvanich3, Sombat Treeprasertsuk1,2

1Department of Medicine, Division of Gastroenterology, Faculty of

Medicine, Chulalongkorn University, Bangkok 10330, Thailand;
2Thai Red Cross Society, Pathumwan, Bangkok 10330, Thailand;
3Liver Research Unit, and Department of Biochemistry, Faculty of

Medicine, Chulalongkorn University, Bangkok 10330, Thailand

Background: Acute on chronic liver failure (ACLF) diagnostic cri-

teria and prognostic score were well developed in European

population with chronic alcoholic liver disease, which is the major

cause of chronic liver diseases (CANONIC study). Performance of

those criteria in Asian population, of which chronic hepatitis B (CHB)

and chronic hepatitis C (CHC) infection are more prevalent has not

yet been studied. We aimed to determine outcome of Thai patients

with ACLF and validate the CLIF-C organ failure (CLIF-C OF) score

for ACLF diagnosis and CLIF-ACLF score for prognosis prediction.

Methods: We prospectively enrolled 95 cirrhotic patients hospital-

ized with acute decompensation. Primary end point was 3-month

mortality. Factors associated with mortality were determined using

logistic regression analysis. Areas under the receiver operating

characteristic (AUROC) curves were generated to compare perfor-

mance of 5 scores: CLIF-ACLF, CLIF-C OF, MELD, MELD-Na and

CTP score in mortality prediction.

Result: CHB and CHC infection (n = 46, 48.5%) followed by chronic

alcoholic liver disease (n = 42, 44.2%) were the most common eti-

ology of cirrhosis of the study cohort. Forty patients (42%) were

diagnosed with ACLF by using CLIF-C OF score. Bacterial infection

and GI hemorrhage were major acute insults of ACLF. Kidney and

brain were the most affected organ failure. Similar to the CANONIC

study, 3-month mortality in ACLF group was significantly higher than

that in the non-ACLF group (57.5 vs. 24%; p = 0.001). The 3-month

mortality rate was well correlated with three ACLF subclasses, i.e.

45.5, 53.6 and 80% in ACLF-I, II, III subclasses, respectively, p =

0.004 (Figure 1). By multivariate analysis, CLIF-ACLF score was the

only independent predictor of 3-month mortality in ACLF group with

adjusted odds ratio of 1.114, 95% CI 1.035–1.264, p = 0.008. Eti-

ology of cirrhosis (CHB + CHC vs. non-viral) and WBC level were

not associated with survival. Among scores studied, CLIF-ACLF

score had the highest AUROC of 0.78. The AUROC of CLIF-ACLF

was significantly higher than those of other 4 scores studied (p\0.05

for all, Figure 2).

Conclusion: ACLF is a distinct condition associated with high

mortality and organ failures. CLIF-C organ failure (CLIF-C OFs) and

CLIF-ACLF score can be applied for ACLF diagnosis, classification

and prognosis prediction in the Thai population.

The 1-month and 3-month mortality rate of patients with three ACLF

subclasses
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AUROC of CLIF-ACLF and other 4 prognostic scores for

3-month mortality prediction

PP0653

Interleukin-23 mediate the pathogenesis of LPS/GalN-induced
liver injury in mice

Suxia Bao1, Jianming Zheng1, Guangfeng Shi1

Huashan Hospital, Fudan University, Shanghai

Background: Interleukin-23 (IL-23) is required for T helper 17

(Th17) cell responses and IL-17 production in hepatitis B virus

infection. Previous study showed that the IL-23/IL-17 axis aggravates

immune injury in patients with chronic hepatitis B virus infection.

However, the role of IL-23 remains unclear in acute liver injury.

Methods: Serum IL-23 from patients with chronic hepatitis B virus

(CHB), acute-on-chronic liver failure (ACLF) and healthy individuals

who were served as healthy controls (HCs) was measured by ELISA.

Neutralizing IL-23p19 antibody or neutralizing IL-23p40 antibody

was administered intravenously at the time of the challenge with LPS

(10 lg/kg) and GalN (400 mg/kg). Hepatic pathology, and the

expression of Th17 related cytokine including IL-17 and TNF-a,

neutrophil chemoattractants including Cxcl1, Cxcl2, Cxcl9, Cxcl10

and stabilization factors Csf3 was assessed in liver tissue

Result: Serum IL-23 was significantly upregulated in ACLF patients

compared with CHB and HCs (P\ 0.05). Serum IL-23 was signifi-

cantly upregulated in non-survival group compared with survival

group of ACLF patients, which was consistent with LPS/GalN-in-

duced fulminant hepatic injury in mice (P\0.05 for both). Moreover,

serum IL-23 was downregulated after treatment in survival group of

ACLF patients (P\0.05). There was a trend towards less severe liver

tissue histopathology in either a neutralizing IL-23p19 antibody or

neutralizing IL-23p40 antibody in mice, which was associated with

significant defects in both the expression of Th17 related inflamma-

tory cytokine including IL-17 and TNF-a, neutrophil

chemoattractants including Cxcl1, Cxcl2, Cxcl9, Cxcl10 and stabi-

lization factors Csf3 within the liver tissue compared with LPS/GalN

mice (P\ 0.05 for all).

Conclusion: High serum IL-23 was associated with mortality in

ACLF patients and LPS/GalN-induced acute liver injury in mice, IL-

23 neutralizing antibody attenuated liver injury by reducing the

expression of Th17 related inflammatory cytokine, neutrophil

chemoattractants and stabilization factors within the liver tissue,

which indicated IL-23 is likely functioning upstream of Th17-related

cytokine and chemokine expression to recruit inflammatory cells into

the liver.

PP0654

The analysis of acute kidney injury in HBV related acute
on chronic liver failure

Zhenping Wu1, Xiaopeng Li1, Lunli Zhang1

1The First Affiliated Hospital of Nanchang University, Nanchang
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Background: Acute kidney injury (AKI) is one of the major

lifethreating complications in patients with acute-on-chronic liver

failure (ACLF). In the Asia-Pacific region, the majority of ACLF

patients were caused by acute exacerbation of chronic hepatitis B.

However, the characteristics of AKI in these patients have not been

clarified well. Our aim was to investigate the incidence and risk

factors of acute kidney injury (AKI) in HBV related acute on chronic

liver failure (ACLF) patients, and study effects of AKI on prognosis

of patients with HBV-ACLF.

Methods: We retrospectively reviewed the medical records of 227

patients who were diagnosed with HBV-related ACLF. AKI was

defined by the new AKI criteria published by International Club of

Ascites in 2015, and we divided patients into AKI group and non-AKI

group to compare the demographic and clinical data, and then ana-

lyzed the incidence, risk factors and effects on survival of AKI.

Result: There were 66 AKI patients among 227 ACLF patients, as

ICA-AKI classification, 45 patients had diagnosed stage 1, 14 patients

stage 2, 7 patients stage 3. We found age, cirrhosis, concentration of

blood TBil and Alb, international normalized ratio (INR), percentage

of neutrophils (N%), MELD scores and spontaneous peritonitis (SBP)

occurrence rates had statistical difference between AKI group and

non-AKI group. The logistic regression analysis revealed that only

INR (OR = 3.132, P = 0.001) and SBP (OR = 4.204, P = 0.001) are

the risk factors of AKI. The best cut-off level for INR was 2.025

(AUROC, 0.609; P = 0.01; sensitivity, 59.1%; specificity, 62.1%).

The 30-day mortality of AKI group was significantly higher than non-

AKI group.

Conclusion: AKI is relatively common in patients with ACLF. The

risk factors of AKI are INR and SBP. Physicians should therefore pay

attention to ACLF patients’ INR and SBP during the management so

as to prevent the occurrence of AKI and reduce its mortality.

PP0655

RIPK3 mRNA Level in PBMCs is associated with acute-on-
chronic hepatitis B liver failure

Yue Teng1

1Department of Hepatology, Qilu Hospital of Shandong University,

Jinan

Background: The receptor-interacting protein kinase 3 (RIPK3)

dependent necrosis has been demonstrated to be involved in the

pathogenisis of inflammation and viral infection. However, no data

have been reported for the role of RIPK3 in acute-on-chronic hepatitis

B liver failure (ACHBLF).

Methods: Quantitative real-time polymerase chain reaction (q-PCR)

was used to measure the mRNA expression of RIPK3 in peripheral

blood mononuclear cell (PBMCs) from 122 patients with ACHBLF,

131 patients with chronic hepatitis B (CHB), and 35 healthy controls

(HCs). The plasma levels of TNF-a, MLKL and Caspase 8 were

measured using enzyme-linked immunosorbent assay (ELISA).

Result: Patients with ACHBLF exhibited significantly higher RIPK3

mRNA level compared with CHB patients and HCs. Significant

positive correlation could be found between RIPK3 mRNA level and

disease severity. Furthermore, RIPK3 mRNA level was significantly

correlated with TNF-a, MLKL and Caspase 8. A cut-off value of 8.81

for RIPK3 was optimal with a sensitivity of 80.7%, a specificity of

69.2% in discriminating survial or death in ACHBLF.

Conclusion: Our study demonstrated that RIPK3 mRNA level might

contribute to the severity of ACHBLF and could act as a potential

biomarker in predicting the prognosis of ACHBLF.

PP0656

Lower serum lipids in acute-on-chronic hepatitis B liver failure is
associated with mortality

Cheng-Yun Dou1, Yu-Chen Fan1, Long-Yan Chen1, Chuang-Jie
Cao2, Kai Wang1

1Qilu Hospital, Shandong University, Jinan; 2The First Affiliated

Hospital of Sun Yat-san University, Guangzhou

Background: Acute-on-chronic hepatitis B liver failure (ACHBLF)

is an acute deteriorated liver disease and rapidly progressed into

multiple organ failure caused by chronic hepatitis B virus infection.

However, there were no studies about dyslipidemia in ACHBLF
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patients up to now. This study aimed to describe serum lipids levels

and analyze the associations with disease severity, lethal outcome and

macrophage activation in ACHBLF patients.

Methods: A total of 110 ACHBLF patients, 73 patients with chronic

hepatitis B (CHB) and 40 healthy controls (HCs) were recruited to

collect characteristics, clinical data and lipids parameters at admis-

sion. The plasma levels of sCD163 and IL-1b, markers of macrophage

activation, were determined using enzyme-linked immunosorbent

assay. Receiver operating characteristic (ROC) curve was used to

determine the predictive value of Cho and HDL for 28-day mortality

of ACHBLF.

Result: Cholesterol, high-density lipoprotein (HDL) and low-density

lipoprotein (LDL) were significantly lower in patients with ACHBLF

than CHB and HCs. Negative correlations between Cho, TG, HDL,

LDL and disease severity have been found in ACHBLF patients. And

ACHBLF patients who died had a lower Cho and HDL levels than

those who survived. A threshold level of 1.63 mmol/L for Cho and

0.19 mmol/L for HDL resulted in an optimal discrimination for

28-day mortality. Further analysis revealed a significantly negative

correlation between sCD163 and Cho, IL-1

Conclusion: Lower levels of Cho and HDL might serve as a pre-

dictive biomarker for 28-day mortality and macrophage activation

might involve into dyslipidemia in ACHBLF patients.

PP0657

Prognostic value of the model contained keratin 18
for the patients of hepatitis B virus-related acute-on-chronic liver
failure

Qiaorong Gan1, Xiaoyan Jiang1, Chen Pan1, Xin Zhang1,
Mingsheng Chen1

1Mengchao Hepatobiliary Hospital of Fujian Medical University,

Fuzhou

Background: To analyze the levels of serum keratin 18 for the

patients with hepatitis B virus-related acute-on-chronic liver failure

and its association with prognosis.

Methods: From December 2012 to March 2014, 120 patients came to

our hospital and diagnosed of HBV-ACLF were enrolled, following

up for 3 months and then divided them into two groups (death groups

and survival groups), to detect their M30, M65, collect the laboratory

parameters and commanded statistical analysis between the two

groups. The independent risk factors were determined by Binary

Logistic regression analysis. To construct a logistic regressiong model

and validate its diagnosic value with 51 HBV-ACLF patiens enrolled

from April 2014 to October 2014.

Result: After following up for 3 months of 120 patients with HBV-

ACLF, 40 of them were dead, death rate was 33.3%. The age, the rate

of neutrophil, blood ammonia, INR, MELD value, M65 value in death

groups are higher than survival groups, AFP, PTA are lower than

survival groups;the incidence of diabetes, cirrhosis, Hepatic

encephalopathy, pulmonary infection, upper gastrointestinal hemor-

rhage, Hepatorenal Syndrome in death groups are higher than survival

groups, these difference are significant. The LRM identified 5 inde-

pendent factors associated with survival of patients with HBV-ACLF:

age, hepatic encephalopat, upper gastrointestinal hemorrhage, DBIL,

M30/M65. The model constructed was LRM = 0.061 9 age + 0.69 9

HE + 4.11 9 uppergastrointestinal hemorrhage + 3.201 9 ln(DBIL)

- 3.875 9 ln(M30/M65) - 24.248. Enrolling another 51 patients

with HBV-ACLF, following up for 3 months and calculated their

LRM and MELD score. TheAUC of LRM was 0.889, AUC of MELD

was 0.858, the results further validated that the diagnostic value of

LRM was not inferior to the MELD score (z = 0.417, P[ 0.5)

Conclusion: The M30/M65 ratio may be a potential prognostic

marker for the patients of HBV-related ACLF. The logistic regression

model (LRM) which contains M30/M65 we developed have a high

value to predict the short-term prognosis of patients with HBV-related

ACLF.

PP0658

Clinical value of procalcitonin test in the patients with chronic
hepatitis B liver failure

Chen li Xia1

1Meng Chao Liver and Gall Hospital Affiliated to Fujian Medical

University, Fuzhou

Background: To study the changes of serum procalcitionin (PCT) in

the patients with chronic hepatitis B liver failure, and to investigate

the relationship between PCT and severity and prognosis of liver

failure.

Methods: A retrospective analysis of 60 patients with chronic hep-

atitis B liver failure admitted in Meng Chao Liver and Gall Hospital

Affiliated to Fujian Medical University from October 2012 to

December 2014 was performed. The changes of serum PCT, blood

routine, C-reactive protein, blood culture, blood ammonia, serum

glutamic pyruvic transaminase and international normalized ratio

were observed.

Result: The serum PCT of patients with chronic hepatitis B liver

failure originally increased and different degree. In 42 patitents with

liver failure, serum PCT, international normalized ratio, blood

ammonia of survival cases were significantly decreased compared

with death cases [(1.04 ± 0.26) ng/mL vs (0.54 ± 0.19)) ng/mL; 2.70

± 0.69 vs 2.19 ± 0.39; (81.72 ± 23.08) lmol/L vs (58.31 ± 15.35)

lmol/L] (P\ 0.05).

Conclusion: Chronic hepatitis B liver failure could increase the levels

of serum PCT, Serum PCT may be an sensitivity and effective index

to evaluate liver function, curative effect and prognosis of patients

with liver failure.

PP0659

Prognostic value of keratin 18 for the patients of hepatitis B virus-
related acute-on-chronic liver failure

Qiaorong Gan1, Xin Zhang1, Mingsheng Chen1, Chen Pan1

1Mengchao Hepatobiliary Hospital of Fujian Medical University,

Fuzhou

Background: To analyze the levels of serum keratin 18 for the

patients with hepatitis B virus (HBV)-related acute-on-chronic liver

failure (ACLF) and its association with prognosis.

Methods: From December 2012 to October 2014, 120 patients came

to Fuzhou Infectious Diseases hospital and diagnosed of HBV-ACLF

were enrolled, 20 chronic hepatitis B (CHB) patients and 20 healthy

controls were enrolled with similar gender ratio and age. To detect

their keratin18 (M30, M65), collect the demographic, clinical data,

then analyse the differences among the first 40 patients of HBV-

ACLF, 20 CHB patients, and 20 healthy controls. Following up for 3

months and then divided them into two groups (death groups and

survival groups), to detect their M30 and M65, collect the laboratory

parameters and commanded statistical analysis between the two

groups.
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Result: The LgM30 of the ACLF group, the CHB group and the

healthy controls group are 2.99 ± 0.29, 3.12 ± 0.26, 2.16 ± 0.12 (p\
0.001), the LgM65 in the three groups are 3.41 ± 0.29, 3.38 ± 0.29,

2.01 ± 0.11 (p\ 0.001), and the M30/M65 are 0.39 ± 0.11, 0.55 ±

0.09, 1.45 ± 0.34 (p\0.001). The laboratory parameters white blood

cell (WBC), total bilirubin (TBIL), alanine transarninase (ALT),

aspartate amino transferase (AST) are highest in ACLF group, and

platelet (PLT), albumin (ALB), serum sodium (Na+), prothrombin

activityprothrombin time activity (PTA) are lowest. After following

up for 3 months of 120 patients with HBV-ACLF, 40 of them were

dead (death rate was 33.3%), analyzing the M30/M65 ratio and Model

for End-stage Liver Disease (MELD) score of the 120 patients with

Receiver Operating characteristic Curve (ROC curve), results indi-

cated that the Area Under roc Curve (AUC) of the M30/M65 was

0.871, the AUC of MELD was 0.668 (z = 3.011, P\0.01). The M30/

M65 ratio is significantly negative correlation with the MELD score

(r = –0.389, P\ 0.01).

Conclusion: Keratin 18 (M65 and M30) are strongly associated with

liver disease severity. The M30/M65 ratio may be a potential prog-

nostic marker for the patients of HBV-related ACLF.

PP0660

Nucleoside analogues for acute-on-chronic liver failure associated
with HBV: a 24-month survival analysis

Hai bing Gao1, Ming hua Lin1, Chen Pan1, Sheng long Lin1, Xiang
mei Wang1, Rui Zhou1

1Mengchao Hepatobiliary Hospital of Fujian Medical University,

Fuzhou

Background: To investigate the effect of different nucleoside ana-

logues on the long-term survival rate of acute-on-chronic liver failure

patients infected with HBV.

Methods: Prospective cohort study was employed with acute-on-

chronic liver failure patients infected with HBV being research

objects. They were then divided into basic treatment group and

antiviral treatment group (including lamivudine group, telbivudine

group and entecavir group) according to voluntary choices, and

thereafter observed closely for 24 months. Kaplan Meier-method was

applied for survival analysis.

Result: The result analysis was conducted on 180 patients followed

up. Among them, basic treatment group accounted for 16.7%, lami-

vudine group 36.7%, telbivudine group 21.1% and entecavir group

25.6%. Their baseline clinical characteristics were of no statistical

significance. The comparison of survival rates among all groups based

on 1-month treatment was of no statistical importance (P = 0.215),

but the survival rate of basic treatment group was lower than that of

lamivudine group, telbivudine group, and entecavir group (P\0.05)

according to 2, 3, 6, 12 and 18 month treatment. On the 24-month

treatment, the survival rate of basic treatment group was still lower

than that of lamivudine group, telbivudine group, and entecavir group

(P = 0.018, P = 0.018, P \ 0.001), Although the discrepancy of

survival rates between lamivudine group and telbivudine group was of

no statistical significance, their survival rate were lower than that of

entecavir group (P = 0.045, P = 0.038). Stratified analysis found that

when the baseline was 30\PTA B 40 or MELD B 29 or HBV DNA

C 5log10 IU/ml, the cumulative survival rates of the basic treatment

group and antiviral treatment group were of no statistical significance

even though the patients had accepted the treatment for 1 month.

After being treated for 2, 3, 6, 12, 18 and 24 months, the cumulative

survival rate of basic treatment group was below the antiviral treat-

ment group (P \ 0.05); The cumulative survival rate of basic

treatment group followed up for 1–24 months, with PTA between 20

and 30, was lower than that of the antiviral treatment group (P \
0.05);two groups of patients with PTA B 20 or MELD C 30 were

followed up for 1 months to 24 months and their cumulative survival

rates had no statistical difference (P [ 0.05). Among the patients

whose baseline was HBV DNA\5 log10 IU/mL, the comparison of

survival rates between basic treatment group and antiviral treatment

group was not statistically significant after treatment of 1, 2, 3, 6, 12,

and 18 months but lower than that of antiviral treatment group (P =

0.044) after 24 months.

Conclusion: Nucleoside analogues can improve the long-term sur-

vival rate of acute-on-chronic liver failure patients infected with

HBV, and entecavir is preferred for the long-term treatment of

patients. Patients in early and middle stages of diseases and HBV

DNA positive patients should adopt antiviral treatment.

PP0661

Clinical analysis of pulmonary infection in patients with hepatitis
B virus-related acute on chronic liver failure

Mingsheng Chen1, Qiaorong Gan1, Chen Pan1

1Mengchao Hepatobiliary Hospital of Fujian Medical University,

Fuzhou

Background: To investigate the clinical feature of pulmonary

infection in patients with hepatitis B virus (HBV)-related acute-on-

chronic liver failure (ACLF).

Methods: A total of 666 hospitalized patients with HBV-ACLF were

retrospectively analyzed. Data of demographic and clinical parame-

ters (sex, age, presence of liver cirrhosis and diabetes), common

complications (spontaneous bacterial peritonitis, hepatorenal syn-

drome, hepatic encephalopathy, and upper gastrointestinal

hemorrhage), and baseline biochemical parameters were collected

from the medical records database. Univariate and multiple regression

analyses were performed to determine the risk factors of pulmonary

infection, and analyzed the distribution of the pathogenic bacteria. T

test used for the mean consistent with normal distribution, non

parametric statistics used for the data consistent with no normal

distribution. Mann–Whitney U test used for the data between two

groups. Chi square test and fisher exact probability method used for

comparing the count datas

Result: The incidence of pulmonary infection was 18.76% (125/666),

most were infected with fungi (54.84%). The incidence rate of pul-

monary infection in patients with liver failure over 60 years (41.18%)

was significantly higher than in those under 60 years (16.91%, c2 =

19.136, P\0.01). The incidence of cirrhosis and diabetes in the 125

pulmonary infectious patients were higher than the non pulmonary

infectious patients, the difference between the two groups were sta-

tistically significan (P \ 0.01). Albumin, cholesterol, alpha-

fetoprotein, white blood cell count, hemoglobin, plasma thrombo-

plastin antecedent, international normalized ratio (INR), serum

sodium were significantly different between the two groups (P \
0.05). The incidence of spontaneous bacterial peritonitis, hepatorenal

syndrome, hepatic encephalopathy in the pulmonary infectious

patients were higher than the non pulmonary infectious patients (P\
0.01). Spontaneous bacterial peritonitis, age, albumin, hemoglobin,

serum sodium were important factors in the event of the pulmonary

infection, and the albumin, hemoglobin, serum sodium were protec-

tive factors.

Conclusion: Pulmonary infection significantly affects the prognosis

of the liver failure patients as one of the common and serious com-

plications, prediction of pulmonary infection in the early age is

essential. For the older patients, and the patients with spontaneous

bacterial peritonitis, low albumin, low serum sodium, low
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hemoglobin should be timely prevention and monitoring of pul-

monary infection.

PP0662

Aberrant GSTP1 promoter methylation predicts poor prognosis
of pre-acute-on-chronic hepatitis B liver failure

Chenyang Qiao1, Kai Wang1,2

1Department of Hepatology, Qilu Hospital of Shandong University;
2Institute of Hepatology, Shandong University, Jinan

Background: Aberrant promoter methylation of Glutathione-S-

transferase P1 (GSTP1) gene has been demonstrated to be associated

with loss of gene expression, which increases the levels of elec-

trophilic intermediates and results in cell damage.

Methods: A total of 193 subjects were retrospectively recruited in

this study, including 103 patients with pre-ACHBLF, 80 patients with

CHB, and 30 healthy controls (HCs). GSTP1 methylation level in

peripheral mononuclear cells (PBMC) was detected by methylation-

specific polymerase chain reaction. Clinical and laboratory parame-

ters were obtained.

Result: The methylation frequency of GSTP1 promoter in pre-

ACHBLF patients (21.36%, 22/103) was significantly higher than that

in CHB patients (2.50%, 2/80; v2 = 14.055, P \ 0.01) and HCs

(0.0%, 0/30; v2 = 7.678, P \ 0.01). In pre-ACHBLF group, non-

survivors showed significantly higher GSTP1 methylation levels (P\
0.05) than survivors. GSTP1 methylation level was significantly

correlated with total bilirubin (r = 0.32, P\0.01), prothrombin time

activity (r = -0.25, P\ 0.01) and model for end-stage liver disease

(MELD) score (r = 0.26, P \ 0.01). When used to predict 1- or

2-month occurrence of acute-on-chronic hepatitis B liver failure,

GSTP1 methylation showed significantly better predictive value than

MELD score [area under the receiver operating characteristic curve

(AUC) 0.78 vs. 0.62, P \ 0.01; AUC 0.81 vs. 0.69, P \ 0.05

respectively]. Meanwhile, patients with GSTP1 methylation levels

above the cut-off points showed significantly poorer survival than

those below (P\ 0.05).

Conclusion: Aberrant GSTP1 promoter methylation exists in pre-

acute-on-chronic hepatitis B liver failure and shows high predictive

value for short-term occurrence of acute-on-chronic hepatitis B liver

failure. It might serve as a potential noninvasive marker in the pre-

diction of patients with acute-on-chronic hepatitis B liver failure.

PP0663

Antithrombin III: a convenient and accurate predictor
for the treatment outcomes of acute on chronic liver failure

Li Chen1, Xiao-lou Li1, Qiaorong Gan1, Ming-Sheng Chen1

1Mengchao Hepatobiliary Hospital, Fujian Medical University,

Fuzhou

Background: There are several models that used to guiding the

treatment and predicting the clinical outcomes of acute on chronic

liver failure (ACLF), such as MELD score and CLIF-SOFA score.

However, most of these models need complex calculation. In present

study, we evaluated the predictive value of antithrombin III for the

treatment outcomes of ACLF in a prospective cohort.

Methods: Thirty-four hepatitis B virus related ACLF patients were

enrolled. Biochemistry tests, blood coagulation factors including

antithrombin III and blood routine tests were performed. All patients

received antiviral treatment and some patients received artificial liver

support system therapy. All patients were followed up prospectively.

Result: There were thirty males and four females in the cohort. The

median age was 43.5 (25–78) years old. 41 % (14/34) patients had

cirrhosis. The median follow up period was 30 (3–270) days. Thirteen

patients survived and twenty-one patients died during follow up

period. The median survival time was 80 (11–270) days and 15

(3–126) days for the survival group and death group, respectively.

The total bilirubin, prothrombin time, D-dimer level and MELD

scores of the death group were significantly higher than those of the

survival group {(531 ± 154) lmol/L vs. (382 ± 168) lmol/L, (39.39

± 22.11)s vs.(26.33 ± 5.94)s, (5.42 ± 2.58) ng/L vs. (3.04 ± 2.69)

ng/L, (32.58 ± 9.37) vs.(24.21 ± 4.26), respectively, p\0.05}, and

the antithrombin III level of the death group were significantly lower

than that of the survival group{(12.02 ± 6.60)% vs.(24.77 ± 8.01)%,

p\0.01}. The ALT/AST level, albumin level, renal function, the

counts of white blood cells was not different between two groups (p[
0.05). Logistic regression analysis showed that the antithrombin III

level and age was independent factor related to the outcomes of

ACLF (OR value was 0.631 and 1.26, respectively, p \ 0.05). The

AUROC for predicting the treatment outcome of antithrombin III

(0.892) was greater than that of MELD score (0.821). When the cutoff

value of antithrombin III was 18.85%, the predictive sensitivity and

specificity was 0.769 and 0.905, respectively. The Kaplan–Meier

analysis showed that the estimated mean survival time of the patients

whose antithrombin III level below 18.85% was significantly shorter

than that of patients whose antithrombin III level above 18.85% {30

days, 95% CI (13–47) days vs. 225 days, 95% CI (170–280) days, p\
0.01}.

Conclusion: The antithrombin III level was an independent factor

that related with the treatment outcomes of ACLF. It was more

convenient with higher predictor value than MELD score.

PP0664

An analysis of factors that contribute to the short-term prognosis
of hepatitis B virus associated acute-on-chronic liver failure

Qing Lei1, Zhongji Meng1,2

1Department of Infectious Diseases, Taihe Hospital, Hubei University

of Medicine, Hubei, Shiyan; 2Institute of Biomedical Research, Taihe

Hospital, Hubei University of Medicine, Hubei, Shiyan

Background: Hepatitis B virus (HBV) associated acute-on-chronic

liver failure (ACLF) is a fatal liver disease with unclear mechanisms.

While it is well-known that the occurrence and progression of HBV-

ACLF is associated with many factors. The aim of the present study is

to explore factors that influence the short-term prognosis of HBV-

ACLF.

Methods: Altogether, 138 patients with HBV-ACLF who were

admitted to department of infectious disease of Taihe hospital,

Hubei University of Medicine from Nov. 2014 to Oct. 2016 were

included in this retrospective study. The patients were divided into

two groups based on their short-term outcomes, the group of poor

prognosis (74 patients) and the group of well prognosis (64

patients), respectively. The general information, baseline clinical

parameters and prognosis scores, including CTP scores, MELD

scores, MELD-Na scores, iMELD scores, and ALBI scores, were

analyzed, and the prognostic roles of these factors were investigated.

Receiver operating curve (ROC) was used to evaluate the differ-

entiating capacity of these prognosis scores on the short-term

prognosis of HBV-ACLF.

Result: The average age of patients with poor prognosis was much

elder than that of patients with well prognosis, and more of the latter
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received artificial liver support therapy. Significant higher levels of

WBC, NE, NE/LY, ALT, GGT, TBil, Urea, but lower level of Alb

and Na were found in the patients with poor prognosis than those in

patients with well prognosis (P\0.05). All of those prognosis scores

were much higher in patients with poor prognosis. The under ROC

curve areas of those prognosis scores for differential prognosis of

HBV-ACLF were 0.672, 0.639, 0.656, 0.699 and 0.682, respectively.

Conclusion: High levels of age, WBC, NE, NE/LY, TBil, Urea,

prognosis scores and low levels of serum Na and Alb were important

factors for the short-term prognosis of HBV-ACLF, which may be

improved by early application of artificial liver support therapy.

iMELD-Na scores showed better prognostic value for HBV-ACLF

than others.

PP0665

Increased circulating soluble urokinase plasminogen activator
receptor predicts short-term mortality in patients with hepatitis
B-related acute-on-chronic liver failure

Zuxiong Huang1, Ning Wang1, Baorong Liu1, Yi Cheng1, Shida
Yang1, Chen Pan1

1Mengchao Hepatobiliary Hospital of Fujian Medical University,

Fuzhou

Background: Acute-on-chronic liver failure (ACLF) is a life-

threatening condition with excessive immune activation, severe organ

failure and a high mortality rate. Soluble urokinase plasminogen

activator receptor (suPAR) is the soluble form of the membrane-

bound receptor (uPAR) expressed predominantly on various immune

cells. Elevated plasma suPAR expression have been closely related to

immune activation and increased mortality in systemic inflammation.

However, the expression of suPAR during the dynamic process of

ACLF, is less well defined.

Methods: We performed a prospective study cohort enrolled 60

patients with hepatitis B-related ACLF in Fujian Medical University

Mengchao Hepatobiliary Hospital from January 2012 through

December 2014, and transplant-free survival were followed for 3

months. Another 38 chronic hepatitis B (CHB) patients, 33

immunotolerant carriers (IT) and 33 healthy controls (HC) were

included for comparison at the cross-section study. Serum suPAR

concentrations were measured by an enzyme immunoabsorbent assay.

The clinical relevance between suPAR expression and 3-month

mortality of ACLF patients was investigated. Additionally temporal

dynamic of suPAR levels were evaluated in 50 ACLF patients with

sequential serum and available clinical data during 4 weeks therapy.

Result: In the cross-section study, circulating suPAR levels were

significantly increased in ACLF patients in comparison to CHB, IT

and HC group (p = 0.000). Among 60 ACLF patients, 15 (25.0%)

died during the 3-month follow-up. Non-survivors showed lower

serum albumin, higher INR, MELD score and more complications

compared to those survivors (p \ 0.05). We found serum suPAR

levels were remarkably increased in survivors than non-survivors with

ACLF at the time of enrollment (p = 0.000). Serum suPAR were

closely correlated with inflammatory markers (CRP&PCT), hepatic

coagulation function (INR) and MELD score in ACLF patients.

Longitudinal analysis revealed that serum suPAR gradually increased

within non-survivors during 4 weeks, while descended smoothly

within survivors. The tendency was similar with INR and MELD

score. Serum suPAR were significantly higher in non-survivors than

survivors at all individual timepoints of week 0, 2 and 4 (p = 0.031, p

= 0.009, p = 0.001). Analyses of receiver operating characteristics

curves revealed areas under the curve (AUCs) of baseline suPAR

level was 0.816 for predicting 3-month mortality (p = 0.000), while

MELD score 0.682 (p = 0.036). Using Kaplan–Meier survival plots,

we observed that serum suPAR above the cut-off 16.26 ng/mL indi-

cated adverse prognosis in ACLF patient (p = 0.000).

Conclusion: In our study, we observed circulating suPAR level was

associated with increased 3-month mortality in hepatitis B-related

ACLF patients. Higher initial suPAR level predicted a worse prog-

nosis. Serum suPAR might be a potential novel biomarker for

determining prognosis in patients with ACLF.

PP0666

SOCS1 methylation level is associated with prognosis of acute-on-
chronic hepatitis B liver failure patients receiving glucocorticoid
therapy

Feng Li1, Shuai Gao1, Yu-chen Fan1, Kai Wang1,2

1Qilu Hospital of Shandong University, Jinan; 2Institute of

Hepatology, Shandong University, Jinan

Background: Corticosteroids, which serve as an optional therapy for

acute-on-chronic hepatitis B liver failure (ACHBLF), could greatly

improve its prognosis. The methylation of suppressor of cytokine

signaling (SOCS) 1 has been demonstrated to be associated with the

mortality in ACHBLF. In this study, we aimed to evaluate the rela-

tionship between SOCS1 methylation levels and efficacy of

glucocorticoid (GC) treatment in patients with ACHBLF.

Methods: Eighty patients with ACHBLF, 60 patients with chronic

hepatitis B (CHB), and 30 healthy controls (HCs), were retrospec-

tively enrolled. Among the patients with ACHBLF, 45 cases received

GC treatment, 35 cases received conservative medical (CM) man-

agement. SOCS1 methylation level in peripheral mononuclear cells

(PBMC) was detected by MethyLight.

Result: SOCS1 methylation levels were significantly higher in

patients with ACHBLF than those with chronic hepatitis B (CHB) and

healthy controls (HCs) (P \ 0.01, respectively). In patients with

ACHBLF, nonsurvivors showed significantly higher SOCS1 methy-

lation levels (P \ 0.05) than survivors in both GC and conservative
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medical (CM) groups. Furthermore, SOCS1 methylation-positive

patients showed significantly poorer survival than methylation-nega-

tive group after 1-month (P = 0.014) and 3-month (P = 0.003)

follow-up. Meanwhile, GC treatment resulted in a significant decrease

in 1- and 3-month mortality. In the SOCS1 methylation-positive

group, GC treatment could significantly improve the 1-month survival

(P = 0.020). However, no significant difference could be observed

between the GC group and CM group in the methylation-negative

group (P = 0.190).

Conclusion: This study demonstrated that GC treatment could

decrease the mortality of ACHBLF and SOCS1 methylation level

might serve as prognostic marker for favorable response to gluco-

corticoid treatment.

PP0667

The CLIF Consortium Organ Failure score is superior to MELD
score in predicting the short-term mortality in chronic hepatitis B
patients with acute-on-chronic liver failure

Zheng Jian-ming1, Li Ning1, Huang Chong1, Yu KangKang1

1Department of Infectious Diseases, Huashan Hospital, Fudan

University, Shanghai

Background: Acute-on-chronic liver failure (ACLF) in chronic

hepatitis B (CHB) patients has a high short-term mortality. Identifi-

cation of effective models to predict the short-term mortality may

enable early intervention and improve patients’ prognosis.

Methods: We aim to assess the performance of the CLIF Consortium

Organ Failure score (CLIF-COFs), CLIF sequential organ failure

assessment score (CLIF-SOFAs), CLIF Consortium ACLF score

(CLIF-C ACLFs), ACLF grade, and model for end-stage liver disease

score (MELDs) in predicting the short-term mortality in CHB patients

with ACLF.

Result: One hundred and fifty-five consecutive adult liver failure

patients were screened and eighty-five patients including 73 males

and 12 females were enrolled. Overall, the 28-day transplant-free

mortality was 32% in all patients, and 100% in those with severe early

course (ACLF-3). The area under the receiver operating characteristic

curve (AUROC) of CLIF-C OFs (AUROC: 0.906, P = 0.0306,

compared with MELDs) was higher than those of CLIF-SOFAs

(AUROC: 0.876), CLIF-C ACLFs (AUROC: 0.858), ACLF grade

(AUROC: 0.857), and MELDs (AUROC: 0.838) for predicting short-

term mortality. The cut-point for baseline CLIF-C OFs in predicting

death was 8.5, with 67% sensitivity, 90% specificity and AUROC of

0.906 (95% CI 0.8450–0.9679).

Conclusion: The results indicate that short-term mortality is high in

patients with ACLF and CLIF Consortium Organ Failure score is

superior to other prognostic scores in predicting its short-term

mortality.

PP0668

Influence of probiotics on intestinal flora, plasma endotoxin,
and cytokines in patients with acute on chronic liver failure
related HBV infection

Hongyu Jia1, Linyan Zeng1, Siying Li1, Menglin Hu1, Huan Cai2

11st Affiliated Hospital of Zhejiang University, Hangzhou; 2The First

Affiliated Hospital of Nanchang Medical University, Nanchang

Background: To observe the influence of probiotics on the intestinal

flora, plasma endotoxin, and cytokines in the patients with acute on

chronic liver failure related HBV infection so as to put forward

effective treatment programs.

Methods: A total of 60 patients with acute on chronic liver failure

related HBV infection who were treated from Jan 2015 to Dec 2015

were enrolled in the study and randomly divided into the observation

group and the control group, with 30 cases in each; the control group

received the conventional therapy, while the observation group was

given the additional oral administration of bifid triple viable capsules

based on the treatment of the control group; the distribution of

intestinal flora, the plasma endotoxin level, and the levels of inter-

leukin-1 (IL-1), interleukin-6 (IL-6), and tumor necrosis factora
(TNF-a) were determined and compared between the two groups.

Result: Enterococci, Bifidobacteria, and Lactobacilli counts of the

observation group were significantly increased after the treatment (P

\0.05), while the yeast-like fungi counts were significently reduced

after the treatment (P\ 0.05), there was significant difference in the

counts of the intestinal flora between the two groups after the treat-

ment (P\0.05). The levels of the plasma endotoxin and the cytokines

of the observation group declined significantly after the treatment (P

\0.05), and there was significant difference in the level of the plasma

endotoxin or the cytokines between the two groups after the treatment

(P\ 0.05).

Conclusion: The oral administration of probiotics can remarkably

improve the distribution of the intestinal flora in the patients with

acute on chronic liver failure related HBV infection, reduce the levels

of the plasma endotoxin and cytokines, facilitate the recovery, and

improve the prognosis of the patients.

PP0669

CLIF-SOFA criteria predicts outcome in acute on chronic liver
failure (ACLF) better than APASL and Chinese criteria

Shabir Mohammed Kannammury Rashid1,2, Varghese Thomas2

1Departments of Gastroenterology, Calicut, India; 2Calicut Medical

College, Kerala, India

Background: Defining ACLF is not only a matter of nosology, but

also of importance as it would allow early identification of patients at

high risk for end-organ failure related death. A universally accepted

definition of ACLF is lacking. Various features of this syndrome such

as prevalence, frequency of precipitating factors, natural history and

pathogenic mechanisms vary according to the criteria used.

Objectives: To compare three different criteria for ACLF (APASL/

Chinese/CLIF-SOFA) in acutely decompensated chronic liver disease

on the basis of short term mortality and organ failure.

Methods: Consecutive patients of cirrhosis with acute decompensa-

tion were prospectively evaluated and grouped into ACLF and no

ACLF as per the three criteria. The etiology of chronic liver disease

and that of acute precipitant were ascertained. Evaluation of clinical

severity and organ failure were assessed using CTP score, MELD-Na,

APACHE II, Chinese staging criteria for ACLF and CLIF-SOFA

score. Grading of ACLF was done as per the criteria followed in

CANONIC study. Patients were followed up for 1 month. Mortality at

28 days was compared between no ACLF and ACLF groups. Prog-

nostic scores were evaluated for the ability to predict mortality.

Result: Of the 112 patients with acute decompensation, 35 (31%), 13

(12%) and 9 (8%) had ACLF as per CLIF-SOFA, Chinese and

APASL criteria respectively. The common causes of cirrhosis were:

alcohol (57%), NAFLD (21.4%), cryptogenic (11.6%), hepatitis B

(9.8%), hepatitis C (2.8%) and others (3.07%). The 28 day mortality

in patients with no ACLF and in those with ACLF was 2.6 and 58.8%
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(p\0.001) as per CLIF-SOFA, 18.2 and 30.8% as per Chinese (p =

0.232) and 18.4 and 33.3% as per APASL criteria (p = 0.282). The 28

days mortality in patients with no ACLF, ACLF grade 1, ACLF grade

2 and ACLF grade 3 as per CLIF-SOFA criteria was 2.6, 20, 46.2 and

81.3% (p\ 0.001) respectively. AUROC for 28 days mortality were

0.943, 0.882 and 0.809 for CLIF-SOFA, APACHE II and MELD-Na

scores respectively. On multivariate analysis, CLIF-SOFA and

APACHE II score were found to be independent predictors of mor-

tality (p = 0.003 and p = 0.013 respectively).

Conclusion: In our study CLIF-SOFA criteria is found to be better

than APASL and Chinese criteria to predict the short term mortality in

ACLF. The spectrum of ACLF seen in this study was similar to that in

the West. The APASL definition does not consider non-hepatic organ

involvement or non-hepatic insults in the definition of ACLF and hence

fails to identify many patients at high risk of mortality. Thus, we rec-

ommend the use of the CLIF-SOFA criteria which considers multiple

organ failure rather than the liver-specific APASL criteria for definition

of ACLF and prognostication even in Asian patients with ACLF.

Graph showing mortality according to grade of ACLF (as per CLIF

SOFA Criteria)

ROC Curve for the three prognostic scores (MELD-Na, CLIF-SOFA,

APACHE II)

PP0670

Serum cystatin C and NGAL measurement for early diagnosis
of acute kidney injury in patients with acute-on-chronic liver
failure

Zang Hong1, Hongling Liu1, Guoming Xie1, Yan Hu1, Dongze Li1,
Zhenwen Liu1, Shaojie Xin1, Shaoli You1, Zhihong Wan1

1Beijing 302 Hospital, Beijing

Background: Acute kidney injury (AKI) is a severe and life-threat-

ening complication of adbanceed cirrhosis and acute-on-chronic liver

failure (ACLF). The study investigated serum cystatin C, neutrophil

gelatinase-associated lipocalin (NGAL)and MMP-9/NGAL-1 mea-

surements for early diagnosis of AKI in patients with ACLF.

Methods: The study included 102 patients with hepatitis B virus

related ACLF and 31 patients with chronic hepatitis B (CHB) were as

controls. Biomarkers including serum cystatin C, NGAL and MMP-9/

NGAL-1 were measured twice in the patients with ACLF at admis-

sion and at the time progressed to AKI and once in the controls. AKI

was defined according to the criteria revised consensus recommen-

dations of the International Club of Ascites.

Result: The patient group comprised 88 males (86.3%) and 14

females (13.7%). In patients with ACLF, serum cystatin C levels was

higher than that of the CHB control (30.98 ± 9.64 VS. 26.45 ± 8.49

ng/ml, p = 0.000), whereas MMP-9/NGAL-1 and NGAL levels were

lower in patients with ACLF than that of CHB controls (2.72 ± 3.89

VS. 5.37 ± 4.42 ng/ml, p = 0.003; 28.90 ± 7.82 VS. 38.70 ± 4.57 ng/

ml, p = 0.000; respectively). 33 patients (32.4%) progressed to AKI

during hospitalization period. In AKI group of the patients serum

cystatin C levels was higher than that of non-AKI group of the patents

(36.83 ± 10.13 VS. 28.18 ± 8.07 ng/ml, t = 4.655, p = 0.000). MMP-

9/NGAL-1 and NGAL levels were not different in patients with and

without AKI (3.26 ± 3.45 ng/ml VS.2.50 ± 4.11, t = 0.905, p =

0.368; 28.83 ± 7.65 ng/ml VS. 28.93 ± 7.95, t = 0.061, p = 0.952).

Serum cystatin C in patients with mild AKI (S.creatinine\1.5 mg/dl)

and AKI S.creatinine [ 1.5 mg/dl were 33.59 ± 9.19 and 43.32 ±

9.02 ng/ml respectively. That was higher than that of non-AKI

patients (28.18 ± 8.07 ng/ml), p = 0.010, 0.000, respectively

Conclusion: Serum cystatin C measurement may contribute to more

earlier diagnosis of AKI even in patients with S.creatinine\1.5 mg/

dl. NGAL and MMP-9/NGAL-1 may be the biomarker of progress for

ACLF.

PP0671

The clinical trial of Entecavir dispersible tablets treatment
for patients with chronic severe hepatitis B

Weie Huang1, Changjing Zhou1, Xiaoshu Yu1, Pingxuan Lu1

1Baise People’s Hospital, Baise

Background: To investigate the efficacy of Entecavir dispersible

tablets for HBV-DNA negative change rate, improvement of liver

function and mortality in patients with chronic severe hepatitis B.

Methods: 76 cases of chronic severe hepatitis B patients treated with

Entecavir dispersible tablets and 73 cases without Entecavir Dis-

persible Tablets treatment were retrospectively analyzed.

Result: HBV DNA negative change rate was 75% after Entecavir

Dispersible Tablets treatment for 30 days. Compared with the control

group, there is a significant improvement in TBIL, ALB, ALT, AST

and PTA in the Entecavir Dispersible Tablets treatment group. The

mortality rate was significantly lower in the treatment group.

Conclusion: Entecavir Dispersible Tablets could improve the HBV

DNA negative change rate, thus improved the liver function and

decreased the mortality rate.

PP0672

The clinical value of PCT in the detection of secondary infection
of liver failure

Yaqin Qin1, Zhenwei Wei1, Fen Li1
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1The Guangxi Zhuang Autonomous Region AIDS Clinical Treatment

Center (Nanning), Nanning Fourth People’s Hospital, Nanning

Background: To investigate the clinical value of the detection of

PCT in patients with chronic (chronic and acute) liver failure sec-

ondary infection.

Methods: 52 cases of chronic (acute on chronic liver failure sec-

ondary to infection) were selected as A group, 31 cases without

secondary infection were selected as B group, 42 cases of chronic

hepatitis B patients as C group, 31 cases of healthy persons were

divided into D group, serum PCT.

Result: The positive rate of A group PCT 100%, the average is 2.65

± 0.86 ng/mL, and group B (8.8%, 0.27 ± 0.24 ng/mL) with sig-

nificant difference (P \ 0.01), the positive rate of A group is

significantly higher than the positive rate in C group (0) and the

positive rate of D group (0) (P\0.01). Before and after treatment, the

PCT of A1 group was 2.11 ± 0.56, 0.75 ± 0.17 ng/mL, respectively.

There was significant difference between the two groups (P\ 0.05).

Conclusion: Serum PCT is a good indicator for the diagnosis of

secondary infection of liver failure, and has great value in the diag-

nosis, prognosis, guiding the antimicrobial therapy and so on.

PP0673

Lamivudine improve short-term outcome in hepatitis B virus-
related acute-on-chronic liver failure patients with high model
for end-stage liver disease score

Xiaoshu Li1, Fangyuan Gao1, Huimin Liu1, Henghui Zhang2, Yao
Liu1, Xieqiong Ye1, Mingfan Geng1, Le Sun1, Rui Wang1, Yuxin
Li1, Yuyong Jiang1, Xiaojing Wang1, Guiqin Zhou1, Zhiyun
Yang1, Ang Li1, Hui Zeng3, Xianbo Wang1

1Center of Integrative Medicine, Beijing Ditan Hospital, Capital

Medical University, Beijing; 2Peking University People’s Hospital,

Peking University Hepatology Institute, Beijing; 3Institute of

Infectious Diseases, Beijing Ditan Hospital, Capital Medical

University, Beijing

Background: Hepatitis B virus-related acute-on-chronic liver failure

has significant morbidity and mortality. There is no standard approach

for managing hepatitis B virus-related acute-on-chronic liver failure

with nucleos(t)ide analogs. The data about the effects of antiviral

therapy on clinical outcome of hepatitis B virus-related acute-on-

chronic liver failure are still inexact and limited. Our objective was to

compare the short-term mortality between entecavir and lamivudine

in patients with hepatitis B virus-related acute-on-chronic liver

failure.

Methods: Of 2326 hospitalized patients with chronic hepatitis B from

December 2002 to January 2015 in Beijing Ditan Hospital, Capital

Medical University, China, we recruited 311 inpatients with hepatitis

B virus-related acute-on-chronic liver failure. The patients with acute-

on-chronic liver failure were treated with entecavir or lamivudine.

The primary endpoint was mortality rate at week 8. Virological and

biochemical responses were also studied.

Result: By week 8, 53 (37.06%) patients in the entecavir group and

57 (33.93%) in the lamivudine group died, and the two groups had

similar mortality (p = 0.414). Multivariate analysis showed that age,

total bilirubin, international normalized ratio and model for end-stage

liver disease score were independent factors for mortality at week 8.

The best cut-off value of model for end-stage liver disease score was

24.5 for 8-week mortality. Twenty-nine of the 170 (17.06%) patients

with model for end-stage liver disease score \24.5 died at week 8,

and the entecavir and lamivudine groups had similar mortality (p =

0.743). Eighty-one of the 141 (57.45%) patients with model for end-

stage liver disease score C24.5 died at week 8, and the lamivudine

group had lower mortality than the entecavir group (p = 0.018 at

week 4; p = 0.039 at week 8). Both groups had similar virological and

biochemical responses at 4 weeks.

Conclusion: Lamivudine significantly reduces 8-week mortality rate

in patients with hepatitis B virus-related acute-on-chronic liver failure

who had model for end-stage liver disease score C24.5.

Survival curves at week 8 in patients with Hepatitis B virus-related

acute-on-chronic liver failure and model for end-stage liver disease

score more than 24.5 on entecavir and lamivudine treatments.

PP0674

Drug induced HBV reactivation leading to fulminant hepatic
failure: a case report on acute on chronic liver failure

Gian Carlo a Carpio1, Maria Francesca Quiambao1, Jose d.
Sollano1

1University of Santo Tomas Hospital, Manila, Philippines

Background: Chronic hepatitis B ranges from asymptomatic carriers,

to reactivation and fulminant hepatic failure. Several factors have

been proven to predispose to disease progression, one of which is

significant exposure to immunosuppressive therapy such as corticos-

teroids and azathioprine. This report aims to discuss the course of

hepatitis B infection, and its reactivation in a patient given

immunosuppressive agents.

Methods: This is a descriptive clinical case report.

Result: The patient is a 54 year-old female initially presenting with

jaundice. 3 months prior, patient was diagnosed with IgA nephropathy

and was started on steroids and azathioprine. 2 weeks into treatment

she developed jaundice, with elevated liver enzymes (AST 244 U/L

ALT 190 U/L). She was admitted for further work-up. During the

course, the patient remained jaundiced, with occasional abdominal

pain, generalized weakness and anorexia. Laboratories showed

increasing levels of bilirubin and liver enzymes (SGOT 1593 U/L

SGPT 1518 U/L) with worsening coagulopathy (INR 1.9 to up to 9).

Workup included HBV DNA with a value of 170,000,000. She was

started on entecavir 0.5 mg/tab 1 tab OD. Due to development of

progressive alteration in sensorium, with episodes of hemodynamic

instability, tenofovir and encephalopathy regimen were started.

However, on the 6th hospital day, despite adequate hydration, vaso-

pressor support and initiation of broad spectrum antibiotics, the

patient developed bleeding, hypotension and unresponsiveness lead-

ing to her demise.

Conclusion: Hepatitis B reactivation is a life-threatening and detri-

mental consequence of steroid and immunosuppressive exposure in
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HBV infected individuals. Screening, Prompt recognition, diagnosis

and pre-treatment prophylaxis are vital in preventing fulminant hep-

atic failure in patients with HBV.

PP0675

Clinical characteristics, laboratory findings and outcomes
in acute on chronic liver failure: a prospective study

Gian Carlo a Carpio1, Jose d. Sollano1

1Section of Gastroenterology, University of Santo Tomas Hospital,

Manila, Philippines

Background: Acute on chronic liver failure (ACLF) is defined as

acute hepatic insult manifesting as jaundice and coagulopathy, com-

plicated within 4 weeks by ascites and/or encephalopathy in patients

with previously diagnosed or undiagnosed chronic liver disease. The

growing interest in ACLF is seen by the fact that more than 200

papers have been published and yet there is a paucity of data in the

Philippines. This study aims to determine the clinical profile, etiology,

laboratory findings and outcomes of patients with ACLF in the

Philippines.

Methods: This is a prospective study of all admitted adult patients

diagnosed with ACLF from the APASL definition in the UST

Hospital from June 2015 up to May 2016.

Result: Among ACLF patients, the mean age was 57.6 years old with

54.5% of them male. Majority (54.5%) had infection as the acute

event mostly from pneumonia. The rest were due to drug induced

insult or variceal bleeding. Most (63.5%) had HBV cirrhosis prior to

admission. Besides jaundice and coagulopathy, all patients presented

with ascites, mostly moderate, and encephalopathy with 45.5% ini-

tially having Grade 2 encephalopathy. Mean HR, RR, GCS, WBC,

Total bilirubin and INR were 106, 26, and 10, 13.3, 8.4 and 2.7

respectively. Mean Child Pugh Score and MELD were 12 and 23.

Mortality rate was 81.8% with mean number of hospital days at 6

days.

Conclusion: Acute on Chronic-Liver Failure is a life threatening

condition with a rapid course and very high mortality. Emphasis must

therefore be placed in early detection, close monitoring and increased

vigilance in these patients.

PP0676

The low expression of CXCR1/2 on neutrophil predict poor
survival in patients with hepatitis B virus related acute-on-
chronic liver failure

Ruo nan Xu1, Hui Huang Huang1, Tao Yang1, Fu-sheng Wang1

1Beijing 302 Military Hospital, Beijing

Background: Neutrophils (polymorphonuclear neutrophils; PMN)

and proinflammatory cytokines have been implicated in the patho-

genesis of patients with acute-on-chronic liver failure. However, the

utility of CXC chemokine receptors, CXCR1 and CXCR2 expressed

on PMN as biomarkers for the management of disease severity are

still uncertain.

Methods: In this study we investigated the dynamic expression of

CXCR1 and CXCR2 on neutrophils.

Result: We found that patients with hepatitis B virus related acute-

on-chronic liver failure displayed low expression of CXCR1 and

CXCR2 on neutrophils in peripheral compared to healthy and chronic

hepatitis B subjects, and this expression pattern was correlated with

disease severity. Additionally, increased production of IL-8 in

peripheral blood was significantly associated with reduced CXCR1

and CXCR2 expression, which was identified by the fact that ACLF

patient’s plasma could induce decreased CXCR1 and CXCR2

expression on neutrophils, and this effect could be overcomed by

Anti-IL-8 antibody blocking. In liver, with the increase of IL-8 pro-

duction neutrophils infiltration was coordinatedly increased, which

was associated with liver inflammation.

Conclusion: Overall, ultra-production of IL-8 accounted for the liver

infiltration of neutrophils and CXCR1/2 decrease in the peripheral,

and CXCR1 and CXCR2 expression levels might be served as early

markers to predict the severity of ACLF.

PP0677

Validation of prognostic scores to predict short-term mortality
in patients with acute-on-chronic liver failure: Korean acute-on-
chronic liver failure (KACLiF) study

Do Seon Song1, Tae Yeob Kim2, Hee Yeon Kim3, Dong Hyun
Sinn4, Eileen L. Yoon5, Chang Wook Kim3, Young Kul Jung6,
Dong Joon Kim7

1St. Vincents Hospital, The Catholic University of Korea, Seoul,

Korea; 2Institute of Medical Science, Hanyang University, Seoul,

Korea; 3Uijeongbu St. Mary’s Hospital, Seoul, Korea; 4Samsung

Medical Center, Seoul, Korea; 5Inje University Sanggye Paik

Hospital, Seoul, Korea; 6Korea University Ansan Hospital, Seoul,

Korea; 7Hallym University College of Medicine, Seoul, Korea

Background: This study aimed to validate the Chronic Liver Failure-

Sequential Organ Failure Assessment score (CLIF-SOFAs), CLIF

consortium organ failure score (CLIF-C OFs), CLIF-C acute-on-

chronic liver failure score (CLIF-C ACLFs), CLIF-C acute decom-

pensation score (CLIF-C ADs) in Korean ACLF patients and compare

the prognostic accuracy of prognostic scoring systems.

Methods: ACLF was defined by either Asian Pacific Association for

the Study of the Liver [APASL] ACLF Research Consortium

(AARC) or CLIF-C criteria. The diagnostic performances of prog-

nostic scores for short-term mortality were compared by area under

the receiver operating characteristics (AUROC) curve.

Result: Among total 252 ACLF patients, 197 patients were diagnosed

according to CLIF-C definition and 95 patients according to AARC

definition. As the ACLF grades by CLIF-C definition increase, the

cumulative survival rates were significantly lower. The AUROCs of

CLIF-SOFAs, CLIF-C OFs and CLIF-C ACLFs were significantly

higher than that of Model for End-stage Liver Disease (MELD),

MELD-Na, and Child–Pugh scores in ACLF patients according to

CLIF-C definition (all Ps\ 0.05), but there were no significant dif-

ferences in ACLF patients according to AARC definition. In the

ACLF patients according to CLIF-C definition, CLIF-SOFAs, CLIF-

C OFs and CLIF-C ACLFs had higher specificity at fixed sensitivity

than liver specific scores, but not in the ACLF patients according to

AARC definition. Hosmer-Lemeshow tests for 28- and 90-day mor-

tality of CLIF-SOFAs, CLIF-C OFs, and CLIF-C ACLFs did not

show a significant lack of fit in ACLF patients (all Ps[ 0.05).

Conclusion: CLIF-SOFAs, CLIF-C OFs, and CLIF-C ACLFs are

useful scoring system to provide accurate information on prognosis in

the patients with ACLF according to CLIF-C definition, but not

AARC definition.
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PP0678

Characterization of novel biomarkers in HBV-related acute-on-
chronic liver failure and their predictive value for mortality

Jun Li1, Jiaojiao Xin1, Wenchao Ding1, Shaorui Hao1, Xin Chen2,
Jianing Zhang2, Longyan Jiang1, Qian Zhou1, Dongyan Shi1,
Liyuan Zhang1, Xiaowei Xu1, Hongcui Cao1, Lanjuan Li1

1State Key Laboratory for Diagnosis and Treatment of Infectious

Diseases, Collaborative Innovation Center for Diagnosis and

Treatment of Infectious Diseases, The First Affiliated Hospital,

Zhejiang University School of Medicine, Hangzhou; 2Institute of

Biochemistry, College of Pharmaceutical Sciences, Zhejiang

University, Hangzhou

Background: Hepatitis B-related acute-on-chronic liver failure

(HBV-ACLF) has a high mortality rate in the Asia-Pacific region, and

the mechanisms of its development and progression remain unclear.

Searching for new biomarkers to diagnose and predict the severity

and mortality of HBV-ACLF is critical for identifying patients who

require early treatment.

Methods: We collected serum samples from 445 patients with HBV-

ACLF, 121 patients with chronic hepatitis B (CHB) and 25 normal

controls. Novel serological biomarkers of HBV-ACLF were screened

by cytokine antibody array in 15 subjects (n = 5 per group). Sig-

nificant biomarkers were then confirmed by enzyme-linked

immunosorbent assay (ELISA) in remaining 440 subjects in the

experimental group and 136 HBV-ACLF patients as an external

validation group.

Result: The initial screen of an antibody array showed that 15

cytokines were significantly differentially expressed in patients with

HBV-ACLF and CHB. Six of these cytokines, including hepatocyte

growth factor (HGF), macrophage inflammatory protein 3a (MIP-3a),

carcinoembryonic antigen-related cell adhesion molecule 1 (CEA-

CAM1), growth differentiation factor 15 (GDF15), E-selectin and

osteopontin, were significantly increased in HBV-ACLF subjects

compared to CHB subjects. These results were confirmed by ELISA

in 304 HBV-ACLF patients, 40 CHB patients and 20 normal adults.

Moreover, high HGF and GDF15 expression levels could distinguish

the HBV-ACLF and CHB patients, and 116 CHB patients could be

accurately distinguished from 304 HBV-ACLF patients. The MIP-3a
level was closely related to the mortality of HBV-ACLF patients, as

confirmed using the external validation group. Immunohistochemistry

showed that HGF, GDF15 and MIP-3a were positive in HBV-ACLF-

derived liver tissues and negative in CHB-derived and normal liver

tissues.

Conclusion: CHB-ACLF has specific clinicopathological character-

istics compared to ACLF based on alcoholic liver disease or chronic

hepatitis C. Irrespective of cirrhosis, CHB-ACLF with single liver

failure and INR C 1.5 has higher short-term mortality and should be

intensively managed. Our new developed criteria and score bridged

the gap of CANONIC’s in CHB-ACLF diagnosis and prognosis.

PP0679

A model to estimate survival in hepatitis B virus related acute-on-
chronic liver failure patients based on dynamic change
of objective parameters

Zhou Rui1,

1Department of Infectious Diseases and Liver Diseases, Infectious

Disease Hospital, Mengchao Hepatobiliary Hospital, Fujian Medical

University, Fuzhou

Background: HBV-related acute-on-chronic liver failure is a major

health problem with high mortality. We aimed to developed a survival

model for HBV-related acute-on-chronic liver failure patients based

on dynamic change of objective parameters.

Methods: This analysis is based on 607 patients (derivation cohort)

and 107 patients (validation cohort) with HBV-related ACLF were

hospitalized more than 7 days at the department of liver diseases of

Mengchao Hepatobiliary Hospital of Fujian Medical University dur-

ing January 2004 to December 2010. Multivariable proportional

hazards models and corresponding risk score were created based on

demographic characteristics and dynamic change of objective

parameters. The validation of the new model were compared against

existing model of Model for End stage Liver Disease (MELD).

Result: The median follow-up time was 334 days, and the longest

follow-up time was 2558 days. The survival model incorporated age,

serum albumin (ALB), serum total bilirubin (TBIL), serum natriumna

(Na+), international normalized ratio (INR), serum alpha-fetoprotein

(AFP), D serum creatinine (Cr), D INR, D platelet (PLT). The area

under curve (AUC) for the new model (0.791) was superior to that for

MELD (0.579), the optimal cutoff of the new model was -4.98, the

sensitivity was 80.6%, the specificity was 72.4%.

Conclusion: A new model to predict survival of HBV-related ACLF

patients based on dynamic change of objective parameters was valid

and superior to the MELD.

COX regression analysis of the influencing factors of prognosis in

acute-on-chronic hepatitis B liver failure patients

ROC curve
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PP0680

Acute-on-chronic liver failure caused by HBV with aplastic
anemia and disseminated intravascular coagulation: a case report

Xuhua Jiang1, Dandan Zhang1, Xinyan Li1, Yuxian Huang1,
Liang Chen1

1Shanghai Public Health Clinical Center, Fudan University, Shanghai

Background: Hepatitis-associated aplastic anemia (HAAA) is rare

and liver failure with aplastic anemia and disseminated intravascular

coagulation is not reported.

Methods: A 33-year-old Chinese male with nearly 30 years’ history

of HBsAg positive was transferred to our hospital on 19, July, 2016

with jaundice, inappetence, dizziness, and fatigue. He had no history

of cigarette, alcohol, or drug use and got married 1 month before

admission. On admission, the laboratory tests revealed the following:

Complete blood count: leucocyte 3.47 (3.50–9.50 9 109/L), hemo-

globin 138 (115.00–150.00 g/L), platelet 63 (125–350 9 109/L). Liver

function: alanine aminotransferase 540 (7.0–40.0 U/L), aspartate

aminotransferase 411 (13.0–35.0 U/L), albumin 37.2 (44.0–55.0 g/L),

total bilirubin 253.9 (\17.1 lmol/L), and direct bilirubin 189.1

(B5.1lmol/L). Blood coagulation and fibrinolysis test: INR 1.78,

prothrombin time 20.9 (11.0–13.70 s), fibrinogen 1.28 (2.00–4.00 g/

L), and D-Dimer 1.42 (0.00–0.50 lg/ml). HBV-DNA was 7.61 9 104

(\500 IU/ml). HAV, HCV, HDV, HEV, HIV, CMV, EBV antigen

tests were negative. After admission, he was diagnosed as acute-on-

chronic liver failure caused by HBV and treated with Entecavir (oral),

UDCA (oral), SAMe (iv), human albumin (iv), plasma (iv), and

prothrombin complex (iv). However, his condition deteriorated with

pancytopenia, low fever, elevation of serum bilirubin, and prolonged

PT in the first 2 weeks after admission. The lowest record of Hb,

granulocyte count, PLT were 53g/L, 0.47 9 109/L, and 22 9 109/L.

The highest record of serum total bilirubin and PT were 419.8 lmol/L

and 41.4 s. Meanwhile, fibrinogen declined to \0.6 g/L and fibrin

degradation products (FDPs) and D-Dimer elevated to 91.54 and[20

lg/ml. On the last day of second week, the patient vomited with blood

and suffered with recurrent high fever.

Result: Marrow aspiration and reticulocyte count were performed.

Few hematopoietic cells were seen and reticulocyte count was 0.1%

(normal range: 0.5–1.5%) of total blood cells. The patient was diag-

nosed as acute aplastic anemia and disseminated intravascular

coagulation. Erythropoietin, thrombopoietin, and granulocyte colony-

stimulating factor were hypodermic injected and concentrated red

blood cells and apheresis platelets were transfused. Meropenem and

caspofungin were given for control of infection. Since the third week,

the temperature declined to the normal range. One month after

admission, the patient achieved undetectable HBV-DNA, and

recovery of WBC, Hb, and PLT from 1.30 9 109/L to 3.63 9 109/L,

from 53 to 95 g/L, and from 22 9 109/L to 36 9 109/L, respectively.

Serum total bilirubin declined to 206 lmol/L and prothrombin time

shortened to 24.3 s on the 41th day.

Conclusion: Liver failure with aplastic anemia and disseminated

intravascular coagulation has not been reported and this case showed

early diagnose and positive intervention might improve the prognosis.

PP0681

The serum cortisol levels is associated with severity of liver
disease in liver failure patients

Jie fang Rong1, Zheng rong Jiong1, Deng ze Run1, Lin dong Ling1,
Tang Li1, Zhang yue Xin1, Lu xiao Bo1

1The First Affiliated Hospital of Xinjiang Medical University, Ürümqi

Background: To determine the levels of cortisol in peripheral blood

of patients with liver failure, and to determine the correlation between

cortisol levels and the prognosis of patients with liver failure.

Methods: This study was carried out in Hepatology Department of

The First Affiliated Hospital of Xinjiang Medical University, from

February 2016 to October 2016. 30 patients diagnosed with Liver

Failure. 10 normal healthy people were enrolled in this study. Serum

cortisol concentration at 10:00 a.m., 6:00 p.m. and 2:00 a.m. were

assessed. Furthermore, liver function, coagulation function and other

related laboratory indexes were also determined.

Result: The level of cortisol at 2 a.m. in patients with liver failure

were significantly higher than that of healthy control group (P \
0.05), which has inversely correlation with PTA (P\ 0.05). No sig-

nificant correlation were found between Serum cortisol levels at 2

a.m. and bilirubin of patients with liver failure (P[0.05). There were

no significant differences Serum cortisol levels at 10 a.m. and 6 p.m.

between patients with liver failure and healthy control group (P [
0.05). No significant correlation were found between Serum cortisol

levels at 10 a.m. and 6 p.m. and bilirubin, PTA of patients with liver

failure (P[ 0.05).

Conclusion: Cortisol levels at 2 a.m. increased in patients with liver

failure, which may be related to severity of liver disease and play a

role in the the prognosis of patients with liver failure.

PP0682

A retrospective study of liver histological abnormalities
in patients with liver failure

Min Wu1, Jiali Yu2, Baoling Wu1, Wei Zhang1, Yanyan Li1, Long
Xu1

1The Ninth Hospital of Nanchang, Department of Liver Disease,

Nanchang; 2Armed Police Hospital of Jiangxi Province, Department

of Infectious Disease, Nanchang

Background: To study liver histology changes in patients with

convalescent liver failure.

Methods: A total of 29 patients with liver failure in the Ninth

Hospital of Nanchang were retrospectively analyzed from December

2011 to July 2015.These liver failure patients included 19 cases of

acute-on-chronic liver failure (ACLF), 2 cases of subacute liver

failure (SALF) and 8 cases of pre-acute-on-chronic live failure (Pre-

ACLF). This group of patients, 24 males and 5 females, aged 22–51

years, mean 35.56 ± 7.34 years old. Liver tissues were obtained after

liver biopsy when ALT was reduced to 19–128 U/L with an average

of 50.46 ± 27.54 U/L and TBIL was decreased to 18.2–78.5 lmol/L

with an average of 48.79 ± 12.83 lmol/L. Testing the inflammation

grade of liver tissue (G) and stage of fibrosis (S) by liver tissue HE,

Masson, reticular fiber staining. Liver tissue HBV-DNA was detected

by real-time quantitative PCR.

Result: 1. There were 4 cases of G2 (21%), 5 cases of G3 (26.3%), 10

cases of G4 (52.6%), 2 cases of S2 (10.5%), 3 cases of S3 (15.8%), 8

cases of S4 (42.1%) and 6 cases of liver Cirrhosis (31.6%) in patients
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with ACLF. The average load of HBV DNA in the those liver tissue

was 3.73 ± 0.96 lg copies. 2. In patients with SALF, There was 1

cases of infection of HBV with G4S4 and the load of liver tissue HBV

DNA was 1.57E+04 copies. The pathological changes of hepatic

tissue in patients with HEV infection was acute lobular hepatitis

changes. 3. There were 3 cases of G2 (37.5%), 1 cases of G3 (12.5%),

4 cases of G4 (50%), 2 cases of S2 (25%), 3 cases of S3 (37.5%), 2

cases of S4 (25%) and 1 cases of liver Cirrhosis (12.5%) in patients

with Pre-ACLF. The average load of HBV DNA in the those liver

tissue was 3.72 ± 1.01 lg copies. 4. There was no statistically sig-

nificant between ACLF and pre-ACLF in inflammation active grade

(p = 0.478). 5. There was no statistically significant between ACLF

and pre-ACLF in fibrosis stage (p = 0.096). 6. There was no statis-

tically significantbetween ACLF and pre-ACLF in liver tissue HBV-

DNA (p = 0.967).

Conclusion: G3-4/S3-4 was the main liver histology changes of liver

tissue in the surviving patients with ACLF. Significant post-necrotic

fibrosis were also exist in this group, and liver inflammation and

fibrosis exist at the same time. The inflammation grade and stage of

fibrosis of liver tissue between patients with ACLF and Pre-ACLF

were similar.

PP0683

Clinical observation of predictive model for the efficacy
of glucocorticoids in treating acute-on-chronic pre-liver failure
with hepatitis B

Qiu lian Li1

1Hepatobiliary Disease Hospital of Jilin Province, Changchun

Background: Glucocorticoid has been controversial in the treatment

of liver failure. It has been know that early application of glucocor-

ticoids can effectively prevent liver failure from progressing, but

selection of the crowd and timing are difficulties. Institute of Infection

Diseases Southwest Hospital and Third Military Medical University,

for the first time built a mathematical model to predict the efficacy of

glucocorticoid (Py = ex/1 + ex, X = 0.687 + 0.125 9 Time of

jaundice - 0.508 9 ALT/TBil ratio - 4.241 9 PTA). It should be

validated in a large sample of people, but the study is lack of samples,

for it has not yet been widely used in clinical. In our study, we

retrospectively analyze the clinical applications with glucocorticoid in

treating pre- ACLF (acute -on-chronic pre-liver failure) in my hos-

pital to evaluate the predictive model. It will provide clinical evidence

for glucocorticoid treating liver failure.

Methods: To select patients with hepatitis B pre-ACLF in 2012.5 -

2016.5 and calculate Py for all patients. On the basis of glucocorticoid

treatment, the patients of Py\ 0.1 are divided into two groups, one

group is of Py\ 0.1 glucocorticoid therapy (38 cases) and the other

group is of Py \ 0.1 non-glucocorticoid therapy (46 cases). Two

groups are compared.

Result: From group of Py\0.1 glucocorticoid therapy, the incidence

of liver failure within 4 weeks for 23.7% (9/38), Py\ 0.1 non- glu-

cocorticoid therapy within 4 weeks of the incidence of liver failure is

61.8% (28/46). There is a significantly statistical difference between

two groups (P B 0.05) and both groups have no significant compli-

cations of glucocorticoid.

Conclusion: Application of predictive model for the efficacy of

glucocorticoid in treating pre-ACLF to calculate Py\0.1, patients of

this group are the advantage crowd of glucocorticoid therapy. If

without contraindications of glucocorticoid application, glucocorti-

coid for right time treatment has good effect to prevent pre-liver-

failure patients from liver failure, and there are no significant com-

plications of glucocorticoid therapy.

PP0684

Evaluation of the risk of SBP occurrence in ACLF patients
administered with PPI

Wenfeng Zhang1, Zhenping Wu1, Lunli Zhang1

1The First Affiliated Hospital of Nanchang Universitiy, Nanchang

Background: PPI is widely used in patients with advanced live dis-

ease. PPI can significantly improve the gastrointestinal symptoms and

prevent gastrointestinal bleeding via inhibiting gastric acid secretion.

However, PPI, via inhibition of gastric acid secretion, has been

reported to disrupt the gastrointestinal acidic conditions and decrease

the function of gut barrier, subsequently leading to the breed of

intestinal flora and abdominal infection. The present study is to

determine whether PPI administration will increase the risk of SBP in

ACLF patients.

Methods: Retrospectively analyze the clinic data of HBV-ACLF

patients, who were diagnosed in our hospital from January 2015 to

January 2016. The enrolled patients were free of infection and ascites

within 7 days of admission and did not receive antibiotics treatment

before SBP happened. There were 59 cases showing SBP after 7 days

admission, with another 59 cases without SBP used as controls. When

we evaluate the relationship between PPI usage and SBP occurrence,

we chose patients that were administered PPI at the first day of

admission and treated at least for 7 days as the objects of study. SBP

was defined as C250/mm3 polymorphonuclear white blood cells with

or without a positive culture from the ascitic fluid.

Result: The univariate analysis showed that the utilization rate of PPI

was significantly higher in patients with SBP than that without SBP

(45.8% [ 18.6%, P = 0.002). The Logistic Regression Analysis

showed that the incidence of SBP in HBV-ACLF patients is associ-

ated with the usage of PPI (OR = 0.535, CI = 0.335, 0.856;P =

0.009), with or without liver cirrhosis (OR = 3.087, CI = 1.102,

8.645;P = 0.032), and white cell blood count before SBP occurrence

(OR = 1.281, CI = 1.039, 1.579;P = 0.02), with PPI as a protective

factor.

Conclusion: There is no relationship between PPI usage and SBP

occurrence in HBV-ACLF patients, which merits further

investigation.
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PP0685

The study on definition of HBV related pre-ACLF patients and its
risk levels to become ACLF in China

Chen Li1, You Shaoli1, Lv Sa1, Zhu Bing1

1Beijing 302 Military Hospital, Beijing

Background: 3 mg/dlBTBIL \ 10 mg/dl and 40% \ PTA B 50%

were core contents about definition of pre-ACLF in Chinese liver

failure guidelines. There are lack of relevant research on whether the

diagnostic criteria of pre-ACLF were suitable for acute exacerbation

of HBV-related chronic liver disease patients in China.

Methods: According to the laboratory index, 754 cases acute exac-

erbation of HBV-related chronic liver disease patients (TBIL[3 mg/

dl and PT\ 60%) were divided into five groups and were analyzed

ACLF incidence in every group. The definition of group 1 (181 cases)

is 3 mg/dl B TBIL\10 mg/dl and 40%\PTA B 50%. The definition

of group 2 (86 cases) is TBIL[10mg/dl and 40%\PTAB50%. The

definition of group 3 (149 cases) is 3 mg/dl B TBIL\10 mg/dl and

PTA B 40%. The definition of group 4 (242 cases) is 3 mg/dl B TBIL

\ 10 mg/dl and 50%\ PTA B 60%. The definition of group 5 (96

cases) is TBIL [ 10 mg/dl and 50% \ PTA B 60%. Multivariate

Logistic regression analysis was used to selecting the risk factors for

patients to become ACLF.

Result: ACLF was occurred in 75 cases patients, the overall inci-

dence was 10.0%, the time to progress to ACLF was 12.1 ± 7.0 days.

Group 2 had the highest incidence (29.4%), group 4 had the lowest

incidence (2.5%), the incidence of Group 1 which was in line with

definition of pre-ACLF in Chinese liver failure guidelines was 6.63%.

About the time to progress to ACLF, group 2 (10.4 ± 6.4) and group 5

(10.6 ± 5.9) had shorter time than group 4 (17.5 ± 5.4). Multivariate

Logistic regression analysis showed that age, PTA, TBIL, DBIL/

TBIL, Na and stop using antiviral drugs were the independent risk

factors to predict occurrence of ACLF. Logistic (p) = 5.873 + 0.031

9 age - 0.061 9 PTA + 0.005 9 TBIL + 4.006 9 DBIL/TBIL -

0.082 9 Na + 2.477 9 stop using antiviral drugs. ROC curve showed

that the predictive value of this regression equation were better than

MELD. According to the corresponding incidence of ACLF, the

regression equation scores can be defined as risk levels for HBV-

related pre-ACLF patients. Equation scores C0 correspond to very

high risk group and its incidence is 53.2%, -2B equation scores\0

correspond to high risk group and its incidence is 19.2%, -4B

equation scores \-2 correspond to moderate risk group and its

incidence is 4.6%, equation scores[-4 correspond to low risk group

and its incidence is 0%.

Conclusion: The diagnostic criteria of pre-ACLF form Chinese liver

failure guidelines were not suitable for acute exacerbation of HBV-

related chronic liver disease patients in China. New diagnostic criteria

should contains the following factors: existence of HBV-related

chronic liver disease basis, with acute onset performance (fatigue,

anorexia, vomiting, abdominal distension), � 3 mg/dl BTBIL \ 10

mg/dl, PTA B 40%; ` TBIL[3 mg/dl, 40%\PTA B 50%; ´TBIL

[ 10 mg/dl, 50% \ PTA B 60% for laboratory indicators, exclude

other causes. Risk levels from regression equation should provide a

useful supplement for the new diagnostic criteria.

PP0686

A new dynamic prognostic model for acute-on-chronic hepatitis B
liver failure based on the clinical and short-term changes of bio-
markers

Zhonghui Duan1, Qinghua Meng1, Yueke Zhu1

1Department of Critical Care Medicine of Liver Diseases, Beijing

YouAn Hospital, Capital Medical University, Beijing

Background: It is challenging to predict the short-term mortality in

patients with acute-on-chronic liver failure in chronic hepatitis B

(ACLF-HBV). The established prognostic models are mostly based

on static baseline variables. However, patients’ responses to the

treatment could also affect their outcomes. So, this study was initiated

to investigate whether the clinical and dynamic change (D) of bio-

markers over time of ACLF-HBV patients could improve 30-day

mortality prediction.

Methods: This study retrospectively investigated 305 patients who

were diagnosed as ACLF-HBV (derivation cohort, n = 211; valida-

tion cohort, n = 94) during the period from January 2005 to February

2014. Derivation cohort was from one medical center, while valida-

tion cohorts data was collected from three different medical centers.

The derivation cohort was used to identify predictors of mortality and

consequently construct a prognostic model. Bio-marker (Dbio-mar-

ker) daily changes within around 7 days after diagnosis were

calculated and constructed into the model together with baseline risk

factors based on logistic regression, which is so called dynamic

prognostic model. Areas under the receiver operating characteristic

curve (AUROC) were used to compare the predictive values in the

new model, evaluated by end-stage liver disease (MELD) score,

MELD within corporation of serum sodium (MELD-Na) score and

Child–Turcotte–Pugh (CTP) score.

Result: The 30-day mortality rates between derivation cohort and

validation cohort after diagnosis were 25.59 and 35.11%, respectively.

The dynamic prognostic model’s indicators were hepatic

encephalopathy, suspicion of infection, baseline and average daily

changes of serum bilirubin, serum albumin, international normalized

ratio (INR) and blood neutrophils percentage count (NEUT). The

dynamic prognostic model demonstrated an AUROC of 0.848 in the

derivation cohort and 0.813 in validation cohorts (p = 0.620). Com-

pared with the new model, the AUROC was 0.696 for MELD, 0.686

for MELD-Na and 0.566 for CTP score (p \ 0.0001). investigate

whether the clinical and dynamic change (D) of bio-markers over time

of ACLF-HBV patients could improve 30-day mortality prediction.

Conclusion: Dynamic changes of bio-markers were significantly

correlated to30-day mortality of patients with ACLF-HBV as com-

pared to the AUROC scoring system. The dynamic prognostic model

is a better prediction of 30-day mortality in patients with ACLF-HBV.

PP0687

The status of hepatocellular carcinoma (HCC) in remote Eastern
Mongolia

Doljinsuren Enhbayr1, Nyam Biziya2, Bayrmaa Nyamaa3,
Oyundelger Munkhtuvshin4
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1Molor Laboratory, Choibalsan, Mongolia; 2Dornod Medical Centre,

Choibalsan, Mongolia; 3National Health Science University of

Mongolia, Choibalsan, Mongolia; 4Mongolian Association
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Background: The prevalence of HCC is high in Mongolia with men

116.6 cases and women 74.8 cases per 100,000 person-years. HCC

counts for the 46% of leading cancers. Dornod Medical Centre,

Choibalsan is the major medical center in the three Eastern Provinces.

The HCC patients in the Sukhbaatar and Dornod Province count for

3rd and 4th places in Mongolia.

Methods: 160 patients were diagnosed to be HCC at the Dornod

Medical Centre by using sonography from 2013 to 2015. 86 of them

with available serum AFP levels were enrolled and compared. Less

than a-half patients had computed tomography (CT) to confirm the

HCC. Magnetic Resonance Imaging, angiography, hepatitis markers

and liver biopsy are not available in the Dornod Medical Centre.

Result: The age of patients was as 46–55 (25.5%), 56–65 (29%),

66–75 (20.9%) and the greater numbers were patients age 76 and

older (16.2%). 44 (51%) of them were male and 42 (49%) were

female. There were detected 18 (20.9%) of liver cancer in size\3 cm,

28 (32%) sized 3–5 cm and 40 (46.5%) sized[5 cm across.

Conclusion: The prevalence of HCC in Eastern Mongolia is high.

The laboratory tests and image studies are limited in this region. Most

patients are not able to afford the medical expense. The accurate

diagnosis and treatment are difficult. Most patients are referred to the

capital Ulaanbaatar 700 km far away. Much more resources are in-

needed to help the prevention, diagnosis and treatment of HCC in the

Eastern Mongolia.

PP0688

End-stage liver disease score model in the evaluation of acute-on-
chronic hepatitis B liver failure application effect of artificial liver
treatment

Huan Liu1

1Tianjin the Second People’s Hospital, Tianjin

Background: To investigate the value of model for end -stage liver

disease (MELD) score, MELD with incorporation of serum sodium

(MELD-Na) score and integrated MELD (iMELD) score for evalua-

tion of prognosis of chronic liver failure.

Methods: A total of 159 consecutive patients with chronic liver

failure were included in the study and divided into two groups (death

group and survival group) according to the prognosis. The levels of

total bilirubin (TBIL), serum creatinine (Cr), prothrombin time (PT),

PT international normalized ratio (INR), Serum sodium (Na), age,

MELD, MELD-Na and iMELD were calculated respectively and the

comparative analysis was performed. Areas under the receiver oper-

ating characteristic curve (AUC-ROC) of MELD, MELD-Na and

iMELD were used to assess the prognosis in patients with chronic

liver failure.

Result: The values of TBIL, INR, MELD, MELD-Na and iMELD

were significantly higher in death group than those in survival group

(P\ 0.01). The serum level of Na+ was significantly lower in death

group than that of survival group (P \ 0.01). The mortality of liver

failure was higher in patients with the increased scores of MELD,

MELD-Na and iMELD. The area under curve (AUC) values gener-

ated by the ROC curves was no difference respectively (P[0.05) for

MELD score (AUC = 0.691), MELD-Na score (AUC = 0.690) and

iMELD score (AUC = 0.674). The cut-off scores of three systems

were 25.8 (MELD), 31.0 (MELD-Na) and 53.5 (iMELD) respec-

tively, which could discriminate higher and lower mortality

accurately.

Conclusion: Four score system can well predict the hepatitis b slow

and acute liver failure patients after artificial liver combined internal

medicine comprehensive treatment of short-term clinical outcomes,

by contrast, iMELD score slightly better, but still should be closely

combined with clinical practice.
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ACLF because of acute hepatic insults: etiologies, outcomes
and predictors of mortality in Armenia
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Violeta Sargsyan2, Manik Gemilyan3

1Nork Clinical Infection Hospital, Yerevan, Armenia; 2Armenikum
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Background: Acute on chronic liver failure (ACLF) is an increas-

ingly recognized distinct disease entity encompassing an acute

deterioration of liver function in patients with chronic liver disease.

The precipitating events vary depending on geographic region and the

population under study. However, the information on ACLF because

of acute hepatic insults is lacking.

Methods: The aim of the present study was to evaluate acute hepatic

insults in ACLF and their impact on the outcomes and mortality in

Armenia. We studied 55 patients with ACLF, which was defined as

per APASL criteria. ACLF is characterized by acute hepatic insult

manifesting as jaundice and coagulopathy, complicated within 4

weeks by ascites and/or encephalopathy in a patient with previously

diagnosed or undiagnosed underlying chronic liver disease (CLD).

Among 55 patients 37 (67%) were male. The median age was 48

(range 8–74). We analyzed the data of patients with different acute

insults as precipitating factors for ACLF. Laboratory parameters,

baseline disease severity scores and mortality were compared for the

acute insults caused by alcohol, Hepatitis B, Drugs and others.

Baseline data in patients with ACLF

Mean values, ranges (min and max) and standard errors of means:

Table 1:

The mean MELD score was 22.6 ± 3.2 (13–47).

Result: The acute insults involved the following: alcoholic hepatitis

in 36.4% (n = 20), HBV-related (HBV-ACLF) accounted for 20% (n

= 11) of all acute insults due to chemotherapy-induced reactivation of

HBV infection, drugs in 20% (n = 11) and others in 23.6% (n = 13)

of cases. The major cause of underlying chronic liver disease was

HCV liver disease (61%) followed by alcoholic liver disease (28%).

Short term mortality was 40% (n = 22), (median 20 days) with strong

association with the acute insults: The mortality of HBV-ACLF was

54% (6/11), alcohol mortality 30% (6/20), drugs mortality 36% (4/

11).

Clinical features included jaundice in 96%, coagulopathy in 100%,

ascites in 92%, hepatic encephalopathy in 85%, and hepatorenal

syndrome (HRS) in 24% of patients. HRS (59%) in patients with the

high levels of creatinine, INR, MELD and Bilirubin was an important

prognostic predictor of mortality. The top two leading death causes

were HRS and HE.

• Conclusion: Continous alcohol consumption, HBV and drugs

were important causes of ACLF caused by acute hepatic insults

• HBV-ACLF had high mortality
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• Hepatorenal syndrome was the leading cause of death and

prognostic predictor of short-term mortality followed by hepatic

encephalopathy

PP0690

The efficacy of colon dialysis therapy with integrated traditional
Chinese and Western medicine and artificial liver support system
in treating patients with acute-on-chronic liver failure

Hongling Feng1

1Tianjin The Second People’s Hospital, Tianjin

Background: To investigate the efficacy of colon dialysis therapy

with integrated traditional Chinese and Western medicine and artifi-

cial liver support system in treating patients with acute-on-chronic

liver failure.

Methods: Fifty-four patients with acute-on-chronic liver failure were

divided into two groups (trial group and control group) randomly and

treated with comprehensive management and artificial liver treatment.

The patients in treatment group were treated with colon dialysis

therapy on the base of routine treatment three times every day for 4

weeks. The changes of symptom, liver function, PTA, serum endo-

toxin, TNF and IL-bwere observed before and after the treatment.

Result: The incidences of dry mouth, abdominal distention, consti-

pation and endotoxemia in pretreated patients were 86.84, 86.84,

60.53 and 100%. After treatment, these symptoms were improved and

the levels of bilirubin, prothrombin activity (PTA), endotoxin (ET),

and tumor necrosis factor (TNF) decreased in all patients. The effi-

cacy achieved in the treatment group was superior to that in the

control group (all p\ 0.05 or 0.01).

Conclusion: Colon dialysis therapy with integrated traditional Chi-

nese and Western medicine can promote defecation, decrease the

levels of serum endotoxin, proinflammatory cytokines and bilirubin,

shorten prothrombin time and improve the symptoms.

PP0691

Nucleoside analogues improve the short-term prognosis of HBV-
related acute-on-chronic liver failure

Wenyuan Li1, Xiaozhi Jin2, Tan Hooi Grahn3, Yihu Zheng4,
Mingqin Lu2, Yongping Chen2

Department of Infectious Diseases, The First Affiliated Hospital of

Zhejiang Chinese Medical University, Hangzhou; 2Department of

Infectious Diseases, The First Affiliated Hospital of Wenzhou

Medical University, Wenzhou; 3Department of Molecular Medicine

and Gene Therapy, Lund University, Lund, Sweden; 4Department of

General Surgery, The First Affiliated Hospital of Wenzhou Medical
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Background: To evaluate the effect of nucleoside analogues (NAs)

treatment to chronic hepatitis B (CHB) patients in improving the

short-term prognosis when suffering an acute liver deterioration, and

to investigate the factors to predict the mortality in patients with

HBV-related acute-on-chronic liver failure (ACLF).

Methods: There were 182 patients diagnosed with CHB and hospi-

talized with ACLF. 43 of these patients were under standard

nucleoside analogues treatment (NAs group) while other 139 patients

accepted nucleoside analogues treatment after admitted into the

hospital (late NAs group). All patients were followed up for 3 months

with clinical and laboratorial data collected. This study integrated

Child–Turcotte–Pugh (CTP), model for end-stage liver disease

(MELD), and MELD-Na scores for assessing the severity of disease

and difference between these two groups. Logisitic regression was

used to determine independent predictors associated with short-term

mortality.

Result: Patients in NAs group showed lower levels of TBiL, BUN

and creatinine with higher level of serum sodium as compared to late

NAs group. The mortality in NAs group (9/43, 20.9%) was lower than

late NAs group (84/139, 60.4%) (p \ 0.001). Multivariate analysis

suggested that general complications and MELD-Na scores had worse

short-term prognosis of patients with HBV-related ACLF, while NAs

treatment was the opposite.

Conclusion: CHB patients treated with nucleoside analogues

demonstrated an improved 3-month short-term mortality when they

suffered from an ACLF. General complications, MELD-Na scores

and NAs treatment were independent factors to predict the short-term

mortality in patients with HBV-related ACLF.

PP0692

Role of Vitamin D3 and thymosin b 4 level as a biomarker
of prognosis in acute on chronic liver failure

Gireesh Kumar Dhaked1, Premashis Kar2

1Post Graduate Student, Department of Medicine, Maulana Azad

Medical College, New Delhi, India; 2Retired Director Professor,

Department of Medicine, Maulana Azad Medical College, New

Delhi, India

Background: Acute-on-chronic liver failure (ACLF) is an acute

deterioration of liver function in patients with cirrhosis, either sec-

ondary to superimposed liver injury or due to extrahepatic

precipitating factors such as infection culminating in the end-organ

dysfunction. There are many prognostic markers/models are available

to predict the outcome of patients with ACLF. Recent findings sug-

gested that thymosin b4 could be beneficial for the treatment of

chronic liver disease (CLD) as it upregulates the expression of HGF
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and downregulates the expression of PDGF-b receptor in human

hepatic stellate cells. HGF could induce apoptosis of hepatic stellate

cells and hepatocyte regeneration. Vitamin D is also linked to liver

fibrosis and to liver cirrhosis. A significant correlation exists between

polymorphisms in the vitamin D receptor gene and the occurrence of

hepatocellular carcinoma in patients with liver cirrhosis.

Methods: This was an Prospective observational study included a

total of 50 cases of acute on chronic liver failure admitted in Lok

Nayak Hospital (LNH), New Delhi, during the period from October

2014 to October 2015.

Result: Out of 50 patients 37 (74.0%) were male and 13 (26.0%) were

female with the mean age of 51.7 ± 11.54 years. During 6 months of

follow up, 30 (60.0%) patients were died and 20 (40.0%) were alive.

Thymosin b4 and Vitamin D3 level was found negatively correlated

with MELD and CTP score which was found statistically significant (p

\ 0.05). Thymosin b4 and Vitamin D3 level was found to be sig-

nificantly higher in survivors as compared to expired group (p value

\0.05). MELD score has the highest specificity and highest area

under ROC curve (0.778) as single predictor of mortality. Thymosin

b4 and Vitamin D3 are better markers than CTP score in terms of

specificity, positive predictive value and area under ROC curve. The

Kaplan–Meier analysis of survival showed a significant difference in

cumulative survival of patients with an initial CTP score B12.5 and

[12.5, a MELD score B28.5 and [28.5 and a Tb4 concentration

B251.63 and [251.63 ng/mL, Vitamin D3 concentration B27.5 and

[27.5 ng/mL respectively.

Conclusion: It was found that MELD score has the best specificity

and AUROC. Although the study result does not show that Tb4 and

vitamin D3 were superior to MELD score, Tb4 level and Vitamin D3

are still a novel and reliable indicator of the prognosis of patients with

ACLF. These markers can be used to identify ACLF patients with

poor prognosis and consider them for liver transplant.

MELD score has the highest specificity and highest area under ROC

(0.778) as single predictor of mortality. (table 1)Thymosin 4 is a

better marker than Vitamin D3 and CTP score in terms of specificity,

positive predictive value, negative predictive value

As a results of the Kaplan–Meier method and life table analysis,

the mean survival time for patients had T4 levels 251.63 ng/mL,

Vitamin D3 27.5 and MELD score 28.5 was significantly higher as

compared to T4 levels 251.63 ng/mL, Vitamin D

PP0693

Acute-on-chronic liver failure in HBV associated cirrhotic
patients with and without previous decompensation is
a homogeneous group

Shan Yin1, Liu-ying Chen1, QIng Xie2, Shi-Jin Wang1, Wen-Yi
Gu1, Hai Li1

1Department of Gastroenterology, Ren Ji Hospital, School of

Medicine, Shanghai Jiao Tong University, Shanghai Institute of

Digestive Disease, Shanghai; 2Department of Infectious Disease,

Ruijin Hospital, School of Medicine, Shanghai Jiao Tong University,

Shanghai

Background: Acute on chronic liver failure (ACLF) in cirrhotic

patients is a new clinical entity however whether cirrhotic patients

with previous decompensation should be included when diagnosing

ACLF is controversial. The aim of the current study is to identify, for

HBV associated cirrhotic patients, whether ACLF with and without

previous decompensation belongs to a homogenous population or not.

Methods: 1511 consecutive hospitalized HBV associated cirrhotic

patients with AD (acute decompensation) from two medical centers

between 2005 and 2010 in Shanghai, China were included. Clinical
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characteristics, disease progression, organ failures, mortality were

evaluated among patients with and without previous decompensation.

Result: In 1511 enrolled patients, 804 (53.2%) had previous

decompensation, among them 218 (27.1%) were diagnosed ACLF by

CLIF-OF criteria. In patients without previous decompensation, 307

(43.4%) had ACLF. Both with and without previous decompensation

ACLF patients displayed accelerated deterioration progression and

poor prognosis with higher 28-days mortality more than 40% com-

paring with non-ACLF patients for only 2.2%. ACLF patients without

previous decompensation were at an younger age (46.9 vs 49.2, p =

0.027). There are no significant differences in all organs failure

(kidney 20.2 vs 27.9%, cerebral 14.7 vs 14.1%, coagulation 50.0 vs

43.9%, circulation 6.2 vs 6.9%, lungs 4.2 vs 1.4%, p [ 0.05 for all

parameters) except for hepatic failure (79.2 vs 62.8%, p \ 0.001).

There are no significant short-term LT free mortality difference (28-

days 43.1 vs 48.3%, 90-days 62.5 vs 67.7%, 180-days 67.4 vs 74.1%,

360-days 70.6 vs 75.9% p[ 0.05 for all parameters) between ACLF

patients with and without previous decompensation.

Conclusion: Our data showed ACLF in HBV related cirrhotic

patients with and without previous decompensation were a homoge-

neous group in both clinical characteristics and disease prognosis.

Cirrhotic patients with previous decompensation should be included

for ACLF.

PP0694

Tenofovir versus telbivudine in patients with hepatitis B related
acute on chronic liver failureTenofovir versus telbivudine
in patients with hepatitis B related acute on chronic liver failure

Mamun al Mahtab1, Debraj Malakar1, Sheikh Mohammad-Noor-
e-alam1, Ayub al Mamun1, Mohammad Helal Uddin2, Sheikh
Mohammad Fazle Akbar3, Salimur Rahman1

1Department of Hepatology, Bangabandhu Sheikh Mujib Medical

University, Dhaka, Bangladesh; 2Clinical Research Organization Ltd.,

Dhaka, Bangladesh; 3Department of Medical Sciences, Toshiba

General Hospital, Tokyo, Japan

Background: Acute on chronic liver failure (ACLF) is an increas-

ingly recognized distinct disease entity encompassing an acute

deterioration of liver function in patients with chronic liver disease.

Characteristic features of ACLF is its rapid progression, the

requirement for multiple organ supports and a high incidence of short

and medium term mortality of 50–90%. HBV constitutes about 70%

cases of chronic liver disease in ACLF in most Asian region. So early

and rapid reduction of HBV DNA is the essence of therapy in ACLF-

B.

Methods: Patients of ACLF-B who fulfilled the inclusion criteria

were included in this study. Total 30 patients were randomized into

two groups. 15 patients were treated with tablet tenofovir (300

mg/day) and 15 patients were treated with telbivudine (600 mg/day)

along with standard medical treatment and followed up at baseline,
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day7, day14, day30 and day90. Primary end point of therapy was

survival at 3 months and secondary end point was improvement of

Child–Pugh score and MELD score at 3 months.

Result: Among the group A (tenofovir group) survival at 3 months

was 80% and in group B (telbivudine group) survival was 60%. 03

patients died from complications of ACLF out of 15 in tenofovir

group and 06 patients died out of 15 in telbivudine group. Tenofovir

therapy also showed better improvement in Child Pugh and MELD

scores compared to telbivudine.

Conclusion: Tenofovir therapy in the patients of HBV related ACLF

is associated with better survival and improvement of liver function

status.

PP0695

Tenofovir monotherapy versus tenofovir plus telbivudine dual
therapy in patients with hepatitis B related acute on chronic liver
failure

Mamun al Mahtab1, Abul Hayat Manik1, Sheikh Mohammad-
Noor-e-alam1, Ayub al Mamun1, Mohammad Helal Uddin2,
Sheikh Mohammad Fazle Akbar3, Salimur Rahman1

1Department of Hepatology, Bangabandhu Sheikh Mujib Medical

University, Dhaka, Bangladesh; 2Clinical Research Organization Ltd.,

Dhaka, Bangladesh; 3Department of Medical Sciences, Toshiba

General Hospital, Tokyo, Japan

Background: Prognosis in ACLF-B is poor with mortality between

30 and 70%. Early and rapid reduction of HBV DNA is essence of

therapy in ACLF-B.

Methods: Consecutive ACLF-B patients with spontaneous HBV

reactivation [(ALT [ 5 9 ULN or [2 9 baseline) and HBV DNA

[20,000 IU/ml] were randomized to tenofovir-monotherapy (300

mg/day) or tenofovir plus telbivudine (600 mg/day) dual-therapy

along with standard medical treatment. Clinical and laboratory

parameters were evaluated at baseline, 1-week, 4-weeks and at

3-months. Virological evaluation was done at baseline and at

3-months. Primary end points were reduction of HBV DNA and

resolution of ascites. Secondary end points were reduction of liver

related complications, therapy related adverse effects and survival at

3-months.

Result: 27 patients were enrolled. 15/27 received monotherapy with

tenofovir and 12/27 received dual-therapy (tenofovir plus tel-

bivudine). Baseline parameters in two groups shows no significant

difference. Significant improvement of MELD score was seen with

dual-therapy at 4-weeks and at 3-months. 9 on tenofovir-monotherapy

showed undetected HBV DNA at 3-months and 1 had detectable HBV

DNA (\2000 IU/ml). 9 on dual therapy had undetectable HBV DNA

and 1 had DNA \2000 IU/ml. Ascites completely resolved in 3 in

both groups. Patients receiving dual-therapy showed improvement in

AKI on follow up compared to those on tenofovir monotherapy.

Among 5 deaths, 3 received monotherapy and 2 received dual ther-

apy. Predictors of mortality were septic shock, acute kidney injury

and low albumin.

Conclusion: In ACLF-B, combination of telbivudine plus tenofovir is

potentially safe with less risk of tenofovir related nephrotoxicity and

improved outcome.

PP0696

The role of bacterial infection (BI) in decompensated cirrhosis
patients with or without acute-on-chronic liver failure (ACLF)

Zhujun Cao1, Ziqiang Li1, Yuhan Liu1, Ruidong Mo1, Peipei
Ren1, Lichang Chen1, Jie Lu1, Wei Cai1, Hui Wang1, Hai Li2,
Qing Xie1

1Department of Infectious Diseases Ruijin Hospital Shanghai

Jiaotong University School of Medicine, Shanghai; 2Division of

Gastroenterology and Hepatology, Renji Hospital, School of

Medicine, Shanghai Jiao Tong University, Shanghai Institute of

Digestive Disease, Shanghai

Background: Bacterial infection (BI) is one of the leading cause of

death in cirrhosis. Much is still unknown, especially in decompen-

sated patients. We aimed to characterize BI in chronic HBV infection

patients admitted for acute decompensation (AD).

Methods: This is a retrospective screen of 5102 consecutive patients

admitted with HBV-related cirrhosis between 2005 and 2010 from

two hospitals in Shanghai, China. 1511 patients admitted for AD were

subsequently enrolled under strict exclusion criteria (Fig. 1). All

patients were followed up until death. Patients who transplanted were

censored on the date of transplantation. Patients who survived without

transplantation were censored on the date of last follow-up. BI was

diagnosed by a standard process, comprehensive evaluation of

symptoms, body temperature, routine test of blood/urine/stool/ascites/

hydrothorax, microorganism detection in blood/urine/sputum/ascites/

hydrothorax, immunology and imaging techniques. AD events was

defined as ascites, hepatic encephalopathy, variceal hemorrhage and/

or bacterial infection. ACLF and its grades of severity was defined as

per CANONIC criteria. The diagnosis of sepsis was based on the

updated criteria recently published in JAMA (2016).

Result: In the whole cohort, BI was diagnosed upon admission in 591

patients (39.11%); of them 358 (23.69%) were confirmed with

specific BI sites and 232 (15.35%) were without specific BI sites.

There were significant differences between AD patients with (n =

374) and without BI (n = 1138). BI associated AD had significantly

higher rates of admission HE, ACLF and MELD score. The devel-

opment rate of ACLF within 28days during hospitalization was

significantly higher in BI associated AD patients than those not

associated to BI. The mortality probability was significantly higher in

patients with BI than in those without BI (Fig. 2a) and markedly

increased in sepsis. There were also marked differences between BI

patients with (n = 158) and without ACLF (n = 207). BI patients with

ACLF were more likely to have HE, ascites and HBV reactivation.

The mortality probability of patients with ACLF was much higher

than that of patients without ACLF, independently of the presence or

absence of BI (Fig. 2b). BI was identified as the risk factor of 90-day

mortality in AD patients independent of the presence of ACLF or HE.

Independent risk factors of 90-day mortality in AD patients with BI

were ACLF, sepsis, HE (grade 3–4) and previous decompensation.

Conclusion: In decompensated cirrhosis, the presence of BI precip-

itates ACLF and worsens prognosis. The course of ACLF appears to

be different according to the presence or absence of BI.
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Effect of sequential therapy on patients with virus-related acute-
on-chronic liver failures: a propensity-score matched study

Jing Zhang1, Xinmin Zhou2

1Xijing Hospital of Digestive Diseases, Fourth Military Medical

University, Xi’an; 2State Key Laboratory of Cancer Biology, Xijing

Hospital of Digestive Diseases, The Fourth Military Medical

University, Xi’an

Background: Sequential therapy for the treatment of acute-on-

chronic liver failure (ACLF) is scarce. This study aimed to

retrospectively observe the effects of sequential double plasma

molecular absorb system (DPMAS) and plasma exchange (PE) ther-

apy to DPMAS in patients with ACLF.

Methods: Between January 2011 and May 2016, one hundred and

twenty ACLF patients were admitted to our center, Thirty-seven

patients were assigned to the DPMAS only and eighty-three to

sequential DPMAS and PE. The patients in two groups was matched

1:1 on the basis of the propensity score calculated by logistic

regression and 31 cases were finally identified in each group,

respectively. The primary outcome of interest was the mortality of 90

days.

Result: Both sequential group and DPMAS group can significantly

remove toxins and improve liver functions. However, sequential

group achieved higher total bilirubin reduction ratios for bilirubin

C350 lmol/L (182.2 ± 66.3 vs 157.4 ± 39.2 lmol/l, p = 0.04) than

DPMAS. Cox regression analysis to determine the risk factors pre-

dicting patient outcomes showed that bilirubin 350 C lmol/l, HE C II

grade, and Model for End-stage Liver Disease score were factors

predicting death. While DPMAS therapy might be the protective

factor. Kaplan–Meier survival analysis resulted the probabilities of

survival on day 28 were 51.6% in the sequential group and 67.7% in

the DPMAS group (P = 0.18); on day 90, there was a trend for

survival in patients who received DPMAS group they were 32.3 and

54.8%, respectively (P = 0.07). After analysis for the subgroup, a

significant beneficial effect of DPMAS group on survival was

observed. Patients with total bilirubin \350 lmol/L and HE C II

grade have a beneficial effect on survival for DPMAS therapy.

Conclusion: A significant decline in the serum level of water-soluble

and protein-bound toxins was achieved with both devices, and an

apparently decreased total bilirubin when bilirubin C350 lmol/l

following sequential therapy among ACLF patients. Among all

patients with ACLF, sequential therapy does not increase the proba-

bility of survival comparing with DPMAS only.

PP0698

Effect of mfn2 overexpression on the liver function in ACLF rats
through autophagy

Xuemin Zhu1, Jing Yang1, Qinghua Meng1

1Department of Critical Care Medicine of Liver Disease, Beijing

YouAn Hospital, Capital Medical University, Beijing

Background: Mitochondria fusion protein2 (mitofusin-2, Mfn2)

located in mitochondrial outer membrane, which not only participates

in mitochondria fusion, maintains mitochondrial morphology and

function, and plays an important role in cell cycle and proliferation,

signal transduction, autophagy and apoptosis. Our previous researchs

have found that the mitochondrial autophagy level reduced and pro-

moting autophagy can reduce liver damage, furthermore the

expression level of mfn2 in acute-on-chronic liver failure (ACLF) rats

decreased obviously. However, we had not yet confirmed whether

mfn2 could protect the liver in ACLF rats through regulating mito-

chondrial autophagy or not.

Methods: Using intraperitoneal injection mixture of CCL4 veg-

etable oil in SD rats led to liver cirrhosis. On this basis, rats were

attacked by jointly applicating lipopolysaccharide and D-galac-

tosamine to construct the ACLF model. After constructing the

recombined virus lv-mfn2, mfn2 overexpression was realized by tail

intravenous injection with lv-mfn2. On the basis of mfn2 overex-

pression, we intervened autophagy by intragastric administration

autophagy activation agent rapmycin and autophagy inhibitor 3MA.

To collect rats inferior vena venous blood tested liver function in each

group; Mfn2 and LC3 expression were detected using
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immunohistochemical reagents in hepatic tissue of rats; the hepatic

histopathological changes of liver tissue section were observed;

autophagy of hepatic cells, apoptosis related molecules and mfn2

protein and mRNA expression level was detected by western blot and

RT-PCR respectively.

Result: Appearance of rat liver, hepatic function and liver pathology

showed that ACLF model was builded successfully. Results of RT-

PCR, western blot and immunohistochemistry showed mfn2 over

expression was successfully induced by tail intravenous injection with

lv- mfn2 in rats, autophagy was successfully upgraded by adminis-

trating rapmycin and inhibited by administrating 3MA; Compared

with the group of inhibition of autophagy, hepatic function was

obviously improved and liver injury was significantly alleviated in the

group of the promotion of autophagy.

Conclusion: Over expression of Mfn2 can improve mitochondrial

autophagy level, relieve liver damage, improve liver function in

ACLF rats.

PP0699

Increased mortality in Chinese HBV-related acute-on-chronic
liver failure patients who reached EASL acute-on-chronic liver
failure diagnostic criteria

Juan Wu1, Yuanyuan Li1, Fu-Sheng Wang1

1Beijing 302 Hospital, Beijing

Background: European Association for the Study of the Liver

(EASL) recently developed diagnostic criteria for acute-on-chronic

liver failure (ACLF) according to chronic liver failure-sequential

organ failure assessment (CILF-SOFA) score and constructed CLIF

Consortium ACLF score (CLIF-C ACLFs) to prognosticate survival

of cirrhotic patients with ACLF, which has been validated useful and

superior to MELD score in predicting short-term mortality in ACLF

patients in western countries, where the most common etiology of

ACLF is alcoholic liver disease. The aims of this study were to

evaluate whether this diagnostic criteria of EASL-ACLF could be

used to classify HBV-related ACLF patients in China and whether

CLIF-C ACLFs could provide prognostic information in these

patients.

Methods: 316 HBV-related ACLF patients from Beijing 302 Hospital

and Beijing You-An hospital were enrolled. CLIF-SOFA score and

EASL-ACLF diagnostic criteria were used for the diagnosis of organ

failures and to classify patients. Clinical and laboratory features were

compared between patients with EASL-ACLF and without EASL-

ACLF. Area under the receiver operating curve (AUROC) was cal-

culated to compare the predictive value of CLIF-C ACLFs with other

prognostic scores.

Result: According to EASL-ACLF diagnostic criteria, 138 patients

didn’t have EASL-ACLF, 123 had EASL-ACLF at enrollment and 55

developed EASL-ACLF during hospitalization. The 28-day mortality

rate among patients with no EASL-ACLF was 0.7%, extremely lower

than those with EASL-ACLF at enrollment and those developed

EASL-ACLF during hospitalization (39 and 30.8%, respectively, both

p \ 0.001). Patients with EASL-ACLF were older, more frequently

cirrhotic, had more ascites and hydrothorax, presented with more

bacterial and fungal infections and hepatoencephalopathy, more acute

kidney injury and organ failures than patients without EASL-ACLF (p

\ 0.05). Univariate and multivariate analysis indicated that PTA,

platelet level at enrollment, new bacterial infection and acute kidney

injury occurred after enrollment were independent predictors for

development of EASL-ACLF. CLIF-C ACLFs had the highest

AUROC (0.817) compared with other prognostic models in predicting

28-day mortality, whereas MELD-Na score had the highest predictive

value (AUROC 0.786) in predicting 90-day mortality.

Conclusion: EASL-ACLF diagnostic criteria can accurately assess

severity of HBV-related ACLF patients in China, with extremely high

mortality in patients who reached EASL-ACLF criteria. Patients with

EASL-ACLF were distinct from those without EASL-ACLF in age,

underlying liver disease, complications, organ failures and prognosis.

28-day and 90-day transplant-free mortality according to EASL-

ACLF grade in Chinese HBV-ACLF pateints

Comparison of prognostic models in predicting 28-day mortality

in Chinese HBV-ACLF patients

PP0700

A systematic review on prognostic biomarker of acute on chronic
liver failure

Chunyan Liu1

1First Hospital of Jilin University, Changchun
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Background: Acute deterioration of cirrhosis is associated with high

mortality rates and poor prognosis particularly in the patients who

develop organ failure (OF), a condition that is referred to as acute-on-

chronic liver failure (ACLF), which is received widely attention.

Therefore, early diagnosis, prognosision and timely intervention can

improve the survival rate of ACLF patients and the timing of liver

transplantation. So far, most of the current clinically data through the

laboratory and its composition scoring system to assess the prognosis

of the disease. In recent years, many new biomarkers of prognosis and

progression in ACLF have emerged.

Methods: pubmed-medline were searched for English-language

articles in the past 3 years. The search criteria focused on identifying

clinical trials and observational studies reporting on indicators used

for prediction of mortality in patients with ACLF.

Result: Of 125 studies identified, 10 were included for treatments,

twenty-two scoring systems were found, thrity five prognostic novel

biomarker and their association with mortality were extracted and

categorized into five categories: inflammatory biomaeker, oxidative

and stress biomaker, immune protein biomaeker, genomics

biomarkers, apoptosis biomarker.

Conclusion: The age, hepatic encephalopathy, model for end-stage

liver disease score appeared to be promising candidates for evaluation

in future studies. Treg cell to Th17 cell ratio, neutrophil gelatinase-

associated lipocalin (NGAL), soluble receptor for advanced glycation

end products (sRAGE), mannose receptor (sMR), lymphocytopenia

and neutrophillymphocyte count ratio (NLR), percentage Tf (serum

transferrin) saturation (%SAT), golgi protein 73 (GP73), (serum

cystatin C) serum CysC, MPV (mean platelet volume), TSH, dhCer

(dhCeramides), TSA (Trichostatin A), microRNA, Cell-free DNA

(cfDNA), advanced oxidation protein products (AOPP) were the

biomaekers of ACLF.

PP0701

Efficacy of corticosteroids in treatment of subacute/chronic severe
hepatitis B and HBV-related acute on chronic liver failure

Jun Chen1, Xinyu Liu2, Wenlong Wang2, Min Zhang2, Pengcheng
Ou2, Yi Chen3, Yi Li2

1Second Xiangya Hospital, Changsha; 2The Second Xiangya

Hospital, Changsha; 3Normin Health Changsha Representative Office,

Changsha

Background: A strong immune response phase exists during acute/

chronic severe hepatitis B and HBV-related acute-on-chronic liver

failure (ACLF). Whether corticosteroids (CS) can improve the

prognosis of patients by suppressing this extreme immune response is

uncertain.

Methods: The clinical data of 267 patients with sub-acute or chronic

severe hepatitis B and alanine aminotransferase (ALT) C1000 u/L

were collected. The prognosis of patients treated or not treated with

CS was statistically compared. Logistic regression was conducted to

analyze the risk factors of prognosis.

Result: The overall prognosis of sub-acute and chronic severe hep-

atitis B patients treated or not treated with CS was similar (p C 0.05).

The survival rate of patients with 10.5\ model for end-stage liver

disease (MELD) B26, treated with CS, was significantly improved (p

= 0.034), while the survival rate of patients with MELD C 26, treated

with CS, was significantly decreased (p = 0.049). Multivariate

analysis showed that age, total bilirubin, encephalopathy and hepa-

torenal syndrome were independent risk factors (p \ 0.05). In 112

ACLF patients, the prognosis of the CS-treated group and control

group had no significant difference (p C 0.05). Univariate analysis

showed that CS improved the prognosis of patients with 9\MELD B

22.6 (p = 0.092). There was no significant difference in side effects

between the CS-treated group and control group (p C 0.05).

Conclusion: Our study suggested that MELD score might be a useful

criterion to guide the application of CS.

PP0702

Clinical efficacy and quality of life analysis of plasma exchange
in the treatment of liver failure

Jihong An1

1The Inner Mongolia Autonomous Region People’s Hospital, Hohhot

Background: To investigate the efficacy, adverse reactions and

quality of life of plasma exchange in the treatment of liver failure.

Methods: Collected 103 patients with liver failure, and all subjects

were treated with plasma exchange for determination of the changes

in the liver fuction indices and adverse reactions, as well as quality of

life. Uesd spss to analysis the data.

Result: Following plasma exchange, there had a signifiant difference

inTBIL, ALT, AST, PTA and CHE (p \ 0.05). The major adverse

reactions comprised of plasma allergic reactions. The quality of life in

all dimensions had a signifiant difference than pte-treatment (p \
0.05).

Conclusion: Plasma exchange achieves siginificant efficacy and

quality of life for the treatment of liver failure, but shoud warrant

prevention of the complications.

PP0703

Plasmapheresis in the treatment of fulminant hepatic failure due
to hepatitis A virus infection: a case report

Meliha Cagla Sonmezer1, Gunay Ertem1, Dilek Surav2, Necla
Tulek1, Sebnem Erdinc1, Sami Kinikli1

1Ankara Training and Research Hospital, Ankara, Turkey; 2Ankara

Medicana Hospital, Ankara, Turkey

Background: Hepatitis A virus (HAV) infection is transmitted

primarily by the fecal-oral route and rarely causes fulminant

hepatic failure in people with no underlying liver disease.

Plasmapheresis corrects coagulopathy in patients with liver disease

and removes hepatotoxins/cytokines. This improvement is transient

but can be used as a bridge until an organ is identified for liver

transplantation or the liver itself regenerates. Here we presented a

case of a patient with fulminant hepatic failure due to HAV who

improved markedly after plasmapheresis with eventual recovery of

hepatic function.

Case report: Twenty years old male patient presented to our clinic

with jaundice, dark urine, fatique, fever, loss of appetite, noisea. His

fever was 37.8 �C and physical examination showed confusion,

icterus and right upper quadrant tenderness. Abdominal ultrasound

imaging revealed only hepatomegaly and no findings of biliary

stenosis. At the admission, alanine aminotransferase (ALT), aspartate

aminotransferase (AST), total bilirubin, direct bilirubin and interna-

tional normalized ratio (INR) levels were 819, 463, 32.6, 24.2 mg/dl

and 1.7, respectively. Anti HAV IgM (+), Anti HAV Ig G (+), HBs

Ag (-), Anti HBc IgM (-), Anti Hbs (+), Anti HCV (-), Anti delta

(-). After 2 days, ALT, AST, total bilirubin and direct bilirubin levels

started to increase again up to 1819, 963, 52.4 and 33.9 mg/dl,

respectively. Hepatic encephalopathy developed and the patient was

admitted to the intensive care unit (ICU). The status of the patient

S530 Hepatol Int (2017) 11 (Suppl 1):S1–S1093

123



continued to deteriorate despite the supportive treatment. Liver

transplantation was planned by gastroenterology department. While

he was waiting plasmapheresis came up as an option. After plasma-

pheresis (with 12 U FFP), AST, ALT, total bilirubin, direct bilirubin

levels decreased to 210, 116, 23,2, 10 mg/dl, respectively. The

patient’s general condition and consciousness began to get better.

Plasmapheresis was performed again on the next day (with 13 U FFP)

and ALT, AST, total bilirubin, direct bilirubin levels continued to

decrease to 76, 45, 10,9, 8,4 mg/dl, respectively. The patient was

discharged from the ICU and followed for a week by the infectious

diseases and gastroenterology department. After the parameters con-

tinued to improve, the patient was discharged.

Conclusion: The case highlights the use of plasmapheresis might be

considered as an adjunctive treatment modality in cases of fulminant

liver failure due to acute viral hepatitis.

Poster Presentation

16 February 2017 (Thursday)
Liver Transplantation

PP0704

Liver transplantation in Viet Duc University Hospital: a single
center experience

Khue Kim Dang1

1Viet Duc University Hospital, Hanoi, Vietnam

Background: Viet Duc University Hospital had the highest number

of liver transplants in Viet Nam. This presentation reports this single-

center experience, hilighting the indications and initial results of the

recipients.

Methods: This is a cross-sectioned study. We&nbsp; analyzed indi-

cations, techniques, early complications and survival of 31recipients

who were performed liver transplantation from 2007 to 2016.

Result: There were 30 males, 1 female. Underlying liver diseases:

83.9% were positive to HBV, 6.4% was positive to HCV, 6.4% were

alcoholic liver diseases, 3.3% were Wilson disease. HCC were the

most common indications for liver transplantation with 24 patients

and 7 decompensated cirrhosis patients. 4 of 31 cases were living

donor transplantation and 27 were deceased donor transplantation

without portacaval shunts. Immunosuppression pivoted on tacrolimus.

Early complications were mainly with pleural effusions and acute

rejections. 4 cases required relaparotomy and mortality in 2 case.

Overall, there were 12 patients (38.7%) had Clavien grade 0-2

complications, 17 patients (54.8%) had Clavien grade 3 complications

and 2 patient (4.3%) had Clavien grade 5 complications. Overall

5-year-survival rate was 76%.

Conclusion: Liver transplantation remains developing in Viet Nam.

Viet Duc University hospital had initial experience with 31 patients

with good results allowed us to standardized the procedures.

PP0705

Favorable long-term prognosis of hepatitis B surface antigen
positive intrahepatic cholangiocarcinoma for both hepatic
resection and incidental liver transplantation via inhibiting
cancer-associated lymphangiogenesis

Jinyang Gu1, Seogsong Jeong1, Meng Sha1, Xiaoni Kong1, Qiang
Xia1

1Department of Liver Surgery, Renji Hospital, School of Medicine,

Shanghai Jiaotong University, Shanghai

Background: In recent years, a few publications indicated that hep-

atitis B virus (HBV) infection is associated with the prognosis of

patients with ICC after resection. However, due to conflicting results

and scant evidence, the impact of HBV infection on ICC still remains

unclear.

Methods: We reviewed the clinicopathological characteristics of ICC

patients and carried out overall and relapse-free survival analyses to

identify prognostic factors. The patients were stratified according to

the current, past, and those without a history of HBV infection to

specify the impact of HBV infection on ICC. We also performed

immunohistochemical and immunofluorescent staining on serial sec-

tions to evaluate the extent of lymphangiogenesis.

Result: HBV infection, type of surgery, and lymph node metastasis

were found to be independent prognostic factors for patients with

ICC. Contrary to previous publications, we found that only current

HBV infection was associated with a relatively more favorable

prognosis for patients of both hepatic resection and incidental liver

transplantation (LT). There were significant differences between

HBsAg-positive and negative ICC patients in age, gender distribution,

the incidence of liver cirrhosis, AFP elevation, and lymph node

metastasis. Microlymphatic vessel density and lymphatic endothelial-

like structures were significantly decreased in HBsAg-positive ICC

patients.

Conclusion: Put together, our findings provide new insight to the

application of HBsAg seropositivity as a novel predictor for patient

prognosis and indicate that suppressed lymphangiogenesis in HBsAg-

positive ICC may be a new approach that could influence the current

understanding of LT for ICC.

Figure 1 Immunohistochemical detection of cancer-associated

fibroblasts and lymphatic endothelial-like structures Shown are the

representative simultaneous expression of FSP-1 (Panel A)

Hepatol Int (2017) 11 (Suppl 1):S1–S1093 S531

123



Figure 2. Immunofluorescent detection of lymphatic endothelial-like

cells Shown are the representative description of lymphatic

endothelial-like cells that was performed to further provide an evi-

dence t

PP0706

Dengue fever with acute kidney injury in a liver transplant
recipient: a case report

Kessarin-Thanapirom1,2, Jakapat-Vanichanan3, Sombat
Treeprasertsuk1,2, Nunthiya Srisoonthron1,2, Piyawat
Komolmit1,2

1Division of Gastroenterology, Department of Medicine, Faculty of

Medicine, Chulalongkorn University and King Chulalongkorn

Memorial Hospital, Thai Red Cross Society, Bangkok, Thailand;
2Center of Excellence in Liver Diseases, King Chulalongkorn

Memorial Hospital, Thai Red Cross Society, Bangkok, Thailand;
3Division of Infectious Diseases, Department of Medicine, Faculty of

Medicine, Chulalongkorn University, Bangkok, Thailand

Methods: Dengue is one of the most important mosquito-borne viral

illness and has become widespread in tropical regions including

Southeast Asia. However, the clinical features and outcomes of

dengue infection among liver transplant recipients remains scarce as

only few cases have been published. We report the first case in

ASEAN, to our knowledge, of dengue fever (DF) with acute kidney

injury in a liver transplant recipient. A 65-year-old female, who

underwent liver allograft transplantation 2 years prior, was transferred

to our hospital with vomiting and diarrhea for 6 days. The patient also

reported high-grade fever and myalgia which were spontaneously

resolved. She was initially hospitalized at local medical center and

treated with antibiotic, however her symptoms did not improve. She

was on tacrolimus 1.5 mg and mycophenolic acid 720 mg daily as

immunosuppression. Physical examination showed body temperature

of 37 �C, stable hemodynamic, mild hepatomegaly without jaundice

or skin lesion. Laboratory investigations revealed thrombocytopenia,

normal white blood cell count with lymphocyte predominances,

normal CPK, and elevated level of liver transaminases, blood urea

and creatinine. Table 1 shows the change in laboratory parameters

during illness. Tacrolimus level (T0) was high at 26.7 ng/dL. Further

investigation found that the cause of acute kidney injury was acute

tubular necrosis, which could be from tacrolimus toxicity and volume

depletion. Dengue serology was positive for IgM and IgG, confirming

the diagnosis of DF. Tests for other causes of fever including lep-

tospirosis, rickettsial infection, cytomegalovirus (CMV) and

hemoculture were negative. Tacrolimus and mycophenolic acid were

substituted by prednisolone 20 mg. Thrombocytopenia and elevated

serum aminotransferases returned to normal after 10 days and 3

weeks of illness, respectively. She recovered and was discharged by

day 17 of illness. Diagnosis of DF in liver transplant recipient remains

a challenge since the presenting symptoms may be non-specific and

atypical owing to the influence of immunosuppressive therapy. Fur-

thermore, several conditions need to be considered as differential

diagnosis in post-transplant patients who present with fever, diarrhea

and thrombocytopenia including CMV, bacterial, and tropical infec-

tions causing delayed diagnosis of DF. Physician should be aware of

DF, particularly in endemic regions and the diagnosis should be

confirmed. Test for detection of viral RNA or nonstructural protein 1

(NS1) antigen are helpful for early diagnosis which lead to prompt

appropriate management. There is lack of available literature of the

effect of dengue infection on graft function. Four post-liver transplant

cases with dengue infection had been previously reported. Three cases

and also our case had no evidence of graft loss. One case died because

of dengue shock syndrome.

PP0707

Clinical analysis of liver transplantation in treating autoimmune
liver diseases

Chengpeng Zhong1, Zhifeng Xi1, Qiang Xia1

1Department of Liver Surgery, Renji Hospital, School of Medicine,

Shanghai Jiaotong University, Shanghai

Background: Autoimmune liver diseases (ALD) consists of

autoimmune hepatitis (AIH), primary biliary cirrhosis (PBC), primary

sclerosing cholangitis (PSC), IgG4-associated cholangitis and overlap

syndromes. Patients with these diseases may gradually progress to

end-stage liver diseases and need for liver transplantation (LT). our

aim is to explore the prognosis of ALD after liver transplantation.

Methods: The clinical data of 80 patients with ALD (24 cases of

AIH, 35 cases of PBC, 15 cases of PSC and 6 cases of AIH/PBC

overlap syndromes) who underwent liver transplantation in Renji

Hospital, Shanghai Jiao Tong University, School of Medicine from

June 2004 to September 2016 were analyzed retrospectively. The

causes of death were analyzed and the postoperative cumulative

survival rate was estimated by the Kaplan–Meier method. Recurrence
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and other complications including biliary tract complication, acute

rejection, new onset of tumor and virus infection (HBV/HVC/EBV/

CMV) were also analyzed.

Result: 80 patients were made up of 18 males and 62 females with an

average age of 50.5 years and an average MELD score 14.1. After a

median follow-up of 19.8 month, 8 patients died, including 1 of

pulmonary infection, 3 of multiple organ failure, 1 of renal failure, 2

of septic shock, 1 of hepatic failure because of biliary tract compli-

cation. The 1-, 3- and 5-year cumulative survival rates were all

89.0%. 3 cases of recurrent atuoimmune liver diseases were diag-

nosed (4.48%) but not totally consistent with primary dieases. Biliary

tract complication occurred in 10 patients (13.2%). 34 patients suf-

fered from rejection. The new onset of tumor occurred in 1 patients.

De novo HBV/CMV/EBV infection were occurred in 3, 8, 3 patients,

respectively. After active treatment, all cases of complication but 1

with biliary complication survived for a long term.

Conclusion: LT is an effective and safe treatment for end-stage ALD.

Most patients can obtain a long term survival.

PP0708

Dynamics of platelet counts in adult patients after orthotopic liver
transplantation with cadaveric grafts

Matea Majerovic1, Mislav Jelakovic2, Marina Premuzic2, Davor
Radic2, Ivana Knezevic-Stromar2, Zeljko Krznaric2, Rajko
Ostojic2

1University Hospital Centre Zagreb, Croatia; 2University Hospital

Centre Zagreb, Zagreb, Croatia

Background: Thrombocytopenia (platelets \150 9 109/L) due to

hypersplenism is a common complication of liver cirrhosis. Even

though haemodynamic rearrangements occur after orthotopic liver

transplantation, a certain degree of thrombocytopenia persists long-

term. The aim of our study was to assess the degree of platelet count

restoration in adult patients after orthotopic liver transplantation

(OLT) with cadaveric grafts.

Methods: Our study included 30 patients (9 females, 21 males,

average age at the time of OLT 50,7 years (range 23–66), average

MELD 14,1 (range 6–38). The etiologies of the underlying liver

disease were alcoholic liver disease (ALD) 36.6%, viral hepatitis

16.6%, other (PSC, PBC, cryptogenic cirrhosis, autoimmune hepati-

tis) 46.6%. Included patients with Hepatitis C were not receiving anti-

viral therapy while patients with Hepatitis B were treated with

lamivudine. Platelet counts, obtained from their medical records,

immediately before the operative procedure as well as 6, 12, 18 and

24 months after the transplantation were used for the analysis.

Average platelet count and a relative change for each 6-month

interval were calculated. Descriptive statistics method and Spear-

man’s correlation test were used to interpret results.

Result: 4 patients had normal platelet count before OLT ([150 9

109/L). There was no correlation between MELD score and platelet

count (rs = -0.105, p = 0.580). In thrombocytopenic patients, the

average platelet count before OLT was 71.62 9 109/L. In first

6-months interval, platelet count rose by 72.8% and afterwards

remained relatively stable in subsequent 6-month intervals (-2.6,

+8.7, +1.3%). Patients with viral hepatitis had lowest pre-OLT pla-

telet values (average 45.60 9 109/L) but exhibited highest rise in first

6-months period (+116%) when compared to patients with ALD

(average pre-OLT platelets 128.82 9 109/L, rise +24.1%) and to

patients with other etiologies of liver cirrhosis (average pre-OLT

platelets 90.43 9 109/L, rise +27.4%).

Conclusion: Even though all patients do not restore platelet counts to

normal values after OLT, a significant rise can be expected during

first 6-months postoperatively after which the count remains rela-

tively stable. Patients with viral hepatitis have the most profound pre-

OLT thrombocytopenia when compared to patients with other eti-

ologies of liver disease, however, these patients exhibit the most

prominent rise in platelet counts after OLT.

PP0709

Safety of liver donation from living donors with sickle cell trait

Hussien Elsiesy1,2,3, Mark Sturdevant4, Waleed Al-Hamoudi4,5,
Hany Elbeshbeshy4, Mohamed Al Sebayel4, Ahmad Jaafari4,
Faisal Abaalkhail2,4

1King Faisal Specialist Hospital and Research Center, Riyadh, Saudi

Arabia; 2Alfaisal University, Riyadh, Saudi Arabia; 3Riyadh, Saudi

Arabia; 4King Faisal Specialist Hospital and Research Center,

Riyadh, Saudi Arabia; 5King Saud University, Riyadh, Saudi Arabia

Background: Living donor liver transplant (LDLT) is an important

source of organs particularly with the cadaveric organ shortage. It is

the main source of liver transplant in the East (Korea, Japan, and

Saudi Arabia). At our program, 63.6% of liver transplant were per-

formed from LDLT (599 out of 941).

Donor safety is the main focus of donor evaluation, but a balance is

needed to avoid unnecessary exclusion of donors. There is limited

data on the safety of use of living liver donors in patient’s sickle cell

trait. We used to exclude donors with sickle cell trait but we started

accepting them since 2012. We report the donor safety of 7 patients

with sickle cell trait.

Methods: This is a retrospective chart review of living liver donors

from January 2012 until September 2016, seven donors identified.

The medical records were reviewed for age, gender, relation to the

recipient, Body mass index (BMI), blood group, history of preoper-

ative blood transfusion to decrease Hemoglobin S (Hb S),

Hemoglobin level (Hb), Mean corpuscular volume (MCV), Hemo-

globin S level, hospital stay and complications.

Result: Out of seven donors, five males and 2 females, age between

24 and 38 (mean 30), the donors were father (2), mother (2), or uncle

(3), all donors donated left lateral segment (LLS) to a pediatric

recipients, Hb level ranged from 11.3 to 16 (average 13.6), MCV

ranged from 59 to 84 (70.3), Hb S level ranged from 21.2 to 36 (28.7),

hospital stay from 4–6 days (average 4.8 days). Two patients received

blood transfusion 2 days prior to surgery and their Hb S level

decreased from 32.8 and 36 to 27.5 and 30.6 respectively. All other

patients donated blood 2 days before surgery and were well hydrated

the day of surgery. 2 patients has hypertrophic scar, one has peri-

hepatic fluid collection and one has pelvic fluid collection that

resolved spontaneously, otherwise no immediate or long-term com-

plication related to the surgery or sickle cell trait.

Conclusion: Liver donation is safe from sickle cell trait donors as

long as dehydration is avoided and oxygen saturation is maintained

normal throughout surgery. To our knowledge, this is the first series

reporting safety of donor hepatectomy from living donor with sickle

cell trait.
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PP0710

Use of everolimus in liver transplantation: an Australian
experience

Mark H Bonnichsen1,2, Ken Liu1,2, Ceridwen Jones1, David
Bowen1,2, David Koorey1,2, Nicholas Shackel1, Geoffrey W
McCaughan1,2, Simone I Strasser1,2

1Royal Prince Alfred Hospital, Sydney, Australia; 2Faculty of

Medicine, The University of Sydney, Sydney, Australia

Background: The use of everolimus in a calcineurin inhibitor (CNI)-

sparing regimen in patients after kidney or heart transplant is estab-

lished. In comparison, real-world experience with everolimus in liver

transplantation (LT) recipients is limited. We aimed to study the

indications, dosing, duration and adverse events of patients com-

menced on everolimus post-LT.

Methods: Patients treated at an Australian LT centre who were

commenced on everolimus post-LT between Jan 2010 to Dec 2015

were retrospectively studied. Data were obtained from medical

records and medication charts.

Result: During the study period, 27 patients (41% male) were com-

menced on everolimus post-LT. Two patients had a combined liver-

kidney transplant. Median age at LT was 50 years [interquartile range

(IQR) 37.5–58.5 years]. Causes of liver disease were: autoimmune

hepatitis (5/27, 19%), primary sclerosing cholangitis (4/27, 15%),

alcohol (4/27, 15%), hepatitis B (3/27, 11%), hepatitis C (3/27, 11%),

primary biliary cholangitis (2/27, 7%) and other (6/27, 22%). Five

patients had concomitant hepatocellular carcinoma (HCC). Ever-

olimus was started at a median time of 6.2 years (IQR 0.7–10.5) after

LT. The most common indication was prevention of recurrent

malignancy (13/27, 44% [10/13 skin cancer, 3/13 HCC]), followed by

preservation of renal function (8/27, 30%), non-renal toxicity from

other immunosuppressants (4/27, 15%), and chronic rejection (2/27,

7%). The median dose was 0.75 mg twice daily (IQR 0.5–0.875 mg).

The majority of patients remained on low-dose CNI while on ever-

olimus (19/27, 70%). Most received 3 immunosuppressive agents (15/

27, 56%), while 8/27 (30%) received 2 agents and 4/27 (15%)

received 4 agents. There were no differences in renal function over

time compared to baseline (Table 1, P[0.05 for all time points). At

the end of study period, everolimus had been discontinued in 17/27

(63%). Patients received everolimus for a median duration of 1.2

years (IQR 0.3–2.3 years). Predictors for remaining on everolimus on

univariate Cox regression were initial dose C1 mg (hazard ratio [HR]

16.33, 95% confidence interval [CI] 1.68–158.40, P = 0.016), and 1

year (HR 1.01, 95% CI 1.00–1.02 P = 0.048) after commencement.

These did not remain significant on multivariate analysis. The most

common reasons for cessation were adverse events (11/27, 41%) and

impairment of wound healing (2/27, 7%). Adverse events related to

everolimus were pancytopenia (5/27, 19%), biopsy proven rejection

(4/27, 15%) and other: nausea, rash, bone pain, pneumonitis, pro-

teinuria (each 1/27, 4%). There were no cases of hepatic artery

thrombosis.

Conclusion: In this Australian single-centre experience, use of

everolimus post-LT (unfunded in Australia) was uncommon and

primarily commenced for prevention of malignancy, especially skin

cancers. Treatment was discontinued in over half of patients, mainly

due to development of adverse events.

PP0711

Effect of different suprahepatic vena cava reconstruction methods
on the hemodynamics of rats after liver transplantation

Yuan Huang1, Hongdong Wang1, Shiwei Yang1, Riga Su1,
Jiahong Dong1

1Center for Hepatobillary and Pancreatic Diseases, Beijing Tsinghua

Changgung Hospital, Medical Center, Tsinghua University, Beijing

Background: There are few studies on the hemodynamic changes

after orthotopic liver transplantation in rats. In this study, we aimed to

evaluate the effect of different suprahepatic vena cava (SHVC)

reconstruction methods on the hemodynamics of rats after liver

transplantation.

Methods: Three rat liver transplantation groups were created

according to the SHVC reconstruction method: Kamada’s two-cuff

technique, a modified veno-lined stent technique, and Harihara’s

three-cuff technique. Ten rats of similar weight were grouped as the

control. Anatomical, ultrasonic, and hemodynamic parameters and the

microcirculation of the liver were measured after transplantation. The

detailed operation time, operative complications, and animal survival

were recorded.

Result: All the recipients showed portal hypertension 1 month after

transplantation. The portal hypertension in the group with the modi-

fied veno-lined stent technique was the most severe. The value

measured with real-time elastography was significantly higher in the

recipients using the modified veno-lined stent technique than in the

other two groups (P, 0.01). There was no difference in the graft

microcirculation after reperfusion among the three groups. The sur-

vival rate of the three groups displayed no difference, but the

modified veno-lined stent technique led to more venous complications

than the other two techniques.

Conclusion: The hemodynamics after liver transplantation in rats is

determined not only by the cuff used for portal vein reconstruction but

also by the cuff or stent for the SHVC. Some SHVC reconstruction

methods, such as the modified veno-lined stent technique, Miyata’s or

Settaf’s three-cuff techniques, significantly affect the hemodynamics.
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Experiences of microsurgical reconstruction for variant hepatic
artery in living donor liver transplantation

Yuan Huang1, Yurong Liang1, Riga Su1, Jiahong Dong1

1Center for Hepatobillary and Pancreatic Diseases, Beijing Tsinghua

Changgung Hospital, Medical Center, Tsinghua University, Beijing

Result: There is an emergent need for improving the microsurgical

technique of variant arterial anastomosis to reduce the often seen

surgery-related complications. We describe in this article our

experience in improving this technique, in 73 living donor liver

grafts (64 right lobes, 9 left lobes) in patients with end-stage liver

disease during living donor liver transplantation. The hepatic

arteries were evaluated preoperatively with computed tomography

and magnetic resonance angiography. In this series, 13 grafts

(17.80%) with variant hepatic artery were conducted arterioplasty

on a back-table under a loupe or a high-power microscope, which

included one recipient in situ interposition vessel graft of recipient

proper hepatic artery for artery reconstruction. The back-table re-

construction time was 16 ± 5.6 min. No arterial thrombosis was

found in these cases during the 6-month postoperative follow-up.

On the basis of our experience, we suggest that back-table mi-

crosurgical plasty for graft with arterial variation should be applied

to minimize operative difficulties and to avoid arterial complica-

tions in living donor liver transplantation.

PP0713

Liver transplantation for liver failure caused by alcoholic
cirrhosis complicated with portal ductopathy

Yao Wang1, Xijing Xu1, Ying Sun1, Xiaodong Sun2, Guoyue Lv2,
Xiaoyu Wen1, Qinglong Jin1

1Department of Hepatology, The First Hospital of Jilin University,

Jilin; 2Department of Hepatobiliary Surgery, The First Hospital of

Jilin University, Jilin

Background: Portal ductopathy has been widely accepted as a dis-

ease that the anatomy morphological and functional abnormalities of

intrahepatic and extrahepatic bile duct, cystic gall duct and gall-

bladder which are leaded by extrahepatic portal vein obstruction.

Symptomatic portal ductopathy is unusual.

Methods: In our department, 1 case of chronic alcoholic cirrhosis

complicated with portal ductopathy developed to chronic liver

failure who were treated successfully by internal medicine treat-

ment, artificial liver plasma exchange therapy and liver

transplantation. A 41-year old man had 3-years liver cirrhosis

related to alcoholic. He developed liver failure after 1 month

abdominal distension and edema of lower limbs, then icteric sclera

and yellowish urine for 15 days. Laboratory examination showed

increased bilirubin and failed blood coagulation function. On CT

and pathology, broadening portal vein oppressed the bile duct

around the hepatic hilar region.

Result: We made artificial liver plasma exchange therapy several

times waiting for liver transplantation. After liver transplantation, the

dying patient began to recover who had gone throngh mycotic

infection and rejecting.

Conclusion: For this case, we think it is useful to the clinical diag-

nosis and treatment of patients who have liver failure caused by portal

hypertension combining with portal ductopathy.

PP0714

Impact of model for end stage liver disease
score on living donor liver transplant recipient outcomes

Hardik Patel1, Shailendra Lalwani1, Vivek Mangla1, Samiran
Nundy1, Naimish Mehta1

1Sir Gangaram Hospital, New Delhi, India

Background: Model for end stage disease score (MELD) is used to

allocate the liver for patients awaiting deceased donor liver transplant

(DDLT). However, its role in living donor liver transplant (LDLT) is

not clear with previous studies showing conflicting results.

Methods: We retrospectively analyzed prospectively collected data

of 211 liver transplants performed between July 2010 and December

2014. All consecutive adults undergoing LDLT for decompensated

CLD were included in this study. Patients were divided into two

groups, group H with MELD 25 and group L with MELD \25 and

compared for their post operative outcomes. Statistical analysis was

done using SPSS version 21. Continuous variable between two groups

was compared using student t test while chi square test was used for

categorical data. P value of \0.05 was considered significant. Multi

variant analysis was done using logistic regression test.

Result: Total 140 adults were included in the study. Mean age was 46

years with male: female ratio of 3:1. Decompensated CLD due to

HCV infection and alcohol (26% each) was the commonest indica-

tion. 98 patients included in group L & 42 in group H. Pre-operative

demographics, graft recipient weight ratio, cold ischemia time, warm

ischemia time, anhepatic phase and IVC clamping time were com-

parable in both groups. On statistical evaluation, extubation time was

longer for group H (2.54 vs. 1.28 days) but overall ICU stay and

hospital stay was similar for both the groups. Sepsis was more

prevalent in group H (31 vs. 13%, p value 0.01). Incidence of renal

dysfunction, rejection, biliary complication, convulsion, invasive

fungal infection respiratory complications were comparable in both

groups. Vascular complications occurred in only 2 patients (0.95%) in

group L. There was no difference in mortality between two groups (14

vs. 13%). On univariate analysis, prolonged warm ischemia time (p

0.05), IVC clamping time (p 0.02), high intra operative blood loss (p

value 0.001), use of left lobe graft (p 0.04) and post-operative sepsis (p

\ 0.001) were found as significant predictors of poor operative out-

come. On Multivariate analysis use of left lobe graft (p 0.005, OR

0.04, CI 0.004–0.38), higher intra operative blood loss (p 0.002, OR

1.001, CI 0.97–1.25) and post-operative sepsis (p 0.000, OR 0.04 CI

0.009–0.22) independently predicted the mortality.

Conclusion: LDLT is effective option with good results even in

patients with MELD and high MELD should not be a contraindication

for LDLT.

PP0715

Clinical analysis of post liver transplantation patients with pure
red cell aplasia associated with human parvovirus B19 infection

Hongling Liu1, Zhang da Li2

China Military Institute of Chinese Medicine, 302 Military Hospital,

Beijing; 2Beijing 302 Hospital, Beijing
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Background: To observe the clinical characteristics and therapies of

the post liver transplantation patients suffered with pure red cell

aplastic anemia (PRCA) caused by human parvovirus B19 (HPV

B19).

Methods: 420 post transplantation patients who accepted regular

follow-up from July 2007 to July 2016 in our hospital. Among them,

there were 5 patients who diagnosed to have PRCA associated with

HPV B19 because of significantly hemoglobin level decline, changes

of cytological of bone marrow, and HPV B19 IgM positive. Ruleing

out other etiologies and diagnosis of PRCA, the patients received

gamma globulin, glucocorticoids, erythrocytes infusion and adjust-

ments of immune-suppressant therapy.

Result: After treated with gamma globulin, glucocorticoids and other

comprehensive therapies, patient’s symptom including fatigue, short

breath and dizzy were alleviated, and hemoglobin level, reticulocytes

value increased.

Conclusion: It were necessary for the patients who suffered with

PRCA associated with HPV B19 after liver transplantation to diag-

nosed early and were treated timely. Gamma globulin,

glucocorticoids, erythrocytes infusion and adjustment of immuno-

suppressive agents were effective measures.

PP0716

Clinical experience of everolimus after liver transplantation

Yang Won Nah1, Hyung Woo Park1, Eun Ae Byun1

1Ulsan University Hospital, Ulsan, Korea

Background: This study was done to assess our experience with the

use and management of everolimus-based regimens post-liver trans-

plantation since National Health Insurance permitted EVER usage for

liver transplantation (LT) on June 2015 in Korea.

Methods: Among 146 patients who underwent liver transplantation at

UUH from Mar. 2002 to Aug. 2016, 16 patients received Everolimus

in addition to Tacrolimus (Tac). The reasons of EVER addition

included potential renal dysfunction, malignancy, neurologic com-

plication, immunologic events and hyperkalemia. The primary end

point of this study was to see the reversal of the indication of EVER.

The adverse effects and the reasons for discontinuation were

investigated.

Result: EVER was added to Tac 1–105 (mean, 36.1) months after LT

in this study (Table 1). Among 8 patients with potential renal dys-

fucntion 2 patients discontinued EVER and 4 patients showed slight

improvement in kidney function. 1 patient with steroid-resistant

rejection with deep jaundice responded gradually over 4 week-period.

1 patient with acute cellular rejection and interface hepatitis on biopsy

showed marginal response. 1 patient with metastatic HCC and 1 with

de novo testicular lymphoma were under remission for 20 and 6

months after multimodality therapy including EVER addition

respectively. 1 patient with metastatic HCC did not show any onco-

logic response. 1 patient with ataxia did not show any improvement

and discontinued EVER 4 weeks later. The reasons to discontinue

EVER were additional surgery (2), drug interaction with antifungal

drug (1) and no response to the neurologic indication (1). 1 patient

with pancytopenia managed well with dose adjustment.

Conclusion: EVER introduction even long after LT could improve

renal function. Effect of EVER on steroid resistant rejection deserve

additional attention. More experience and study on EVER usage are

needed to establish its role in liver transplantation.

PP0717

The relationship and significance of miRNAs and the recurrence
of hepatocellular carcinoma after liver transplantation in Wistar
rats

Changjun Men1

1Digestive Department, The First Central Hospital of Tianjin, Tianjin

Background: To investigate the relationship and significance of

miRNAs and the recurrence of hepatocellular carcinoma after liver

transplantation in Wistar rats.

Methods: Small and superficial incision into the left lateral lobe of

male Wistar rats, 0.5–1.0 mm cube of walker-256 carcinosarcoma

fragments was implanted into the 1iver incision. The rat model of
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liver cancer was established after 2 weeks. The liver transplantation

model was established in weeks. 3 weeks after transplantation, the

Wistar rats after liver transplantation was divided into 2 groups: no

recurrence group (group A) and recurrence group (group B) after liver

transplantation. The survival rate of liver cancer after liver trans-

plantation was 3 weeks. And extraction of total RNA in liver tissue of

group a total RNA and B group in HCC tissues, using real-time

quantitative polymerase chain reaction (qRT-PCR) was used to detect

miR-192, miR-122, miR-146a, miR-148a, each sample was repeated

three times experiments.

Result: The presence of solitary tumor was 100% at 2 weeks in the

intrahepatic tumor implantation model, and the OLT of recipients was

done.The 3-week survival rate after OLT was 76.7% (46/60). The

relative expression of -192 was higher, and the relative expression

of, miR-122, miR-146a and miR-148a were lower in the recurrence

group than that of the non recurrence group after liver transplantation

for HCC, the difference was statistically significant.

Conclusion: Our study, in addition to suggesting a different miRNA

expression pattern between HCC samples of rats with recurrence and

those with non-recurrence, proposes that this four -miRNA signature

may serve as biomarker for prognosis of HCC recipients following

OLT.

PP0718

Resection plane-dependent error of CT volumetry for right
hepatic lobe in live liver donors

Heonju Kwon1, Kyoung Won Kim2, Bohyun Kim3, So Yeon Kim2,
Jeongjin Lee4, Gi Won Song2, Sung Gyu Lee5

1Kangbuk Samsung Medical Center, Sungkyunkwan University

School of Medicine, Seoul, Republic of Korea; 2Asan Medical

Center, University of Ulsan College of Medicine, Ulsan, Republic of

Korea; 3Ajou University Medical Center, Suwon, Republic of Korea;
4Soongsil University, Seoul, Republic of Korea; 5Asan Medical

Center, University of Ulsan College of Medicine, Seoul, Republic of

Korea

Background: CT hepatic volumetry is currently accepted as the most

reliable method for preoperative assumption of the graft weight for

living donor liver transplantation. However, the estimated value from

CT volumetry can be deviated from real graft weight due to several

factors including the difference between the preoperative assumptive

and the actual hepatectomy planes. It may be worthwhile to determine

how much each factor contributes to the error of CT volumetry. Thus,

the purpose of this study was to determine the resection plane-de-

pendent error of CT volumetry for right hepatic lobe in live liver

donors.

Methods: Study group consisted of 46 live liver donors (30 men,16

women; mean age, 27.0 years ± 8.2) in whom right hepatic lobe was

procured for living donor liver transplantation. They underwent CT

scans B2 months before the liver procurement and within postoper-

ative day 7. Prospective CT volumetry (VP) was performed by two

radiologists in consensus using a computer-aided liver volumetry

software. VP was measured with assumptive right hepatectomy plane.

Retrospective liver volume (VR) was measured with actual plane

determined by comparing the preoperative and postoperative CT

scans. Compared with intraoperatively measured weight (W), errors

with percentage (%) of VP and VR were evaluated. Plane-dependent

error of VP was defined as absolute difference between VP and VR. %

plane-dependent error was defined as follow: |VP–VR|/W 9 100.

Result: Mean VP, VR, and W were 761.9 mL ± 136.6 (median, 767.1;

range 469.3–1258.6), 755.0 mL ± 139.1 (765.1; 462.2–1237.6), and

696.9 g ± 116.4 (705.0; 400.0–1050.0). Mean error and % error of VP

were 73.3 mL ± 52.4 (69.2; 0.7–208.6) and 10.7% ± 7.6 (10.0;

0.1–32.3). Mean error and % error of VR were 64.4 mL ± 48.5 (53.9;

0.1–187.6) and 9.3% ± 6.7 (9.0; 0.01–25.1). Mean plane-dependent

error of VP was 32.4 mL ± 27.0 (24.0; 1.6–112.6). Mean % plane-

dependent error was 4.7% ± 4.0 (3.3; 0.2–18.2). The plane-dependent

error of VP exceeded 10% of W in approximately 10% of the subjects

in our study.

Conclusion: There is approximately 5% plane-dependent error for VP

at CT volumetry. However, even with correction of plane-dependent

error, error of VR is still approximately 9% compared with W.

PP0719

Results and assessments of enhanced recovery after surgery
in liver resection of elderly patients

Hiroki Kudo1, Yasuji Seyama1, Hiroyuki Kanomata1, Keiichi
Nasu1, Kentaro Inada1, Yukiko Takahama1, Ikuo Wada1,
Tsuyoshi Maeshiro1, Sachio Miyamoto1, Nobutaka Umekita1

1Tokyo Metropolitan Bokutoh Hospital, Tokyo, Japan

Background: Enhanced recovery after surgery (ERAS) pathways

have been proven to be useful in gastrointestinal surgery, especially in

colorectal surgery. In 2011, we introduced an ERAS pathway in liver

surgery in which a patient is discharged 7 days after surgery, and

actually 80% of patients have been discharged within 7 days after

surgery. We, herein, surveyed high risk patients, in particular, patients

aged 80 or older who underwent liver surgeries in our hospital.

Methods: We refer to preoperative counseling, a clinical pathway

during hospital stay, removal of a nasogastric tube after anesthesia,

less invasive wound (utilizing laparoscopy in surgery), dermal suture,

early nutrition, pre-emptive analgesia for early ambulation, early

removal of drains, outpatients clinic care as ‘‘ERAS in liver surgery’’.

Twenty-six consecutive patients aged 80 or older without severe

cardiac or renal dysfunction underwent elective liver surgery without

gastrointestinal reconstruction between 2011 and 2016.

Result: The average age was 82.8 (80–90) years old. Fourteen, 8 and

4 cases underwent hepatectomy for hepatocellular carcinoma, meta-

static liver tumor and gallbladder carcinoma, respectively. We used

laparoscopy, including hand-assisted laparoscopic surgery (HALS), in

9 cases (34.6%). We performed limited partial resection in 10 cases

(38.5%) and segmentectomy or more extensive liver resection in 16

cases (61.5%). The average postoperative stay was 9 days, and the

median value was 7 (4–27) days. Of all the 26 cases, 16 cases (61.5%)

were discharged within 7 days after surgery and no postoperative

complication occurred among them. The other 10 cases were dis-

charged 8 days or longer after surgery, 6 cases of which had some

postoperative complication and 4 cases of which stayed at hospital

8–21 days after surgery due to social circumstances without any

postoperative complication. The postoperative complications were as

follows: biliary fistula (2 cases), pleural effusion (1 case), hypona-

tremia (1 case), vasovagal syncope (1 case), pneumonia (1 case). Of

all the 9 cases in which laparoscopic surgery was performed, 8 cases

were discharged within 7 days after surgery. One case (3.8%) died

due to pneumonia after long hospital stay though 30-day postopera-

tive mortality was zero.

Conclusion: In patients aged 80 or older, 7-day postoperative hospital

stay supported by ERAS in liver surgery is clinically reasonable and

can be standardized.
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Kupffer cell necroptosis facilitates liver inflammatory immune
activation against ischemia and reperfusion

Haoming Zhou1, Xuehao Wang1, Yuan Zhai2, Ling Lu1

1The First Affiliated Hospital of Nanjing Medical University,

Nanjing; 2The Dumont-UCLA Transplant Center, Department of

Surgery, David Geffen School of Medicine at UCLA, Los Angeles,

CA, USA

Background: Although major progress has been made in our

understanding of molecular mechanisms of liver immune activation

against ischemia reperfusion injury (IRI), the cellular basis of the

response, particularly, roles of Kupffer cells (KCs), remains obscure.

Recent seminal findings on tissue resident macrophage lineage and

function further prompted us to ask the question how these liver

resident KCs responded in this tissue inflammatory/injury response.

Methods: In a murine liver partial warm ischemia model, we per-

formed kinetic analysis of liver macrophages by FACS and immuno-

histological staining.

Result: Results showed that resident KCs and infiltrating macro-

phages (iMØ), with F4/80+CD11b-Gr1- and F4/80+CD11b+

phenotypes respectively, responded to IR distinctively. Liver

inflammatory immune activation was associated with not only a

significant infiltration/activation of iMUs, but also a drastic depletion

of KCs, due to necroptosis. Host pre-treatment with necroptosis

inhibitor Nec-1s significantly reduced KC death, resulting in the

inhibition of liver inflammatory immune activation and protection of

livers from IRI. This liver protective effect of Nec-1s was diminished

by clodronate-liposome-mediated depletion of KCs. Furthermore,

host reconstitution of KCs after liver ischemia inhibited liver pro-

inflammatory immune response and protected livers from IRI.

In vitro, induction of necroptosis in macrophages facilitated their pro-

inflammatory cytokine productions upon TLR4 stimulation.

Conclusion: These results reveal us a previously unrecognized

mechanism of liver inflammatory immune activation, i.e., necroptosis

of tissue resident macrophages, which functions in parallel with iMU
infiltration/activation in the pathogenesis of liver IRI.

PP0721

Distinctive role of mTORC1 vs. mTORC2 in liver ischemia
and reperfusion injury

Haoming Zhou1, Xuehao Wang1, Yuan Zhai2, Ling Lu1

1The First Affiliated Hospital of Nanjing Medical University,

Nanjing; 2The Dumont-UCLA Transplant Center, Department of

Surgery, David Geffen School of Medicine at UCLA, Los Angeles,

CA, USA

Background: Distinct role of mTORC1 and mTORC2 has been

found in ischemia and reperfusion (IR) models. We have previously

shown that mTORC2 activation was essential for the protection of

mTORC1 inhibition by rapamycin in liver IR injury. Since no

mTORC2 inhibitors are currently available, the role of mTORC1 and

mTORC2 in liver IRI still remains unclear. This study aims to

determine the role of mTORC1 and mTORC2 in liver IRI and the

underlying mechanism.

Methods: In a murine liver partial warm ischemia model, hepatocyte

mTORC2 was specifically inhibited by AAV8-RICTOR shRNA

mediated Rictor (key element and regulator of mTORC2) knock

down (KD). Liver injury and inflammation was compared with

control group. In vitro, mTORC1 and mTORC2 was specifically KD

both in hepatocyte and Bone-marrow derived macrophage (BMDM)

by Raptor or Rictor siRNA transfection respectively. Hepatocyte cell

death and macrophage inflammatory activation was compared

between groups.

Result: Liver ischemia transiently inactivated mTORC2, followed by

its reactivation sustained throughout reperfusion. mTORC1 was only

transiently activated during reperfusion. In mice infected with Rictor

shRNA AAVs, liver Rictor expression was completely KD, as com-

pared with those infected with control shRNA AAVs. Rictor knock-

down resulted in exacerbation of liver IRI, as evidenced by higher

sALT at both 6 and 24 h post reperfusion and histological analysis.

In vitro, while Raptor KD protected hepatocyte from both inflam-

mation (TNF-a) and stress (Thapsigargin) induced cell death by

enhancing caspase 3 activation, Rictor KD increased hepatocyte cell

death, and promoted macrophage pro-inflammatory activation.

Although Raptor KD had no significant effect on BMDM pro-in-

flammatory activation, Rictor KD did increased macrophage pro-

inflammatory TNF-a and IL-6 production, and decreased anti-in-

flammatory IL-10 production.

Conclusion: mTORC1 and mTORC2 play distinctive roles both in

liver parenchymal cell survival and macrophage inflammatory acti-

vation. Rictor/mTORC2 is a critical pro-survival and immune

regulatory signaling molecule in livers during IR injury.

PP0722

Can variceal band ligation improve MELD score prior to liver
transplantation?

Ali Ismael1,2, Abduh Elbanna3, Abd Elrazek Abd Elrazek4

1Department of Internal Medicine, Zagazig Faculty of Medicine,

Zagazig, Egypt; 2Farwaniya Hospital, MOH, Salmiya, Kuwait;
3General, Laparoscopic Surgery, Al Azhar University, Cairo, Egypt;
4Transplant Hepatology, Aswan School of Medicine, Aswan, Egypt

Background: Esophago-gastric varices are abnormal distended veins

usually in the esophagus (esophageal varices) and less commonly in

the stomach (gastric varices) or in other sites (ectopic varices),

bleeding such varices prior to liver transplantation may increase the

MELD score associated-co-morbidities and even mortalities, however

many hepatologists worldwide do not prefer performing Variceal

Band Ligation (VBL) prior to liver transplant operation, choosing

medical therapy instead, however we believe (VBL) should be opti-

mized critically to improve overall success, here we present our study

hypothesis if (VBL) may have a beneficial role improving MELD

score prior to Liver Transplantation.

Methods: prospectively 70 patients; 53 male and 17 female awaiting

for liver transplantation aged (18–63) year- old (MELD score ranged

between, 16 and 38), presented with esophageal/gastric varices with

different grades, VBL was done as primary prophylaxis and com-

parative MELD score was calculated at the time of VBL and 2 weeks

further on. Children was excluded from the study, additionally

patients beyond Milan HCC criteria and those with contraindication

for major surgery were excluded also.

Result: MELD score improved post VBL without reported compli-

cations, additionally VBL as a primary prophylaxis was a corner stone

procedure saving those with large varices against bleeding may affect

the overall operation prognosis, Mean, Median and SD before and

after VBL was; (18.8, 19.2, 6.02) and (16.9,15,9,6.5) respectively.

Conclusion: Those cirrhotic patients presented with large Esophageal

varices (LEVs) prepared for liver transplantation should receive

variceal band ligation (VBL) prior to surgery, hence we evaluated

their MELD before and post VBL, however MELD score have
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improved totally post (VBL), statistically showed no significant

consideration.
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Right hepatectomy for giant liver hemangioma with Kasabach
Merritt syndrome: a rare case report

Bhavin Vasavada1, Hardik Patel2

1Shalby Hospitals, Ahmedabad, India; 2Consultant Hepatobiliary and

Liver Transplant, Mumbai, India

Background: Giant liver hemangioma with Kasabach Merritt syn-

drome is a rare presentation of liver hemangioma and has high chance

of rupture and bleeding.

Methods: 37-year-old female presented to us with 6 month history of

recurrent abdominal pain, weight loss. On examination large

hypochondrial mass which was moving on respiration suggestive of

liver mass. Ultrasound showed large right hepatic mass. CT scan

suggestive of huge right liver mass involving entire right lobe, with

peripheral nodular enhancement and progressive centripetal fill-in

suggestive of hemangioma, rest of the liver was non cirrhotic with

normal spleen and no signs suggestive of portal hypertension. Her

blood chemistry showed platelet count of 68000 and INR of 1.4

suggestive of Kasabach Merritt syndrome.

Result: In view of size of the mass, symptoms and associated

Kasabach Merritt syndrome, patient was offered surgical removal of

the tumor. On exploration tumor was entirely involving right lobe so

decision for right hepatectomy was taken. Liver was mobilized, portal

dissection was done. Right hepatic artery, right portal vein and right

bile duct was dissected and looped. Right hepatic artery and right

portal vein was clamped and transection line was marked. Liver was

transected under selective occlusion of right portal vein and right

hepatic artery. Right hepatic artery, right portal vein and right bile

duct was doubly ligated and divided. Right hepatic vein was divided

intrahepatically and specimen was retrieved. Hemangioma was of 25

cm 9 20 cm 9 16 cm and weighed 1.8 kg. Histopathology confirmed

giant hemangioma. Postoperative course of the patient was unevent-

ful. On day 3 platelet count was improved to 98000 and INR

improved to 1.2. Patient was discharged on day 5. There was not

morbidity.

Conclusion: Right hepatectomy for giant hemangioma of liver is safe

procedure and can be curative for associated Kasabach Merritt

syndrome.

PP0724

Alveolar soft part sarcoma with isolated liver metastasis treated
with liver resection with 2 year recurrence free survival: a rare
case report

Bhavin Vasavada1

1Shalby Hospitals, Ahmedabad, India

Background: Alveolar soft part sarcoma is a rare tumour, liver

metastasis and treatment of liver metastasis from it is controversial.

We report a case of liver metastasis from alveolar soft part sarcoma

treated surgically with long term survival. To our knowledge it is the

first case reported for liver resection for liver metastasis from alveolar

soft part sarcoma with 2 year recurrence free survival.

Methods: 34 year male presented to use from liver metastasis from

alveolar part sarcoma in segment 8. He was diagnosed to have 8 by 10

cm alveolar soft part sarcoma of left thigh at other institute for which

he has undergone wide local resection. Resection was adequate with

negative margins. He was on regular follow up. On follow up ct scan

[image 1] he was found to have liver metastasis in segment 8 one year

post primary surgery. He had no metastasis in other parts of the body

as confirmed by whole body PET scan. Biopsy confirmed it was

alveolar soft part sarcoma. As it was isolated liver metastasis with no

other site metastasis with 1 year time duration between primary

surgery, we offered him surgery.

Result: Ultrasonographic guided segment 8 resection was done with 1

cm margins of tumor. [Image 2] Post surgery repeat ultrasonography

confirmed complete removal of tumor. No blood transfusions were

required during the surgery. Patient recovery was uneventful fol-

lowing surgery and patient discharged on post operative day 4 without

any complications or morbidity. Patient was followed up with every 3

monthly ultrasonography and chest X ray and CT scans of abdomen
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and chest every 6 monthly. Patient is doing well 2 year post liver

metastasis surgery and 3 year post primary surgery with no recurrence

anywhere in the body.

Conclusion: Liver resection for liver metastasis from alveolar soft

part sarcoma is an effective treatment and should offered as a curative

treatment in selected cases.

PP0725

Modified ALPPS procedure with portal vein flow/pressure
modulation a key to successful ALPPS procedure?

Bhavin Vasavada1

1Shalby Hospitals, Ahmedabad, India

Background: Surgical treatment is only chance of cure in case of

hepatocellular carcinoma and liver metastasis particularly in col-

orectal liver metastasis and neuroendocrine liver metastasis. Main

drawback in surgery is inadequate future liver remnant. Portal vein

embolization and portal vein ligation are effective procedure in

increasing future liver remnant but takes long time in achieving

desired remnant volume and resulting high chance of interval tumor

growth.

Methods: Recently developed ALPPS technique helps in achieving

rapid hypertrophy but main issue is high mortality and morbidity due

to sepsis and post hepatectomy liver failure or small for size syn-

drome. Recently published modified ALPPS procedure can help in

reducing septic complications due to ALPPS. Experience in live

donor liver transplant suggest that problem of small for size syndrome

can be prevented by portal vein flow or pressure modulation and same

is seen in some reports of post hepatectomy liver failure.

Result: We propose a hypothesis that if we add portal vein flow or

pressure modulation along with modified ALPPS preserving portal

pedicles it can prevent post hepatectomy liver failure and septic

complications and thus can reduce mortality and morbidity and can

make ALPPS a safe procedure to increase future liver remnant and

can offer cure in may liver tumors either hepatocellular carcinoma

and liver metastasis.

Conclusion: From recent evidences it is clear that our hypothesis of

portal flow or pressure modulation by either pre operative splenic

artery ligation or splenectomy along with modified portal pedicals

preserving ALPPS is the way forward for successful ALPPS with

acceptable morbidity and mortality.
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Liver metastases of cutaneous malignant melanoma: a case report

Yiwen Kui1, Miaomiao Mao1, Qinglong Jin1, Xiaoyu Wen1

11st Hospital of Jilin University, Jilin

Introduction: Malignant melanoma is a common malignant tumor of

the skin. The number of patients diagnosed with malignant melanoma

is increasing as reported by National Cancer Institute (NCI). But liver

metastases of malignant melanoma is rarely reported in China.

Case description: We present a case of a 34-year-old woman with

complaints of nausea, vomiting and abdominal distention. Physical

examination revealed hepatomegaly and some multiple black skin

lesions on the right leg. A CT scan showed that there were multiple

occupy lesions in the liver. PET-CT scan and ECT found osseous

metastases and lymphatic metastasis. Bone marrow smear and biopsy

proved the osseous metastases. We performed skin biopsy and the

mass was found to be the malignant melanoma. The patient died

shortly because of the rapid progression.

Discussion: Melanoma is one of the most aggressive cancers, and its

prognosis is very poor. The main metastasis of malignant melanoma

is lymphatic metastasis and hematogenous metastasis. The

hematogenous metastasis often occurs in the lung, liver and brain etc.

Pathological examination has important significance for the diagnosis

of the disease. The treatments of malignant melanoma include sur-

gical resection, chemoradiotherapy and immunotherapy. According to

the recent studies, immunotherapy is beneficial in advanced mela-

noma and can increase the life expectancy of these patients.

PP0727

Studying the expression of interleukin-32 in hepatitis B virus
related hepatocellular carcinoma

Zou Meiyin1, Zhu Yonggen2

1The Third People’s Hospital of Nantong, Nantong; 2The People’s

Hospital of Nantong, Nantong
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Background: To explore the changing of interleukin (IL)-32 in

peripheral blood and liver tissue with hepatitis B virus (HBV) related

hepatocellular carcinoma (HCC). At same time, to detect the level of

IL-32 in the cell lines of HepG2, HepG2 2.15 in vitro.

Methods: In the third People’s hospital of Nantong from 2013-1-1 to

2016-6-1, 27 patients with HBV related liver cirrhosis (LC), 29

patients with HBV-HCC, 17 healthy controls were enrolled in the

study, enzyme linked immunosorbent assay (ELISA) was used to

detect peripheral IL-32. 20 groups of liver tissue with HBV-HCC or

HBV-LC were used to test IL-32 with immunohistochemistry. Cell

lines including human hematoma HepG2 and HepG2 2.15 were cul-

tured for 72 h, then West blotting was used to detect IL-32 in

supernatant.

Result: Peripheral IL-32 in patients with HCC ((479.46 ± 204.46) ng/

L) was more than with LC ((333.61 ± 162.76) ng/L); In patients with

LC was more than with healthy controls ((75.58 with ± 9.90) ng/L),

(P\0.005); The level of IL-32 in liver tissue with HCC was higher

than with LC (z = 2.725, P = 0.006). But IL-32 was not detected in

supernatant in vitro when the cell lines of HepG2 and HepG2.2.15

were cultured for 72 h.

Conclusion: IL-32 was over expression in peripheral blood and liver

tissue with HBV-HCC. IL-32 might play a role in the promotion of

HBV-HCC.

PP0728

The follow up studies hepatitis c genotype 3 patients who received
conventional interferon for one year between 2002 to 2004
in northern area of Pakistan for sustain viral response
and chronic liver illness

Mohan-Kumar1, Asghar Aurangzeb Durrani1, Nayyar-Yaquoob1,
Taimurzeb Durrani1, Ajeet-Kumar1

1Pakistan

Background: The observations from Follow up study of patients of

hepatitis c genotype 3 patients who received conventional interferon

for 1 year between 2002 to 2004 in northern area of Pakistan for

sustain viral response and progression of chronic liver illness.

Methods: The patients selected and follow up were treated in Health

care centre Buner, Digestive disease center Main civic centre

Islamabad between 2002 to 2004 with conventional interferon three

time week and ribavirin for 48 week and were follow up. Total no of

patient were 212. 198 showed sustain response after 1 year these

patient were follow-up annually. After 5 years the patients follow up

were dropped from 190 to 168 who kept follow up their follow up was

regularly maintain by doing HCV viral load and liver scan. They were

also asses for any other new symptoms and were follow up for HCV

SVR, CLD and HCC. The patients follow up rate was 136 at 2006 and

130 at 2007. The follow up in 8th year 142 and 10th year 156. Those

missing were contacted on record address and then the factors such as

going abroad study. Employment young age group. Female marriage

for missing appointment and fall in follow up of patients were

obtained.

Result: The fallow up fall rate due to relapse of hepatitis c was less

than 10% in this group who received 1 year therapy. The majority fall

in follow up was between age 20 to 55 year who went abroad for

employment study and come home after 4 to 10 years. They were still

asymptomatic and were viral free and liver scan normal, so young

age. Sustain viral response in this group and going abroad for

employment, study and marriage was major factor in follow up dif-

ference in different years rather than relapse or mortality in these

patients in this area.

Conclusion: The gradual fall and difference in ratio of follow up in

patients who received conventional interferon for 1 year in this area

does not reflect the progression of chronic liver illness or mortality

due to CLD but other factors mentioned above can also be involved

and may be considered when there is fall in follow up of these patients

in this region.

PP0729

Pure large cell neuroendocrine carcinoma of the gallbladder:
clinical and histopathological features

Ryoichi Miyamoto1, Sosuke Tadano1, Naoki Sano1, Satoshi
Inagawa1, Masayoshi Yamamoto1

1Department of Gastroenterological Surgery, Tsukuba Medical Center

Hospital, 1-3-1 Amakubo, Tsukuba, Ibaraki 305-8558, Japan

Background: Large cell neuroendocrine carcinoma (LCNEC) of the

gallbladder is exceedingly rare. Only a few studies of pure gallbladder

LCNEC without other histological components have been reported in

the literature. Therefore, its biological behavior, appropriate treatment

modalities, and overall patient prognosis remain largely unclear. In

this report, we present a case of a resected pure gallbladder LCNEC

patient. Additionally, we review the relevant LCNEC literature and

discuss the clinical management of LCNEC, including the

histopathological features.

Methods: A gallbladder tumor was incidentally detected in an

86-year-old female. Abdominal computed tomography (CT) also

showed a small-sized mass that was 25 mm in diameter in the gall-

bladder. The patient underwent a cholecystectomy and lymph node

dissection in the hepatoduodenal ligament. Histologically, the 25 9

20 mm mass was observed in the body of the gallbladder. Micro-

scopically, the tumor displayed an insular growth pattern, often with

rosette formations, and was entirely composed of large cells charac-

terized by hyperchromatic nuclei with prominent nucleoli and a

variable amount of cytoplasm. Immunohistochemically, the cancer

cells exhibited strong expression of neuroendocrine markers such as

chromogranin A, synaptophysin, and CD56. Additionally, these

cancer cells showed a Ki67 index of 73%. Somatostatin receptor type

2A was strongly positive, resulting in a score of 3 according to

Volante’s scoring criteria. No evidence of serous or liver invasion and

lymph node or distant metastasis was present. The histological and

immunohistochemical findings were consistent with a pure form of

LCNEC of the gallbladder. Thus, this lesion was assigned a final

classification of pT2N0M0 stage II according to the 7th Union

Internationale Contre le Cancer guidelines. The postoperative course

of this patient was uneventful, and the patient did not exhibit LCNEC

recurrence during the 12-month follow-up period.

Result: Pure LCNEC of the gallbladder is exceedingly rare and was

first reported by Papotti in 2000. Our case presentation was the 9th

case report of LCNEC of the gallbladder (Table).The histological

features of LCNEC are as follows: (1) positivity for neuroendocrine

markers, among which chromogranin A and synaptophysin are the

most commonly identified; (2) a mitotic count exceeding 20/10 HPFs

or a Ki67 index over 20%; and (3) a specific NET pattern of an

organoid structure, rosette formation, and palisading and trabecular

arrangement, as well as prominent nuclei that are more than threefold

the diameter of a lymphocyte.

Conclusion: We reviewed 9 case reports concerning pure LCNEC of

the gallbladder, including the present case. The clinical symptoms and

radiological findings of pure LCNEC were non-specific. The overall

prognosis was poor, but early detection with complete resection might

result in a relatively good prognosis.
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Clinical features of 9 pure large cell neuroendocrine carcinomas of

the gallbladder were shown.

PP0730

Hepatic epithelioid angiomyolipoma: a rare tumor shown
up in 11C-acetate PET/CT

Shing Kee Cheung1, Sirong Chen1, Wai Kong Chan1, Chi-Lai Ho1

1Hong Kong Sanatorium and Hospital, Happy Valley, Hong Kong

Background: Hepatic epithelioid angiomyolipoma (HEAML) is the

epithelioid variant of angiomyolipoma, a rare mesenchymal neoplasia

belonging to the perivascular epithelioid cell neoplasm (PEComas)

family with malignant potential. Owing to its histological features of

predominance in smooth muscle and epithelioid cells but paucity of

fat, CT findings are quite indistinguishable from those of hepatocel-

lular carcinoma (HCC). We performed dual-tracer (11C-acetate and
18F-FDG) PET/CT on a case of HEAML with atypical CT features

reported as indeterminate for haemangioma or HCC.

Methods: Case description: A 53 year-old man with incidental

finding of a 2–3 cm contrast-enhanced lesion in segment IV of liver

for evaluation of epigastric pain. Blood test showed normal liver

function, negative for hepatitis B or C infection and AFP 3.5 ng/ml.

Dual-tracer PET/CT revealed a mildly hypermetabolic lesion in

segment IV, purely avid for 11C-acetate, but with ill-defined meta-

bolic margins. The early and delayed lesion-to-liver 11C-acetate

SUVmax ratios were 1.8 and 1.6, respectively. No fat density was

suggested by CT (HU49). Given such lesion size but ill-defined

margins and delayed washout, it was considered atypical for well-

differentiated HCC or hepatic AML. Together with the low pretest

clinical risk of HCC in this patient, differential possibilities, as

deduced by exclusion, were: FNH, low-grade lymphoma or other rare

hepatic neoplasm. As both FNH and low-grade lymphoma of liver are

rare for the male sex of this age (and no other suggestive features) the

patient subsequently underwent left hepatectomy for fear of an

atypical malignant pathology. Macroscopic pathology showed an ill-

defined tan-color firm nodule. Microscopic examination reported ill-

defined non-encapsulated proliferation of epithelioid and focal spindle

cells, with vesicular nuclei, moderate amounts of pale-to-clear cyto-

plasm. No significant cytological atypia or mitotic activity was

observed and no coagulative necrosis seen. Immunohistochemical

studies were positive for HMB45 and negative for HerPar-1 and

BerEP4. The final histopathological diagnosis was HEAML. Litera-

ture data have reported that malignant PEComas in lung and uterus

showed increased 18F-FDG avidity. However, our case of PEComa is

negative for 18F-FDG, which is metabolically in keeping with the lack

of mitotic figures reported by pathology. In addition, the combined

macro-and-microscopic findings of ill-defined margins and non-cap-

sulated epithelioid spindle cells could be concordant with the

indistinct 11C-acetate uptake pattern by the lesion. This case illus-

trates that metabolic information is valuable in having a closely

matched relationship with histology and addition of 11C-acetate probe

facilitates diagnosis of liver pathology, particularly in hepatitis

endemic localities where HEAML can be a rare differential diagnosis

of HCC.

PP0731

Unclassified hepatocellular adenoma: clinical and pathological
data of 15 cases
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Bordeaux, France; 4Department of Surgery, Hôpital Haut Lévêque

CHU Bordeaux, Bordeaux, France; 5U1053 Université Bordeaux,

Bordeaux, France; 6Department of Hepatology, Hôpital Haut Lévêque

CHU Bordeaux, Bordeaux, France; 7Department of Radiology,
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Université Bordeaux, Bordeaux, France

Background: Unclassified Hepatocellular adenomas (UHCA) are so

far defined by default, indeed all immunomarkers are negative: liver

fatty acid binding protein identifying HNF1a inactivated HCA (H-

HCA), C Reactive protein for inflammatory HCA (IHCA), glutamine

synthetase/b-catenin for b-catenin activated HCA (b-HCA and

b-IHCA).The aim of the study was to review all our UHCA cases

(from 1984-2016).

Methods: The chart of 15 UHCA: age, sex, BMI, mode of discovery,

number of nodules, maximum size and macro/microscopic features

were analysed.

Result: Over a total of 227 resected cases (199 F/28 M) there were 79

H-HCA, 69 IHCA, 22 (b-HCA) [15 ex 3], 32 b-IHCA [19 ex], 15

UHCA and 10 not classified due to massive necrosis. All 15 UHCA

were women, mean age 40 (range 27–48); 15/15 were on oral con-

traceptives and for a known mean of 22 years (range 11–30) in 10/15

cases. BMI was raised in 11 cases, mean 30 (range 19.7–45.7). Mode

of discovery was death by hemorrhagic rupture of the liver, severe

hemorrhage (intratumoral, intrahepatic, or peritoneal), pain, and

chance in 1, 5, 6, 3 cases respectively. Increase size of UHCA during

follow-up was observed in 2 cases. The number of nodules: 1, 2,[2 B

4, C5 was seen in 9, 4, 0 and 2 cases respectively. Number of cases

with nodules (imaging) B5 cm, [5 B 9, C10 were 4, 5 and 6

respectively. Mean size was 6.8 cm (range 1–23). Associated diseases

were diabetes type 2, arterial hypertension in 4 and 3 cases (one of

renal origin) respectively. Non tumoral liver was abnormal in 10

cases: severe steatosis C60% in 6 cases, 30–60% in 2 cases, 10–30%

in 2 cases. Areas of hemorrhage, small or large, recent or old,

macroscopically visible were present in 13 cases, only visible

microscopically in another case, absent in only 1 case. In 13 cases, the

tumors had the same aspect: non encapsulated, well differentiated

hepatocellular proliferation, composed of clear often hypere-

osinophilic and packed cells, well vascularized by numerous arteries

and veins, without noticeable inflammation, ductular reaction, or

steatosis (except at the border in one case). CD 34 was expended but

not diffuse; CK 7 was negative but zonal cholestatic CK7+ hepato-

cytes were frequently observed; reticulin network was normal but

could be disorganized/decreased in regenerative areas. Glutamine

synthetase expression was absent or restricted to few hepatocytes

around veins. In 2 cases there were criteria of malignant transfor-

mation: one was classified as borderline HCA and another one had

also several HCC foci.

Conclusion: Defined by default, UHCA represents 7% of HCA. The

majority of UHCA share common clinical and pathological criteria.

Due to high risk of hemorrhage even for small nodules, resection

could be proposed, even below the 5 cm limit. In the absence of MRI

criteria, the value of the liver biopsy needs to be evaluated. Malig-

nancy can occur in UHCA
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‘‘Tumour fever’’ in a 60-year-old female: a rare case
of inflammatory variant of hepatic angiomyolipoma
with increased IgG4-positive plasma cells
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University Health System, Singapore, Singapore; 2Department of

Pathology, Yong Loo Lin School of Medicine, National University of

Singapore, National University Health System, Singapore, Singapore

Background: Hepatic angiomyolipoma (AML) is a benign tumour of

the liver composed of adipose tissue, smooth muscle and thick-walled

blood vessels that occur in varying proportions, resulting in diverse

histologic appearances that may imitate other tumours such as hep-

atocellular carcinoma (HCC), sarcomas or vascular malformations.

The inflammatory variant of AML is rare, and shows a striking

inflammatory infiltrate with only few fat cells. Most of these tumours

are incidental findings; however rare cases can present with unex-

plained fever or general illness, which resolves after resection of the

tumour.

Methods: We report a case of a 60-year-old lady with a history of

persistent fever for 3 months prior to presentation. An incidental liver

mass was seen on kidney ultrasound for investigation of possible

urinary tract infection. On computed tomography (CT) imaging, the

7.4 cm liver mass in segment 5/6 showed arterial enhancement, and

portal venous and delayed washout. The radiologic differential

diagnoses were hepatocellular adenoma, HCC or focal nodular

hyperplasia. Infectious diseases review found no other clinical focus

of infection, and the clinical impression was of tumour-related fever.

The patient underwent segmental resection of the liver mass.

Result: Grossly, the tumour was circumscribed but unencapsulated,

with a homogenous pale tan fleshy appearance. Microscopically, the

tumour was composed of vague fascicles and haphazardly arranged

spindled to myoid cells associated with a prominent lymphoplasma-

cytic inflammatory cellular infiltrate. Focally, few adipocytes and

occasional thick-walled blood vessels were seen. The spindled cells

show focal positive staining for Melan-A, HMB-45, weak staining

with SMA and were negative for desmin, CD21, CD35, HepPar-1 and

ALK-1. EBER-CISH was negative. Focal areas showed increased

IgG4-positive plasma cells (more than 80 cells/hpf). The diagnosis

was inflammatory variant of hepatic angiomyolipoma, with increased

IgG4-positive plasma cells. Post-surgery, her fever resolved and

inflammatory markers improved. The patient is currently well.

Conclusion: Hepatic AML can rarely present with fever and

inflammatory histologic features. These tumours must be distin-

guished from inflammatory myofibroblastic tumours, inflammatory

pseudotumor (IPT)-like follicular dendritic cell sarcomas, and other

tumours with a prominent inflammatory component. There may be

overlap with hepatic IPT, in particular the lymphoplasmacytic type

with numerous IgG4-positive plasma cells. The relationship between

the two entities and significance of increased IgG4-positive plasma

cells is uncertain at this point in time, and requires further

investigation.

PP0733

Necrotizing panophthalmitis from asymptomatic liver abscess
in a Filipino male

Gian Carlo a Carpio1, John Uy1, Arlinking Go1, Albert E. Ismael1

1University of Santo Tomas Hospital, Metro Manila, Philippines

Background: This paper reports a case of metastatic necrotizing

panophthalmitis from an asymptomatic liver abscess in a Filipino

male.

Methods: This is a descriptive clinical case report.

Result: This is a case of a 59-year-old, male, with poorly controlled

type 2 diabetes mellitus, who presented with rapidly progressive

unilateral visual loss, ocular pain, chemosis, external ophthalmople-

gia, and proptosis of left eye. B-scan sonography showed diffuse

choroidal thickening, multiple hyperechoic vitreous opacities, and

positive T-sign suggestive of panophthalmitis. Orbital CT scan

revealed abnormal thickening and enhancement of the globe, and

orbital cellulitis. Initial bacterial culture of eye discharge was nega-

tive hence, impression of possible mucormycosis was entertained.

Systemic work-up showed incidental finding of elevated liver

enzymes prompting abdominal ultrasound revealing a large liver

abscess. Despite intensive antimicrobial therapy, the globe progres-

sively proptosed, and corneal melt ensued with resulting rupture

leading to exenteration. Liver abscess drainage culture was positive

for K. pneumoniae similar to culture result of the eye discharge from

ruptured globe.

Conclusion: Klebsiella pneumoniae is rising as an aggressive cau-

sative agent of pyogenic liver abscess-related metastatic

endophthalmitis in Southeast Asia. Population at risk are those with

uncontrolled diabetes mellitus. An alarming increase of documented

cases in this region confers high index of suspicion for timely diag-

nosis and management because it creates a tumultuous ward course

that can progress to debilitating panophthalmitis which can cause

permanent loss of vision or even disfigurement due to exenteration.

This case emphasizes the importance of early diagnosis and treatment

of metastatic eye infection from Klebsiella pneumoniae-induced liver

abscess.

PP0734

Functional integrity of hepatocyte cell line derived from liver
injury model

Lokendra Chand1, Nirajan Shrestha1, Yeon jun Jeong1,2

1Chonbuk National University, Jeonju, South Korea; 2Department of

Surgery, Chonbuk National University Hospital, Jeonju, South Korea

Background: Hepatocytes are widely used in research and clinical

applications. However, short life span and limited capacity of repli-

cation of primary hepatocyte in vitro has been a problem for

researchers. Furthermore, during cell culture, primary hepatocytes are

transformed and lose their functional integrity hence limits use in

research applications. To date, many researches have been conducted

to establish hepatocyte cell lines for maintaining hepatocyte specific

function for a longer period of time. In this study, a novel approach of

establishing and characterizing hepatocyte cell lines was attempted.

Methods: FVB male mice were randomly divided into 3 groups, For

the priming of the hepatocytes toxicity-inducing agents 3-5-di-

ethoxycarbonyl-1 4-dihydrocollidine (DDC) diet was given to group 1

mice for 3 weeks, 3% Thioacetamide 2 mL/100 mL of water was

given to group 2 mice for 3 weeks and 20% CCl4 1 mL/kg

intraperitoneally 3 times a week for 4 weeks was given to group 3

mice. Hepatocytes were obtained by two-step collagenase perfusion

method.

Result: Cell line hence obtained was tested for various hepatocyte

specific features. Hepatocytes obtained from DDC injury model was

non-tumorogenic in nude mice inoculation and does not form colony

in soft agar furthermore cell line hence obtained showed the hepa-

tocyte specific protein and gene expression but the cell line obtained
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from Thioacetamide and CCl4 induced cell line form the tumor in

nude mice inoculation.

Conclusion: The cell line obtained from DDC induced liver injury

maintains the functional integrity of hepatocytes that may aid research

of drugs, toxicology, carcinogens and hepatocyte transplantation.

PP0735

A case of blood disseminated pulmonary tuberculosis
accompanied by multiple organs infection

Huihui Yu1, Yulin Hu2

The First Hospital of Jilin University, Jilin

1Post graduate student, Changchun; 2Corresponding author

Background: Tuberculosis is a chronic infectious disease caused by

mycobacterium tuberculosis, which is frequently shown a single

organ system infection in the clinical work. A case of Blood dis-

seminated pulmonary tuberculosis accompanied by multiple organs

infection is rare.

Methods: Case report.

Result: We present the case of a female who had a fever for 3 months

repeatedly. And her CT scans indicated that nodules of lung and liver

is more like infectious disease, but space-occupying lesions can’t be

excluded for the time being. Liver biopsy prompted granulomatous

inflammation with necrosis, what’s more, visible, and acid-fast stain

morphology also conformed to TB. PET-CT scan showed consoli-

dation consistent with Blood disseminated pulmonary tuberculosis

accompanied by multiple organs (liver, spleen, bone, lymph, pan-

creas, bone marrow, pericardium) infection.

Conclusion: Extrapulmonary tuberculosis is easily misdiagnosed as

primary tumor or metastatic carcinoma due to its concealed onset and

atypical clinical symptoms, which has a great influence on early

diagnosis.
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Primary hepatic angiosarcoma with spleen metastases in an adult
woman: a case report

Chuan Shen1, Ziyue Li1, Yanhong Jia1, Qian Zhao1, Xiangqian
Li1, Luyuan Ma1, Wei Wang1, Yadong Wang1, Hui Sun1, Caiyan
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Medical University, Shijiazhuang

Background: Primary hepatic angiosarcoma (PHA) is a rare malig-

nant mesenchymal neoplasm of endothelial cells, accounting for less

than 2% of primary hepatic tumors. PHA is always diagnosed acci-

dentally without specific manifestations, and exhibits extremely rapid

progression and poor prognosis of disease. Surgical resection is the

most effective treatment option, but usually fails due to advanced

tumors and rapid recurrence.

Methods: We described a 41-year old woman with intermittent

abdominal distention for 1 month, who was finally diagnosed as PHA

concomitant with spleen metastases through imaging technology and

percutaneous needle liver biopsy.

Result: The patient denied any history of exposure to toxic chemicals.

Physical examination revealed hepatomegaly and splenomegaly, with

the liver and spleen edges descended 5 cm and 3 cm below the costal

margin, respectively. Routine laboratory tests, including serum tumor

biomarkers, were within the normal limits except hemoglobin of 64.9

g/L, erythrocyte sedimentation rate of 33 mm/h and D-dimer of 14.5

mg/L. Abdominal magnetic resonance imaging (MRI) revealed

multiple space-occupying lesions in the liver and the spleen, while

they were characterized by a high intensity signal on diffusion

weighted imaging (DWI) (Fig. 1A) 18FDG-PET/CT showed multiple

hypoattenuating nodules with different sizes throughout markedly

enlarged liver and spleen, which exhibited increased metabolism with

the maximum standard up-take values (SUV) were 4.3 and 8.7,

respectively (Fig. 1B). Liver histology showed majority of necrotic

lesions with foci of atypical cells (Fig. 2A), which displayed

immunoreactivity for endothelial markers CD31, CD34 and FLi-1

(Fig. 2B, C and D), supporting the diagnosis of angiosarcoma.

Finally, the patient received liver transplantation and splenectomy.

Conclusion: Pathological examination is crucial for diagnosis of

PHA, if the patients show suspected CT or MRI images. 18FDG-PET/

CT may provide anatomic and metabolic information of the lesions,

particularly is useful to exclude possibility of tumor metastases. Liver

transplantation may offer an additional opportunity for surgical

treatment, but it still needs further investigations.

Imaging investigations

Histological examination
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Docetaxel combined with radiofrequency ablation in treatment
of refractory hepatoblastoma

Linzhang Li1, Gaofeng Hu1, Wei Xu1

1Department of Laboratory Medicine, The First Hospital of Jilin

University, Changchun, Jilin Province

Background: Here we report a successful treatment of a 9 years old

boy with refractory high-risk hepatoblastoma (HB). This boy was

heavily treated and his alpha-fetoprotein (AFP) levels increased

dramatically after routine chemotherapy. For the purpose of com-

passion, we used docetaxel combined with radiofrequency ablation to

treat him. To our surprise, he had remission after the treatment.

Methods: Fine needle biopsy confirmed the diagnosis of HB.

According to PRETEXT system, this boy had a PRETEXT-VI disease

and distant metastases, including multiple lung and head metastases,

which could be defined as high-risk disease. His AFP level is higher

than 1200 ng/ml at diagnosis. He received cisplatin and doxorubicin

at the beginning and his lung and head metastases got partial remis-

sion after two cycles of treatment, as well as the AFP level is normal.

He achieved complete resection of the liver tumor by partial hepa-

tectomy after six cycles of chemotherapy. However, after that, his

lung metastases were stable and AFP increased slowly.

A total of 11 patients with relapsed HB were enrolled. 2 patients were

excluded. Patients received irinotecan 50 mg/m2/day, day 1–5 and

vincristine 1.5 mg/m2/day, day 1, repeated every 3 weeks. The

maximum cycles were eight. Re-evaluation of tumor was performed

every two cycles. The primary outcome was the rate of complete

resection. Secondary outcomes were Event-free survival and overall

survival.

Result: Of the 9 patients assessable for response, one patient with

normal AFP level showed a progressive disease and withdrew. He

finally died 7 months later. Four had PR, all of them underwent a

second surgery and achieved complete resection. Two patients had

SD, one patient relapsed 6 months after orthotopic liver transplanta-

tion and died, the other one undergoing surgery had micro margin

positive, he relapsed again but alive. The rate of complete resection

was 70.6% (including orthotopic liver transplantation). The 2-year

EFS and OS for the whole group were 55.9% (95% CI 13.7–33.2) and

70.4% (95% CI 16.9–36.4).

Conclusion: The combination of irinotecan and vincristine has a

significant anti-tumor activity and acceptable toxicity in children with

relapsed HB.

PP0738

Survival analysis in patients with malignant obstructive jaundice
underwent biliary drainage procedure

Chyntia Olivia Maurine Jasirwan1, Juferdy Kurniawan1, Irsan
Hasan1, Rino Alvani Gani1, Marcellus Simadibrata2, Lutfie
Lutfie1

1Hepatobiliary Division, Department of Internal Medicine, Dr. Cipto

Mangunkusumo National General Hospital, Faculty of Medicine

Universitas Indonesia, Depok, Indonesia ; 2Division of Gastroen-

terology, Department of Internal Medicine, Dr. Cipto Mangunkusumo

National General Hospital, Faculty of Medicine Universitas Indone-

sia, Depok, Indonesia

Background: Obstructive jaundice of malignant etiology leads to

poor life expectancy, because mostly found with distant metastases.

In these patients, biliary drainage procedure still remains a

controversy. The purpose of this study is to obtain survival the rate of

malignant obstructive jaundice patients treated with biliary drainage.

Methods: All medical records of obstructive jaundice inpatient from

January 2010 to December 2013 were reviewed retrospectively. Data

of biliary drainage procedure, including percutaneous transhepatic

biliary drainage (PTBD), or endoscopic retrograde cholangiopancre-

atography (ERCP), or biliodigestive bypass surgery were also

recorded. The cumulative survival was illustrated with Kaplan–Meier

curve.

Result: A total of 181 from 402 patients were enrolled in this study

with male proportion was 58.6% to women, and patients aged 50

years or above was 57.5%. Successful biliary drainage was found in

64.1% patients. The recorded 3-months mortality incidence was

55.2%, with cumulative survival of 27.7% and median overall sur-

vival of 26 days. Patients underwent palliative surgery had median

survival of 32 days, compared to 30 days in ERCP/PTBD group, and

15 days in untreated or failed procedure group. Moreover, if ERCP/

PTBD preceded the surgery, the median survival extended to 450

days.

Conclusion: Survival of patients with malignant obstructive jaundice

was poor. However, it was found better in patients successfully

treated with biliary drainage procedures compared to untreated or

failed ones.

PP0739

A case of huge liver cyst treated by laparoscopic unroofing
and chemical ablation by ethanol dispersal

Yasuji Seyama1, Hiroyuki Kanomata1, Hiroki Kudo1, Nobutaka
Umekita1

1Department of Surgery, Tokyo Metropolitan Bokutoh Hospital,

Tokyo, Japan

Background: For treatment of symptomatic liver cyst, percutaneous

ethanol or minocycline injection therapies, unroofing of the cystic

wall, or liver resection are generally known. However, reaccumula-

tion is one of the major problems. We report a case of huge liver cyst

treated by a laparoscopic unroofing of the cyst and ethanol dispersal.

Methods: 51-year-old woman, who had upper abdominal pain, had a

diagnosis of a huge liver cyst, and referred to our hospital for treat-

ment. Computed tomography (CT) revealed a large cyst of 15-cm in

diameter in right liver. Ultrasonography and magnetic resonance

imaging also revealed same findings. She had a diagnosis of a

symptomatic liver cyst and underwent surgery.

Result: We performed laparoscopic unroofing of the liver cyst with

double incision by the umbilicus (SILS port) and the right flank (5

mm port). The cyst was punctured and the serous content fluid was

aspirated. Cyst wall was resected using ultrasonically activated

scalpel. After the unroofing of the liver cyst, 100-ml of absolute

ethanol was sprayed on the internal surface of the remaining cyst. The

postoperative course was uneventful, and she was discharged on the

fourth postoperative days. Pathologically, there were no malignant

findings at the content fluid nor the cyst wall. The patient is well

without reaccumulation and symptoms 1 year after surgery.

Conclusion: Laparoscopic unroofing and chemical ablation by etha-

nol dispersal was safely performed and useful to prevent

reaccumulation of the liver cyst.
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Quality of life in gastroesophageal cancer patients after surgery

Nauman Arif Jadoon1,2, Athesham Zafar3, Mohammad Asif
Shahzad4

1Hull Royal Infirmary, Hull, UK; 2Ittefaq Trust Hospital, Lahore,

Pakistan; 31Hull Royal Infirmary, Hull, UK; 4Nishtar Medical

College Hospital, Multan, Pakistan

Background: Quality of life measures are important as this data helps

in efficient clinical decision making based on patients’ experience

during the course of illness. It also helps us in selection of optimal

treatment type, surgery, psychosocial interventions, and allocation of

resources. The purpose of this study was to assess the affect of sur-

gery on the quality of life in gastroesophageal cancer patients.

Methods: This study was conducted in outpatient department of

Multan Institute of Nuclear Medicine and Radiotherapy using the

brief version of World Health Organization Quality Of Life ques-

tionnaire (WHO QOL BREF). 70 patients with gastroesophageal

cancer were included in the study and were divided into two groups

on the basis of surgery.

Result: The gastroesophageal cancer patients who underwent surgery

showed a significant improvement in the physical, psychological and

social domains as well as the overall health related quality of life (p\
0.05). However, quality of life in one domain, the environmental

domain, did not improve and even deteriorated in certain facets,

including more negative feelings, worse financial situation and ability

to participate in leisure and pastime activities.

Conclusion: The study demonstrated that gastroesophageal cancer

patients experience a significant improvement in their quality of life

after surgery. These findings are important in selection of treatment

intervention for improving the quality of life of patients.

PP0741

Effects of shRNA-mediated silencing of PKHD1 on proliferation,
invasion and metastasis of human intrahepatic
cholangiocarcinoma Hucct-1 cells

Su Lin1, Cheng He1, Yueyong Zhu1

1The First Affiliated Hospital of Fujian Medical University, Fuzhou

Background: PKHD1 has been shown to modulate cholangiocyte

development of via primary cilia. The aim of this study was to

examine the effect of shRNA-induced PKHD1 silencing on the pro-

liferation, invasion and metastasis of human intrahepatic

cholangiocarcinoma Hucct-1 cells.

Methods: Human intrahepatic cholangiocarcinoma cell line (Hucct-

1) was transfected with short hairpin RNA targeting PKHD1 (LV3-

PKHD1) and negative control (LV3NC), and then PI3K, pAkt and

NF-kappaB expression was detected in transfected cells with Western

blotting and qRT-PCR assays at translational and transcriptional

levels. In addition, cell proliferation was measured with a CCK-8

assay, and cell migration and invasion was determined using wound

healing and transwell migration assays. Scanning electronic micro-

scopy was performed to observe the morphological changes of

primary cilia on the surface of Hucct-1 cells.

Result: Silencing of PKHD1 resulted in up-regulation of PI3K, p-Akt

and NF-jB expression in Hucct-1 cells (Figure 1). Greater growth and

migration was observed in the PKHD1 silencing group than the

negative control group or blank control group (P\ 0.01). Transwell

migration assay showed a significantly higher migration and invasion

ability after silencing PKHD1 (Figure 2). The number and length of

primary cilia on the surface of Hucct-1 cells were decreased in the

experimental group.

Conclusion: The results of this study demonstrate that shRNA-me-

diated silencing of PKHD1 may promote proliferation, invasion and

migration of Hucct-1 cell line, and PI3K/Akt pathway and the primary

cilia abnormality may be involved in this process.

Figure 1. PI3K/Akt/NF-B protein expression in Hucct-1 cells after

silencing PKHD1 gene. LV3-PKHD1: PKHD1 silence group;

LV3NC: negative control group. a P\ 0.01.

Figure 2. Effect of silencing PKHD1 on invasion of Hucct-1 cells is

detected by transwell assay, 100. A PKHD1 silence group (LV3-

PKHD1); B negative control group (LV3NC); C blank control group

(normal). a P\ 0.05.
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The extended left medial sectionectomy for treatment of huge
hepatic adenoma in child: the report of case

Kwang Yeol Paik1

1The Catholic University of Korea, College of Medicine, Seoul, South

Korea

Background: Hepatocellular adenoma (HA) is a rare benign tumor

derived from hepatocyte. More commonly seen in female, HA is

prone to hemorrhage, necrosis, and fatty change. Risk factors for

developing HA include oral contraceptive or anabolic steroid use

adolescent or older children as well as underlying diabetes mellitus

and glycogen storage disease. But HA in early child is rare without

the past medical history.

Methods: We report a case of HA in a 6-year-old girl (90 months)

who presented with an abdominal mass and abdominal discomfort,

and underwent surgical treatment, because of the symptoms.

Result: Laparoscopic surgical biopsy was performed. The biopsy

histologic examination revealed suggestive of focal nodular hyper-

plasia (FNH). Preoperatively we planned the left extended

hemihepatectomy. However during the operation, right hemiliver was

very small. For preservation of normal liver parenchyme, the left

medial sectionectomy was performed. The operation time was 10 h

and 48 min. There was no liver ischemic time. Blood loss was about

500 ml. 2 units of packed RBC were transfused. Mild bile leakage

was found at 6 days after surgery. It was improved by conservative

treatment. The patient was discharged on day 16 after surgery. The

final pathologic reading revealed Hepatocellular Adenoma.

Conclusion: We reported huge liver tumor in child underwent par-

enchyme preserving liver resection successfully.

The MR show huge liver mass.

Operative field after tumor removal.

Poster Presentation

16 February 2017 (Thursday)
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Testing and diagnosing hepatitis B in China: key factors
for developing a national hepatitis B testing policy

Jack Wallace1, Marian Pitts1, Chaojie Liu1, Vivian Lin1, Behzad
Hajarizadeh2, Jacqui Richmond1, Stephen Locarnini3

1La Trobe University, Melbourne, Australia; 2The Kirby Institute for

Infection and Immunity in Society, Sydney, Australia; 3Victorian

Infectious Diseases Reference Laboratory Director, Melbourne,

Australia

Background: The testing and diagnosis of hepatitis B has several

objectives—to inform a person with hepatitis B that they have the

infection, provide data on the clinical state of the infection within an

individual patient and to provide data to the health system. The

diagnostic event, where a person with hepatitis B is informed they

have hepatitis B provides a unique opportunity for the health care

system to ensure the person has accurate information about the

infection.

Methods: Qualitative semi-structured interviews were held with 46

people (13 women and 33 men) with viral hepatitis in Beijing,

Guangzhou, Shanghai, Chongqing and Dong Guan. Participants were

recruited through clinical services and through contacts made through

a Guangzhou based non-government organization.

Result: There is no systematic process or quality control for pro-

viding a viral hepatitis diagnosis in China. Testing and the provision

of a diagnosis is provided through educational institutions, health

services and workplaces: this means that testing is often done by

institutions and staff not qualified or having the knowledge to

effectively conduct this testing. Testing is not done in ways that

respect or support good health or being of benefit of the person being

tested, but for the needs of the institution conducting the testing.

Teachers and human resources staff become defacto health staff by

being responsible for diagnosing and informing a person with an
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infection that often has significant health outcomes. These staff have

not been trained, do not necessarily have the knowledge and should

not be responsible for conducting these processes.

Conclusion: The unsystematic testing for viral hepatitis in China

means that people with viral hepatitis are left with poor or inaccurate

information about these infections including a lack of clarity about

how to respond effectively at a clinical level to the infection. The

specific diagnostic event, or how an individual is informed that they

have viral hepatitis is pivotal in how they frame their understanding

and respond to the infection. This framing is affected when agencies

whose primary purpose for testing is not for the benefit of the person

being tested, but in a misguided attempt to reduce further transmis-

sion. Viral hepatitis has a significant detrimental social impact which

is accentuated by poor quality testing and diagnosis. A consistent

model for testing viral hepatitis is required to reduce the personal and

social impact of the infections, and ensure that people are properly

educated and linked into clinical management services.

PP0744

Incidence and risk factors for non-viral hepatitis in Thai Army
troops in The Bangkok Metropolitan Region

Sakkarin Chirapongsathorn1, Ekhavit Hankitipongpaisarn1,
Dollapas Punpanich1, Ouppatham Supasyndh2

1Division of Gastroenterology and Hepatology, Phramongkutklao

Hospital and College of Medicine, Bangkok, Thailand; 2Division of

Nephrology, Phramongkutklao Hospital and College of Medicine,

Bangkok, Thailand

Background: Military personnel are at risk for viral hepatitis. Risk of

non-viral hepatitis among military personnel is not well understood.

We aimed to investigate risk factors for non-viral hepatitis of Thai

Army soldiers in The Bangkok Metropolitan Region.

Methods: From an existing cohort of all Army troops while residing

in The Bangkok Metropolitan Region, the Bangkok metropolis and

the entire 5 adjacent provinces of Thailand covers an area of 7762

km2, in 2009–2010. Subjects were followed up for 1 year from 2009

to 2010. We analyzed those who had new onset hepatitis, defined by

alanine aminotransferase (ALT) C 40 U/L matched with samples

without hepatitis. Subjects with chronic hepatitis B and C virus

infection, cirrhosis, hepatocellular carcinoma and diabetes were

excluded from study.

Result: During the follow-up, 9493 subjects were included for

analysis, among those 704 (7.4%) subjects had new onset hepatitis.

Body mass index (BMI) change were strong associated with new

onset hepatitis (odds ratio 1.14 [95% CI 1.08–1.21], p \ 0.0001).

Weight change, weight circumference and alcohol consumption were

associated with hepatitis. Increasing fasting plasma glucose, serum

triglyceride and serum creatinine were also associated with hepatitis.

Conclusion: Metabolic feature and alcohol consumption were asso-

ciated with new onset hepatitis in military personnel. This problem

should be targeted in military health promotion and education in

military troops.

PP0745

Rethinking hepatitis B: developing an ecological model to inform
national public health responses to hepatitis B

Jack Wallace1

1La Trobe University, Melbourne, Australia

Background: In response to the increasingly recognised morbidity

and mortality resulting from viral hepatitis, the World Health

Organisation, through the Global Health Sector Strategy on Viral

Hepatitis, 2016–2021 has established a goal of eliminating viral

hepatitis as a public health threat by 2030. This elimination will only

occur with the development of country level planning and policy

development.

Methods: This presentation uses qualitative studies conducted in

Australia, Taiwan and China to investigate the social impact of

hepatitis B at an individual, health service, health systems and policy

level and the implications of this.

Result: A diagnosis of hepatitis B can have significant social impli-

cations with a disjuncture between the policy and the experience of

people with the infection. Hepatitis B infection highlights issues such

as cultural diversity, immigration, social marginalisation, discrimi-

nation, an intergenerational disease experience, health service access,

asymptomatic illnesses, health service gaps, with policy to reduce the

mortality of hepatitis B prioritising the clinical perspectives rather

than people with hepatitis B. While global policy statements refer to

activity conducted through health services, national policy statements

need to address the social implications of the infection and develop

policy that involves other areas of government. These implications

include systematic barriers reducing health access of people with viral

hepatitis to health services including viral hepatitis treatment services.

Conclusion: Hepatitis B has significant social implications that affect

access to health services. The viral hepatitis policy narrative largely

responds to the needs of public health researchers and clinicians, with

the lived needs of people most with hepatitis B systematically ignored

within policy and policy discussions. National policy statements

seeking to reduce the morbidity and mortality associated with viral

hepatitis need to address the social drivers that affect access to clin-

ical management, rather than issues essentially affecting access to

health services.

PP0746

A novel predictor of patients with severe dengue: the aspartate
aminotransferase/platelet count ratio index (APRI)

Hao Zhang1, Wei Zhi Xie2, Shuo Xue Xie1, Yan Ying Ou1, Ting
Wen Zeng1, Ping Yuan Zhou1
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1The First Affiliated Hospital of Guangzhou Medical University,

Guangzhou Medical University, Guangzhou; 2Guangzhou 8th

People’s Hospital, Guangzhou Medical University, Guangzhou

Background: To evaluate the risk factors of dengue developing into

severe dengue that outbreak in Guangzhou.

Methods: A retrospective analysis of clinical data from 212 dengue

patients between June and October 2014.

Result: One hundred and seventy-eighth (82.1%) patients were

classic dengue and 38 (17.9%) with severe dengue. The frequencies

of jaundice, pleural effusion, ascites and vaginal bleeding were sig-

nificantly different between two groups (p \ 0.05). The results

showed routine laboratory tests (ALT, AST, ALB, WBC, PLT,

APTT, PT and APRI) were significant in association with severe

dengue (p \ 0.01). The areas under ROC were 0.727 (95% CI

0.662–0.78), 0.699 (95% CI 0.632–0.760), 0.634 (95% CI

0.565–0.698), 0.757 (95% CI 0.694–0.813), 0.775 (95% CI

0.713–0.829), 0.713 (95% CI 0.647–0.773), 0.719 (95% CI

0.730–0.843) and 0.785 (95% CI 0.724–0.893). Logistic regression

analysis has identified three factors [high WBC (OR 1.52), prolonged

PT (OR 1.745) and high APRI (OR 1.05)] that may associate with the

criteria to discriminating patients with and without severe cases

(Figure 1).

Conclusion: Our study indicates that routine laboratory tests such as

WBC, PT and APRI will help to identify patients at risk of developing

severe dengue in Guangdong. The APRI is identified as a valuable

predictor of patients with severe dengue.

ROC for diagnosing SDD with WBC, PT and APRI

PP0747

Impact of Helicobacter pylori eradication on the quality of life
among patients with functional dyspepsia attending Munshaat
Sultan Family Health Center, Menoufia University Hospitals

Fatma Ahmed1, Taghreed Mohammed Farahat1, Hala Shaheen1

1Family Medicine, Menoufia University, Shebeen El-Kom, Egypt

Background: Functional dyspepsia (FD) is common clinical problem

that seldom represents life threatening disease but impairs health

related quality of life (HRQOL). It was found that Hp gastritis rep-

resents 30 to 60% of patients with FD.

Methods: This study was conducted on 318 patients (18–55 years

old) fulfilled ROME III diagnostic criteria for FD. They attended

Munshaat Sultan family health center, Menouf district, Menoufia,

Egypt, during the period from January 2013 to January 2014. Patients

were invited to complete a baseline quality of life in patients with

reflux and dyspepsia questionnaire (QOLRAD), and classified as Hp

+ve and Hp -ve by Hp stool antigen testing. Hp +ve patients received

one week course Hp eradications. Hp +ve and Hp -ve patients

received four weeks course of proton pump inhibitors (PPIs), proki-

netics and life style modification, followed by on demand therapy

(PPIs, prokinetics) and life style modification for 6 months.

Reassessment of patient’s quality of life using QOLRAD question-

naire by the two groups was conducted after 6 weeks, and 6 months

from starting the treatment.

Result: Among 318 patients with functional dyspepsia attended

Munshaat Sultan family health center and fulfilled ROME III criteria

the percentage of Helicobacter pylori was 41.8%. QOLRAD were

significantly lower in Hp +ve than Hp -ve (p value\0.001). There is

highly statistical significant improvement of QOLRAD and dyspeptic

symptoms 6 weeks and 6 months after intervention among with Hp

+ve and Hp -ve patients (p value\ 0.001).

Conclusion: In patients with functional dyspepsia, Helicobacter

pylori eradication in infected patients and PPIs and prokinetics in Hp

-ve patients reversed low QOL scores and improved global QOL

during 6 months follow-up period.

PP0748

Clostridium difficile infection (CDI) in hospitalised chronic liver
disease patients with acute diarrhoea in India: prevalence
and impact on mortality

T. J. Vadivukkarasi1, K. G. Sajith1, C. E. Eapen1, Uday George
Zachariah1, Ashish Goel1, V. Balaji2, Shalini Anandan2

1Division of Gastrointestinal Sciences, Christian Medical College,

Vellore, Tamil Nadu, India; 2Department of Microbiology, Christian

Medical College, Vellore, Tamil Nadu, India

Background: Clostridium difficile infection (CDI) is defined as acute

onset diarrhoea with documented toxigenic Clostridium difficile or its

toxin and no other documented cause for diarrhoea. We hypothesised

CDI may be highly prevalent among hospitalised chronic liver disease

(CLD) patients with acute diarrhoea and may have high mortality and

morbidity in this setting.

Hepatol Int (2017) 11 (Suppl 1):S1–S1093 S549

123



Aim of the study: To assess the prevalence and impact of CDI on

hospitalised CLD patients with acute diarrhoea.

Methods: From December 2014 to March 2016, all hospitalized adult

consecutivechronic liver disease patients in ourdepartment who had acute

diarrhoea at the time of admission or developed diarrhoea during hospi-

talization were included in this study as cases. Control group comprised of

hospitalized chronic liver disease patients without diarrhoea, during the

study period. Stool samples were tested for CDI, bacterial cultures and

parasite microscopy in all patients. For CDI detection a stool nucleic acid

amplification test, Illumigene that detects pathogenicity locus of toxigenic

Clostridium difficile gene was employed.

Result: The baseline characteristics between cases (n = 101) and

controls (n = 35) were similar [males: 79/28; age in years: 49 ± 15/45

± 10, mean ± SD; Child’s class A:B:C (10:43:48)/(3:8:24); MELD

score: 19 ± 8/19 ± 8]. Among 101 cases, 6 patients (5.9%) had

positive Illumigene test and no other identifiable cause for diarrhoea,

hence defined as CDI. The remaining 95 patients had negative Illu-

migene test, hence defined non-CDI subgroup. The CDI and non CDI

subsets of ‘‘cases’’ were similar in terms of age in years: 46 ± 20/49

± 15, mean ± SD; Child’s class A:B:C (1:3:2)/(9:40:46); MELD

score: 21 ± 15/19 ± 8 and co-morbidities: 83%/60%. Antibiotics

(100% CDI vs 58% non CDI, P = 0.04) and steroids/immunosup-

pressants (50% CDI vs 12% non CDI, P = 0.008) emerged as risk

factors for CDI among CLD patients.

Two of the 6 patients (33%) with CDI died despite appropriate

management (Oral/IV metronidazole, Vancomycin). Predictors of in-

hospital mortality for hospitalised CLD patients were CDI (P = 0.04),

age (P = 0.02), acute kidney injury (P = 0.002), hepatic

encephalopathy (P = 0.0001), infections other than diarrhoea (P =

0.001).

Conclusion: In our study, CDI was uncommon (point prevalence 6%)

in hospitalised chronic liver disease patients with acute diarrhoea. No

asymptomatic colonisers were seen. Prior use of antibiotics and

steroids/immunosuppressants were risk factors for CDI. One-third of

chronic liver disease patients with CDI died.

Etiology of acute diarrhoea in CLD

Comparison between CDI and non-CDI subgroups among cases.

All patients with CDI had prior antibiotic exposure. CDI had a neg-

ative impact over mortality and morbidity in hospitalized CLD

patients.

PP0749

Misdiagnosis of groove pancreatitis: a case report

Houwei Fu1, Shunpeng He2, Chao Liu2

1Sun Yat-Sen Memorial Hospital, Sun Yat-Sen University,

Guangzhou; 2Sun Yat-Sen Memorial Hospital, Sun Yat-Sen

University, Guangzhou

Background: Groove Pancreatitis (GP) is a kind of chronic pancre-

atitis with a clear pathological diagnosis. It’s characterized by fibrotic

scarring of the gastroduodenal groove, an anatomical area near the

pancreatic head, duodenum and common bile duct (CBD). Its etiology

is not clear. GP may be related to alcoholism, weight loss, biliary tract

disease, pancreatic cysts and so on. Its incidence rate of GP is low and

the diagnosis is difficult.

Methods:
Result: Case presentation: The purpose of this essay is to report a

case of GP. A 56-year-old woman is admitted to hospital with pain-

less systemic jaundice as her only symptom and the symptom

aggravated in two months. Both medical imagology (CT, MR, and

MRCP) (Fig. 1) and serologic examination (CA19-9) support the

diagnosis of malignant cholangiocarcinoma; but, the results of elec-

tronic gastroscopy were basically normal. Surgeons had found no

malignant tumor characteristics (irregular shape, adhesion, necrosis

and so on) in the operation. However, Postoperative pathological

results (Fig. 2) verified the intraoperative evaluation. Combined with

postoperative pathological results, the surgeon’s experience and

reported in domestic and foreign literature, operators consider the

patient should be diagnosed as GP.

Conclusion: Making a definite diagnosis of GP requires a compre-

hensive analysis on discriminating with another disease like CBD

carcinoma and pancreatic head carcinoma to prevent an over-treat-

ment of patient.
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Electronic endoscopy, Image from computed tomography:

(A) esophagus segments and all parts of the stomach were normal,

duodenal mucosa were normal; the duodenum nipple slightly larger,

no abnormal mucosal surfaces; (B) before admission MRCP results;

(C)

A–B. Bile duct mucosal tissue that partly glandular papillary and

moderate dysplasia (A, 100B, 400). C–D, Bile duct tissue showed

chronic inflammation, erosion and focal hemorrhage (C, 40D, 40). E–

F, two lymph nodes next to common bile duct and duodenum.

PP0750

Trends of infectious disease in China in recent 30 years

Mingyuan Zhang1, Ruihong Wu1, Junqi Niu1

11st Hospital of Jilin University, Jilin

Background: To describe trends of notifiable infectious diseases

emerging in China in recent 30 years, provide the evidence for future

prevention of infectious diseases and control measures of public

health.

Methods: The data of infectious diseases emerging in China from

1985 to 2015 were collected and analyzed.

Result: Comparing with 30 years before, the incidence of infectious

disease showed a downward trend, the lowest incidence was in 1996,

after 2003, the general trend of incidence was in a rising trend (P\
0.001), the overall mortality of infectious disease was declined, the

lowest mortality was in 2000, after 2003, the general trend of

mortality was in a rising trend (P\ 0.001). From 2005 to 2015, the

incidence of class A and B infectious diseases was in a downward

trend in general; the overall incidence of class C infectious diseases

increased (P \ 0.001); the mortality of class A and B infectious

diseases was increasing (P \ 0.001), from 2010 to 2015, the five

leading incidence of class A and B infectious diseases were viral

hepatitis, tuberculosis, syphilis, bacterial and amebic dysentery,

gonorrhea; The disease with higher mortality were AIDS, tubercu-

losis, rabies, viral hepatitis, epidemic hemorrhagic fever, type A

H1N1 influenza and H7N9 avian influenza; Among class C infectious

diseases, which with high incidence were hand-foot-mouth disease,

other infectious diarrhea diseases, influenza, epidemic parotitis, acute

hemorrhagic conjunctivitis, rubella, the three leading mortality rates

were caused by hand-foot-mouth disease, other infectious diarrhea

diseases, influenza.

Conclusion: In recent 30 years, the prevention and control of infec-

tious diseases in China were effective, after 2003, the increasing

morbidity and mortality of infectious diseases were related with the

improvement of infectious disease monitoring system, and the

increase emerging and re-emerging of infectious diseases.

PP0751

Liver abscess harbors melioidosis: a rare finding in a potentially
endemic community

Emily Mae Lim Yap1, Minette Claire Ocampo Rosario2,3

1National Kidney and Transplant Institute, Quezon City, Philippines;
2National Kidney and Transplant Institute, Quezon City, Philippines;
3St. Luke’s Medical Center, Quezon City, Philippines

Background: Melioidosis among Filipinos has been underreported.

Burkholderia pseudomallei, causative agent of melioidosis, thrives in

soil and water in tropical regions. Because our country thrives on

agriculture as source of livelihood, occupational exposure through

farming needs to be recognized. Clinical manifestations are wide-

ranging. Incubation period is varied. A high index of suspicion is

needed with prompt initiation of antibiotics.

Methods: We report a case of a 40-year-old male, diabetic and

poultry owner, presenting with intermittent fever, progressive weight

loss, subcutaneous nodules and generalized jaundice, prompting

consult and work-up at a local clinic.

Result: Ultrasound showed a hepatic mass as seen in Figure 1. CT

scan revealed multiple cystic hepatic nodules with wall/septal

enhancement as seen in Figure 2. He was admitted at our institution

and managed as sepsis secondary to a complicated intra-abdominal

infection (liver abscess, pyogenic versus amebic). Leukocytosis with

neutrophilia, elevated alkaline phosphatase and bilirubin levels were

noted. Ciprofloxacin and Metronidazole were started, but shifted to

Cefepime after patient developed remittent high grade fever and

increasing jaundice. Aspiration of the hepatic abscess, confirmed by

cytology, revealed many pus cells but no organisms on gram stain.

Leukocyte count eventually decreased but high grade fever persisted.

Antibiotics were shifted to Imipenem and Vancomycin.

On the fifth hospital day, culture grew Burkholderia pseudomallei,

sensitive to Ceftazidime. Antibiotics were shifted to Ceftazidime.

Repeat ultrasound showed multi-septated hepatic abscess; purulent

fluid was aspirated via pigtail catheter. Defervescence ensued. Ulcers

developed on the nodules in the skin as seen in Figure 3. Patient was

discharged improved. A 2-week course of Ceftazidime was com-

pleted, followed by a 3-month course of cotrimoxazole and

doxycycline.

Conclusion: Only a few cases of melioidosis have been reported in

our country. Our case is reported to augment awareness among local
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physicians especially those practicing in rural areas where many of

our countrymen are involved in agriculture. A heightened index of

suspicion to promptly recognize and treat the disease is imperative.

PP0752

Hepatitis C prevalence and response of peginterferon
and ribavirin treatment in prisoners in Turkey

Hasan Selcuk Ozger1, Omer Karasahin2, Emine Fusun
Karasahin3, Armagan Toy1, Halim Bayram1, Kenan Hizel4

1Dr.Ersin Arslan Training and Research Hospital, Clinic of Infectious

Diseases and Clinical Microbiology, Gaziantep, Turkey; 2Erzurum

Training and Research Hospital, Clinic of Infectious Diseases and

Clinical Microbiology, Erzurum, Turkey; 3Public Health Agency of

Erzurum, Erzurum, Turkey; 4Gazi University Medicine Faculty,

Clinic of Infectious Diseases and Clinical Microbiology Ankara,

Turkey

Background: The hepatitis C prevalence is told to be varying

between 0.4 and 2.2% in our country. The hepatitis C prevalence is

varying between 0.72 and 2.6% in East and South-east Anatolia

region where our study was conducted. Hepatitis C infection is more

common in prisoners when compared to general population. It is sated

that the hepatitis C prevalence is approximately 30% in prisoners

around the world. The aim of our study was to identify the hepatitis C

prevalence in prisoners which becomes crucial in managing the

chronic hepatitis C infection in the world and to share experiences of

old therapy before direct acting antiviral practices.

Methods: The study was conducted by assessing the records of

prisoners who admitted to infectious diseases outpatient clinics

between 1 January 2015 and 1 January 2016, retrospectively. Patients

who had hepatitis C antibody seropositivity were determined. Number

of patients, treatment approach, treatment doses and duration in HCV-

RNA positive patients were assessed. Patients to whom planned

treatments were applied in stipulated duration were determined and,

virological responses at the end of treatment and after 6 months were

evaluated. Chi square test was used and p \ 0.05 was accepted as

statistical significance level.

Result: The mean age of 1713 prisoners was 36, 4 and 1688 of them

was man. Anti-HCV positivity was 7.82% and HVC-RNA positivity

was 5.72% in prisoners. The most common genotype was genotype 3a

(66 of 99 patients).Genotype distribution due to the age groups was

assessed and, genotype 3 was found to be common in patients

younger than 40 year-old than 40 year-old and older. In our study,

treatment was offered to 99 patients, but 79 of them accepted. 52

patients’ treatment was completed appropriately. End-of-treatment

and 6th month sustained virological response rates were 84.6 and

80.5%, respectively. In genotype 3a group, end-of-treatment (90.9%

vs 73.7 p = 61.5, p = 0.09) and 6th month sustained virological

response (86.3% vs. 73.7, p = 0.03) rates were found higher than

other genotypes.

Conclusion: In our study, which assessed prisoners in 2 different

regions, anti-HCV and HCV-RNA positivity were higher than hep-

atitis C results in general Turkey and regions. In accordance with

literature, genotype 3 was most common genotype in prisoners. It is

stated that hepatitis C genotype was changing in our country and

genotypes other than 1 were increasing. Likewise, we found genotype

3 was higher in prisoners younger than 40 years-old in this study.

Comparing to literature, end-of-treatment and 6th month sustained

virological response rates were higher. Sustained virological response

rates obtained with peg-IFN + RBV treatment in our study suggested

us that peg-IFN treatment should be used with current treatment

combinations in prisoners infected with hepatitis C virus genotype 3,

in our country.
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A comparison of liver function indexes in patients with liver
diseases

HUA LIN1

1The First Hospital of Jilin University, Jilin

Background: To analyze the change of CHE, TBA, PA, ALB and

RBP in patients with liver diseases, and investigate their clinical value

for liver synthesis.

Methods: TBA, PA, ALB, and RBP test results of 903 patients with

various types of liver disease were compared against 150 controls in

our hospital from January 2013 to March 2014.

Result: The results of CHE, PA, and ALB in patients with liver

diseases were significantly lower than the control group, but TBA was

significantly higher than the control group. The decrease of serum

CHE was the most significant in liver cirrhosis and liver cancer,

followed by chronic hepatitis, again for acute hepatitis (this part

makes no sense, don’t know what she’s trying to say). There was no

significant difference between the serum TBA level in liver cirrhosis

and liver cancer, acute hepatitis, and chronic hepatitis. The increase of

TBA was the most significant in acute and chronic hepatitis, followed

by liver cirrhosis and liver cancer. There was no significant difference

in the serum levels of PA and ALB in liver cirrhosis and liver cancer,

acute hepatitis, and chronic hepatitis. The decrease of PA and ALB

were the most significant in liver cirrhosis and liver cancer, followed

by acute and chronic hepatitis. There was no significant difference

between the RBP test results of chronic hepatitis, cirrhosis, liver

cancer, and the control group, but RBP was higher in the acute

hepatitis group than in the other groups.

Conclusion: Serum CHE, TBA, PA, ALB, and RBP can reflect liver

synthesis function (if I understand correctly, the ‘‘ability of liver

synthesis’’ would be better. Otherwise liver synthesis function doesn’t

make sense. Same with the other times this phrase was mentioned).

These indicators can help estimate liver reserve function, which has

certain clinical value for liver disease detection and prognosis.

PP0754

Prevalence of fatty liver in Bangladesh: a nation wide population
based study

Shahinul Alam1, Muhammad Abdul Baker Chowdhury2, Golam
Azam3, Mainul Ahsan4, Golam Mustafa1, Motahar Hossain5,
Mobin Khan6, Nooruddin Ahmad1

1Department of Hepatology, Bangabandhu Sheikh Mujib Medical

University, Dhaka, Bangladesh; 2Graduate Assistant, Department of

Biostatistics, Florida International University, Miami, USA;
3Department of Gastrointestinal Liver and Pancreatic Disease,

Bangladesh Institute of Research and Rehabilitation in Diabetes,

Endocrine and Metabolic Disorders, Dhaka, Bangladesh;
4Department Radiology and Imaging, Bangabandhu Sheikh Mujib

Medical University, Dhaka, Bangladesh; 5Square Hospital, Dhaka,

Bangladesh; 6The Liver Center, Dhaka, Bangladesh

Background: Non-alcoholic fatty liver disease (NAFLD) is a sig-

nificant cause for hepatic dysfunction and liver-related mortality. The

aim of this study is to explore the national prevalence of fatty liver

after exclusion of hepatitis B and hepatitis C virus in Bangladesh.

Methods: This study was conducted by multistage sampling in Dhaka

City Corporation area, one suburban area, four districts town and four

subdistrict of greater 4 division of the country. Data was collected

from 2621 people in a structured questionnaire followed by screening

for Hepatitis B, C and USG of hepatobiliary system which was the

basis for diagnosis of Fatty liver.

Result: Prevalence of fatty liver is 34.34% which is much higher than

the prevalence of Hepatitis B (4.9%) and Hepatitis C (0.2%). Both

male (34.21%) and female (32.26%) are almost equally affected in

urban areas (P\0.05). But in rural areas prevalence is higher among

women (41.42%) than men (33.33%). Fatty liver is very low in

younger age from 18 to 29 years (16.64%), whereas the risk increases

at the age of 30 to 45 years with a prevalence rate of 45.15% and the

highest affected age group is 46 to 59 years (52.31%). Older people

with 60 years and above have a prevalence of 50.70%. There is

significant association with family history having 42.23% prevalence

rate if family history is positive (P\0.05). The obese persons seem to

be affected more (58.43%) while the nonobese are also affected 323

(19.8%). Overweight peoples have a prevalence of 35.63%. However,

prevalence is very low in underweight persons (4.38%). The preva-

lence is highest among higher income groups (50.74%) than middle

(26.78%) and lower income groups (31.67%). Prevalence is much

higher among diabetic (71.34%) and hypertensive (63.64%) patients.

Conclusion: The study result highlights on the serious epidemics of

NAFLD than that of hepatitis B and C in Bangladesh. Obese, dia-

betics, rural females are more affected. Nonobese are also affected.

PP0755

Unexpected HCV treatment dilemma: medical SWOT perspective
with symbiotic commercial strategy

Guohui Jiao1, Yuan He2

1Tianjin Medical University General Hospital, Tianjin; 2Business

School of NanKai University, Tianjin

Background: Direct-acting antiviral (DAA) drugs are becoming the

most popular issue in Hepatology field world-wide and also the most

controversial challenge for medicine and commercial drug industry in

China now. However, our medical service has our own characteristic,

thus providing us a platform to seek for a new model.

Methods: Case presentation and perspective: A female patient

presented in our clinic was confirmed with combined HBV and HCV

infection while received DAA therapy from non-official way.

Although she had been on Sofosbuvir therapy, she had no gene type

results and had no idea about further consultation about the disease.

Although it was lucky for the patient to get the drug with high price,

she was unfortunate that no one would help her to monitor disease

status.

Result: A tentative way to solve the ‘‘HCV’’ dilemma: Nowadays,

HCV DAA therapy turns out to be the fastest developing focus. Based

on the on-line platform construction, patients can travel to the med-

ical-service providing country to purchase their drugs and sightseeing.

Mostly it is ‘‘one-off’’ service. We in fact expect the long-lasting

therapeutic relationship which is the key stone. Unexpectedly, the

‘‘on-line’’ industrial revolution 4.0 era is arriving. Augmented Reality

(AR) with its partner Virtual Reality (VR) might be the most useful

tools for further ‘‘cross-border medical service’’. We are expecting the

new consultation mode invented that makes the ‘‘one travel, multiple

visits’’ come true.

SWOT analysis for HCV DAA therapy: As a dominant role in

public health, public health institutions were analysis with SWOT

model on HCV DAA therapy issue. For strengths, they have large

patient volumes, abundant training opportunities, all-department-re-

sources and relatively low treatment costs. For weakness, doctors in

public hospitals are hard to focus on only one disease aspect, such as

HCV therapy. Long-term data on a specific group of patients is hard
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to be follow-up. For opportunities, doctors are recognizing and

becoming to be united in groups for a special disease treatment. More

clinicians trained from aboard exploit more interaction with foreign

organizations. For threats, maintaining standards and sustainable

high-quality service providing need all the collaborators contribution

(Fig. 1). It can be speculated that now flourishing private medical

institutions might be the role providing opportunities and complement

to the weakness of public hospitals. The premium health care not only

prefers to the ‘‘top-level’’ patients group, but also symbolizes the most

professional service globally or consecutively on specific medical

area. And eventually, patients will be coordinately administrated in

integrative medical service (Fig. 2).

Conclusion: In conclusion, it is better to fuel the aspirations to col-

laborate managing patients on HCV DAA therapy rather than

abandoning the precious medical commercial ‘‘big data’’ citadel.

SWOT analysis for HCV DAA therapy-based integrative medical

service

Triple-win strategy for medical providers and patients’ need

PP0756

The change of disease spectrum of patients with liver dysfunction
in comprehensive hospital in the last 20 years

Zhao Rui Hong1, Qi Junying1

1Department of Infectious Diseases, Institute of Infection and

Immunology, Union Hospital, Tongji Medical College, Huazhong

University of Science and Technology, Wuhan

Background: Liver disease in our country is one of the important

factors that cause damage to people’s life and health. There are many

different kinds of cause of liver disease, the spectrum has changed in

recent 20 years. About 10% of the diagnose of liver disease is not

clear, some blood system diseases related to liver dysfunction are easy

to misdiagnose.

Methods: 1. Retrospective observational analysis was performed on

7570 cases who were admitted to inpatient clinic for liver diseases in

Tongji hospital from Jan 1995 to Dec 2014, summarizing the diag-

nosis and disease spectrum of normal liver diseases 2. Analyze a few

cases of blood system diseases performed as liver diseases in detail,

summarize the clinical features and treatment ideas.

Result: 1. Out of the 7570 cases, common diagnosed diseases were

viral hepatitis (4390 cases, 65.13%), among which hepatotropic virus

took 4886 cases, non-hepatotropic virus 44 cases. In hepatotropic

virus, HAV 209 cases, 2.76%; HBV 2726 cases, 36.01%; HCV 459

cases, 6.06%; HEV 926 cases, 12.23%. Co-infectious of hepatotropic

virus were easy to see (561 cases, 7.41%), Viral hepatitis B co-in-

fected with hepatitis E were 434 cases, 77.36% and the percentage of

this kind of disease was increased (68.13% vs 86.11%); Autoimmune

diseases 4.39%, AIH 1.66%, PBC 1.31%, overlap syndrome induced

liver diseases 0.32%, other autoimmune diseases (such as SLE, der-

matomyositis) 80 cases, 1.06%; drug-induced liver injury 2.84%;

fatty liver 2.54%, Schistosome liver diseases 1.16%, Genetic meta-

bolic liver diseases 2.11%, Vascular diseases 0.13%. About 9.1%

were discharged without final diagnoses. 2. During Jan 1, 1995–Dec

31, 2004 and Jan 1, 2005–Dec 31, 2014, the diagnosis of liver dis-

eases were changed. Hepatitis were declined according to the

statistics, 77.61% vs 59.19%. Among the single-infectious hepa-

totropic virus hepatitis, viral hepatitis C and hepatitis E have grew, the

percentage were 2.24% vs 15.56% and 18.61% vs 23.07%. The

percentage of viral hepatitis B and viral hepatitis A were declined, the

percentage were 68.14% vs 60.01% and 10.7% vs 1.36%. In the past

10 years, the percentage of autoimmune diseases has increased, the

percentage were 0.82% vs 6.08%. 3. Diseases of blood system were

35 cases in total, the number of single blood stem diseases was 27,

blood diseases co-infected with viral hepatitis was 8.

Conclusion: 1. Patients with liver dysfunction occupy a considerable

proportion in inpatients of our department, which is harmful for the

people, especially caused by viral hepatitis B and E. 2. The epi-

demiology of reasons lead to liver dysfunction has changed. Ratio of

viral hepatitis has declined, while the rate of non-infectious liver

diseases has increased. So did complicated liver diseases. 3. Part of

hematological system diseases have manifestations of liver dysfunc-

tion, although they only took about 0.46%, it’s easy to misdiagnose or

missed diagnose, doctors in comprehensive hospitals may face more

challenges.
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A real-world cost-effectiveness analysis for PegIFN/RBV to treat
HCV experienced

Meng Hsuan Hsieh1, Chung-Feng Huang1, Huang Jee-Fu1, Chia-
Yen Dai1, Wan-Long Chuang1, Ming-Lung Yu1

1Kaohsiung Medical University Hospital, Kaohsiung

Background: Treatments with pegylated interferon/ribavirin

(PegIFN/RBV) are standard-of-care in patients with chronic HCV

(CHC) infection. At present, there is still a lack of a cost-effectiveness

model for CHC treatment in Taiwan. The present study aimed to

estimate a real world cost-effectiveness for CHC patients received

PegIFN/RBV treatment again.

Methods: A real world clinical cohort consisted of 4740 CHC

patients treated with PegIFN/RBV were linked to the National Health

Insurance Research Database covering the entire population during

1998–2013. The total and itemized medical-care expenses of outpa-

tient/inpatient visits of 117 treatment experienced CHC patient were

collected. The cost per treatment and cost per SVR achieved were

calculated to evaluate the real-world cost-effectiveness.

Result: A total of 117 CHC experienced patients with a mean

treatment duration of 33.5 weeks, including 82 (70.1%) HCV geno-

type 1 (G1) and 35 (29.9%) HCV non-genotype 1 patients (G2). The

average medical-care cost per treatment was $5393 ($5680 for G1 and

$4718 for G2), including $5313 for outpatient cost and $80 for

inpatient cost on whole experienced patients. For all experienced

patients with an SVR rate at 39.3%, the average medical-care cost per

SVR achieved was $13,723. Treatment-experienced patients are

generally less cost-effectiveness in real world.

Conclusion: The genotype-specific cost-effectiveness could provide

the information for decision-making for policy-makers in the coming

era of directly acting antiviral, IFN-free therapy.

PP0758

Treatment patterns and costs of inpatients with chronic hepatitis
B based on neural network clustering

Feng Zhou1, Yanhui Gao1, Keng Lai1, Weidong Jia2, Yueping LI2,
Xiaomin Ma1, Shuo Yang1, Yi Yang1

1Guangdong Pharmaceutical University, Guangzhou; 2Department of

Hepatology, Guangzhou Eighth People’s Hospital, Guangzhou

Background: Hepatitis B virus (HBV) infection is a major global

public health problem, especially in China. In addition to antiviral

treatment for HBV in China, there are hepatoprotective, Huayu,

antifibrosis and other treatment. In this study, we explored the treat-

ment patterns of inpatients with chronic hepatitis B (CHB) and the

composition of drug costs in Guangzhou from 2008 to 2012, pro-

viding data support and reference for reimbursement policy.

Methods: Clinical and claims data of 5543 inpatients with CHB were

retrieved and analyzed from Guangzhou eighth people’s Hospital

between January 1, 2008 and December 31, 2012. Self-Organizing

feature Map (SOM) was used to cluster the treatment patterns of

inpatients with CHB. Total drug costs and its’ costs components were

compared among inpatients with different treatment patterns.

Result: The treatment patterns of inpatients with CHB were classified

into hepatoprotective-based (HP-based), interferon (IFN) combined

with hepatoprotective (IFN-HP) and nucleos(t)ide analogues (NAs)

combined with hepatoprotective (NAs-HP). Although the utilization

proportion of NAs-HP has increased from 8.21% in 2008 to 34.19%

in 2012, the inpatients with HP-based still accounted for the large

proportion (from 54.06% in 2008 to 36.48% in 2012) of the inpa-

tients. Total hospitalization costs and drug costs were higher for

inpatients with antiviral treatment than those with HP-based. How-

ever, the most of total drug costs was explained by the costs of

hepatoprotective drugs (41.64–57.7% in 2008–2012) and other drugs

(19.11–47.39% in 2008–2012), while the NAs drugs costs made up a

relatively low proportion of about 15% for inpatients with NAs-HP.

Conclusion: The proportion of the treatment pattern of NAs-HP has

increased from 2008 to 2012, but remaining at a low level. NAs drug

costs were not the main components of total drug costs for inpatients

with antiviral treatment. The reimbursement policy should be for-

mulated to improve the utilization of NAs among inpatients with

CHB.

This study was funded by the National Natural Science Foundation of

China (No. 71573059).
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The effects of different preoperative biliary drainage methods
on complications following pancreaticoduodenectomy

Yuan Huang1, Xin Huang1, Riga Su1, Jiahong Dong1

1Center for Hepatobiliary and Pancreatic Diseases, Beijing Tsinghua

Changgung Hospital, Medical Center, Tsinghua University, Beijing

Background: The objective of this study was to investigate the

effects of different preoperative biliary drainage (PBD) methods on
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complications in jaundiced patients following

pancreaticoduodenectomy.

Methods: We retrospectively analyzed 270 extrahepatic bile duct

cancer patients who underwent pancreaticoduodenectomy. A total of

170 patients without PBD treatment were defined as the non-PBD

group. According to different PBD methods, 45, 18, and 37 patients

were classified into the percutaneous transhepatic biliary drainage

(PTBD), endoscopic nasobiliary drainage (ENBD), and endoscopic

retrograde biliary stent (ERBS) groups, respectively. Clinical char-

acteristics and complications were compared among the 4 groups.

Result: Preoperative cholangitis occurred in 14 (8.2%) and 8 (21.6%)

patients in the non-PBD and ERBS group, respectively (P � 0.04).

Compared with the non-PBD group, delayed gastric emptying (DGE)

and wound infection occurred significantly more often in the ERBS

group. The incidence of severe complications was significantly lower

in the PTBD group than the non-PBD group (P � 0.03). Postoperative

hospital stay and complication rates were significantly higher in the

ERBS group than the PTBD group. There were no significant dif-

ferences in complications between ENBD and other groups.

Conclusion: In conclusion, PTBD can improve surgical outcomes by

reducing severe complication rate in jaundiced patients following

pancreatico-duodenectomy. ERBS increased the rates of DGE and

wound infection due to high incidence of cholangitis before operative

intervention and should be avoided. ENBD carried no special effect

on complications and needs further analysis.

PP0760

XPC Ala499Val and XPG Asp1104His polymorphisms
and digestive system cancer risk

Yuan Huang1, Guangsheng Yu1, Riga Su1, Jiahong Dong1

1Center for Hepatobiliary and Pancreatic Diseases, Beijing Tsinghua

Changgung Hospital, Medical Center, Tsinghua University, Beijing

Background: Many studies have reported the association between

XPC Ala499Val and XPG Asp1104His polymorphisms and digestive

system cancer susceptibility, but the results were inconclusive. We

performed a meta-analysis, using a comprehensive strategy based on

the allele model and a model-free approach, to derive a more precise

estimation of the relationship between XPC Ala499Val and XPG

Asp1104His polymorphisms with digestive system cancer risk.

For XPC Ala499Val, no significant cancer risk was found in the allele

model (OR 0.98, 95% CI 0.86–1.11) and with model-free approach

(ORG 0.97, 95% CI 0.83–1.13). For XPG Asp1104His, there was also

no association between this polymorphism and cancer risk in the

allele model (OR 1.03, 95% CI 0.96–1.11) and with the model-free

approach (ORG 1.04, 95% CI 0.95–1.14). Therefore, this meta-anal-

ysis suggests that the XPC Ala499Val and XPG. Asp1104 His

polymorphisms were not associated with digestive system cancer risk.

Further large and well-designed studies are needed to confirm these

findings.

PP0761

Cost-effectiveness and affordability of the strategy on chronic
hepatitis B treatment as prevention in China

Shun Xiang Zhang1, Pin Chao Yang2, Ya Li Cai3, Ying Lin2

1Shenzhen Center for Disease Control and Prevention, Shenzhen;
2Guangdong Pharmaceutical University School of Public Health,

Guangdong; 3Zhengzhou University School of Public Health,

Zhengzhou

Background: Since eliminating hepatitis B in China will require

considerable public health resources, the strategy on chronic hepatitis

B (CHB) treatment as prevention has become one of focus topics. The

cost-effectiveness and affordability of the strategy were evaluated to

obtain possible answers.

Methods: The decision analytic Markov model was constructed with

the parameters of national surveys or Meta-analysis. A cohort popu-

lation aged 20–59 years was determined as research objects. The CHB

treatment as prevention was research strategy compared with the

strategies of hepatitis B vaccination and no intervention, respectively.

The costs and disability-adjusted life years (QALYs) of the strategies

were measured from the societal and payer perspectives. The incre-

mental cost-effectiveness ratio (ICER) and the cost-effectiveness ratio

(CER) were calculated for comparison of strategies. The cost-effec-

tiveness affordability curves were introduced to estimate the budget

impact on the strategies.

Result: In the Chinese aged 20–59 years, the ICER of CHB treatment

as prevention compared with no intervention was 37,598.6 Yuan

(RMB) per averted a QULYs and the ICERs were smaller in the low

age groups, which indicated that the strategy on CHB treatment as

prevention was cost-effective and groups aged lower was priority.

The ICER of hepatitis B vaccination relative to no intervention gained

-64,000.0 Yuan(RMB) per averted a QULYs, which implied that

hepatitis B vaccination was cost saving. The CERs of CHB treatment

as prevention compared with hepatitis B vaccination ranged from

731.8 to 1813.3 Yuan (RMB) per QULYs, and the CERs in all age

groups showed larger for CHB treatment as prevention than ones for

hepatitis B vaccination, which illustrated that the strategy on hepatitis

B vaccination would gained higher cost-effective than the strategy of

CHB treatment as prevention. The price of antiviral drug, entecavir

was the most sensitivity to strategies priority. If price of entecavir

declined to half the current price, CHB treatment as prevention would

be cost-saving. The probability sensitivity analysis showed that

willing-to-pay for CHB treatment was also not ignored for cost-ef-

fectiveness of the strategy, although the results of base-case analysis

produced no change in ranking of strategies. The results of afford-

ability analysis presented that the treatment strategy could not

complicated with the budget lower than 30 million Yuan(RMB), the

probability fulfilled the strategy was 42.6% if the budget was 127

million and only as he budget was 269 million the goal of CHB

treatment as prevention could fully be affordable.

Conclusion: The enormous resources would be consumed although

the strategy of CHB treatment as prevention in Chinese aged 20–59

years was cost-effective. To implement hepatitis B vaccination and

CHB treatment as prevention for the age group was found to be more

reasonably cost-effective.

PP0762

Patients triple infected with HIV and hepatitis B and C viruses

Rongrong Yang1, Xien Gui1, Yong Xiong1, Shicheng Gao1

1Zhongnan Hospital of Wuhan University, Wuhan

Background: To determine clinical characteristics in a population of

HIV, HBV and HCV triple infected patients.

Methods: One hundred and fifteen HIV/HBV/HCV triple infection

patients were included and they received cART with 3TC from Jan-

uary 2005 to June 2014. The demographic, the change of HBV and
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HCV replication, the occurrence of ESLDs, the proportion of HBV

and HCV related liver diseases before and after cART were evaluated.

Result: After cART with 3TC, HBV-DNA positive rate decreased

from 37.4% (43/115) to 9.9% (9/91) (P\0.001), whereas HCV-RNA

positive rate increased from 53.9% (62/115) to 70.3% (64/91) (P =

0.016), and HCV-RNA level increased from 3.78 Log10 copies/ml to

4.89 Log10 copies/ml (P = 0.025). It showed that 46.1% (53/115) of

patients had spontaneous clearance of HCV over 19 years of follow

up. The occurrence of ESLDs increased from 6.1% (7/115) to 16.7%

(11/66) (P = 0.022), and HCV-related ESLDs increased from 0.9%

(1/115) to 12.1% (8/66) (P = 0.001) whereas the proportion of HBV-

related ESLDs decreased from 85.7% (6/7) to 27.3% (3/11). Greater

occurrence of ESLDs was observed in HBV replication patients than

in HCV replication patients (10/22 = 45.5% vs 6/47 = 12.8%, P =

0.003). Moreover, greater occurrence of ESLDs was observed in

HBV/HCV rebound patients than in sustained HBV/HCV replication

patients (3/4 = 75.0% vs 14/70 = 20.0%, P = 0.011).

Conclusion: In the cART era, although HBV-related ESLDs reduced,

HCV-related liver diseases has become the leading challenge among

HIV/HBV/HCV triple infection patients.

PP0763

Prevalence of HCV and utilization of hepatitis C-related service
for clients in methadone maintenance treatment clinics

Lin Pang1, Ran Xin1, Xiaochun Wang1

1Chinese Center for Disease Control and Prevention, Beijing

Background: To study the prevalence of HCV infection and uti-

lization of hepatitis c-related services among clients in methadone

maintenance treatment (MMT) clinics. And to investigate the factors

associated with the utilization of HCV-related health services.

Methods: A cross-sectional study to recruit clients in MMT clinic

was conducted in Yunnan and Gansu Province by questionnaire,

which includes socio-demographics, drug and alcohol use behaviors,

opiate substitution treatment, access to HCV- related service.We

collected the recent HCV ab and HIV ab testing outcomes of enrolled

participants from MMT clinic management system.

Result: Among 618 participants, 54.2% of participants were HCV ab

positive, 14.9% HIV ab positive, 14.2% HIV/HCV co-infected.

Among 335 participants infected with HCV, 74.6% were aware of

their status, 34.9% had the experience of seeing a doctor for their

HCV treatment, 15.2% had tested HCV RNA, 13.4% had taken HCV

treatment with interferon, 3.0% had cured.

Among 250 participants who were aware of their status, 46.8%

had seen a doctor for their HCV infection, and 27.2% had taken HCV

treatment. Those were high education level, lived with family/friends,

employment, had greater HCV knowledge, having been told to go

onto HCV treatment at the first time knowing anti-HCV positive, with

HCV-related symptoms and signs had been more likely to see a

doctor for their HCV infection and to take treatment.

Conclusion: More than half of clients in MMT clinic were anti-HCV

positive, but 1/4 of seropositive participants were unaware of their

infection. Less than half of participants who were aware of their status

had seen a doctor for them, even fewer participants had received HCV

treatment. The high prevalence of HCV and low utilization of HCV

services among clients in MMT clinics emphasized an urgent need to

improve related strategy and work. Education about HCV knowledge

among clients and medical staff in MMT clinics, HCV referral ser-

vices, sign monitor should be strengthened.

PP0764

Schistosoma japonicum induced coagulation and fibrinolysis
dysfunction: a case–control study

Zhang Lunli1, Ning An2, Li Xiao Peng1, Ren Jianwei3

1The First Affiliated Hospital of Nanchang University, Nanchang;
2Jiangxi Provincial Institute of Parasitic Diseases, Jiangxi; 3Health

Division of Guard Bureau, General Staff Department of Chinese PLA,

Beijing

Background: Although coagulation, fibrinolysis, and inflammation

are affected and increased D-dimer levels have been observed in

schistosomiasis, the mechanisms remain unclear.

Methods: We investigated 150 patients with chronic schistosomiasis,

90 patients with advanced schistosomiasis, and 69 healthy residents in

this case–control study. Liver function, blood coagulation, liver

fibrosis, and routine blood test data were collected from medical

examination reports. Plasma t-PA, u-PA, plasmin/anti-plasmin com-

plex, plasminogen (PLG), antithrombin-III (AT-III), and plasminogen

activator inhibitor-1 levels were measured by ELISA. D-dimer levels

were measured using the immune turbidity method. Coagulation

factor VIII (FVIII) was measured using the coagulation method. AT-

III, PLG, Protein S, and Protein C activities were measured using the

chromogenic substrate method. Student’s t tests ANOVAs were used

to compare the group differences.

Result: Although the indicators of coagulation duration (PT, APTT,

TT, and Fbg level) were not significantly different between the case

and control groups, the plasma levels of the coagulation enzyme

FVIII, fibrinolysis proteins (including HA, PCIII, type IV collagen,

and laminin), PAP, and plasmin activators (t-PA and u-PA) were

significantly increased in the cases compared to the controls. These

levels were further elevated in the advanced patients compared with

the chronic patients (P\ 0.05). Anti-coagulation proteins, including

AT, AT-III, PLG, PC, and PS, and anti-plasmin activators (PAI1)

were decreased in the patient cases compared with the healthy con-

trols, and these levels were further decreased in the advanced patients

compared with the chronic patients (P\ 0.01).

Conclusion: Schistosoma infection result in specific pathological

variations with concomitant increases in coagulation and fibrinolysis

that may lead to the inhibition of infection-induced thrombi in the

vessels and a decrease in D-dimers to preserve blood flow.

PP0765

Efficacy and psychological status of pegylated interferon a-2a
and ribavirin antiviral therapy for patients with chronic hepatitis
C

Jihong An1

1The Inner Mongolia Autonomous Region People’s Hospital, Hohhot

Background: To explore the clinical efficacy of pegylated interferon

a-2a combined with ribavirin therapy in the treatment of patients with

chronic hepatitis C, and to understand the emotional disturbance

arising during the period of treatment.

Methods: 210 patients with chronic hepatitis C in our hospital were

selected and randomly divided into the control group and observation

group, with 105 cases in each group. Patients in the control group

received the recombinant human interferon a-2a, while patients in the

observation group received the combination treatment with pegylated

interferon a-2a and ribavirin. The curative effects of two groups were
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compared. And all patients will be assessed by way of Symptom

Checklist 90 (SCL-90).

Result: The rate of sustained response in observation group was

54.2%, which higher than control group, and there had a significant

difference between two groups (P \ 0.05); the rate of adverse reac-

tions in observation was 44.8%, and there had no significant

difference between the two groups (P [ 0.05). In SCL-90, factors

scores in somatization, anxiety, depression and psychotic item of

patients with chronic hepatitis C were higher than the norm of the

Chinese adults, and there had a significant difference between them (P

\ 0.05).

Conclusion: Pegylated interferon a-2a combined with ribavirin

therapy in patients with chronic hepatitis C has good curative effect,

and we also strengthen psychological attention and support among

patients with chronic hepatitis C.

PP0766

Assessment of health-related quality of life and related factors
in Chinese patients with chronic hepatitis C virus infection

Rui Huang1, Huiying Rao1, Lai Wei1

1Peking University People’s Hospital, Peking University Hepatology

Institute, Beijing

Background: To assess Health Related Quality of Life (HRQoL) in

Chinese patients with chronic hepatitis C virus (HCV) infection and

to identify significant predictors of the HRQoL in these patients of

China.

Methods: In this cross-sectional observational study, treatment-naı̈ve

Han ethnic adults with recently confirmed chronic HCV infection

were enrolled at 28 hospitals across China between February and June

2011. Patients underwent a medical interview, physical examination,

blood and urine test. Adopting European Quality of Life scale (EQ-

5D) and EuroQOL visual analogue scale (EQ-VAS) were used to

qualify HRQoL. Results were reported in descriptive analyses to

describe sociodemographic and disease related characteristics of the

patients. EQ-5D index score and EQ-VAS scores were compared with

ANOVA analysis between groups stratified by sociodemographic

status and disease related characteristics. Multivariate linear regres-

sion analysis identified associations between variables and HRQoL to

find out predictors of HRQoL. All analyses were performed using

SPSS v 23.0.

Result: Nine hundred and ninety-seven CHC patients were enrolled

in the study (mean age 43.5 ± 12.8 years; male 54.8%; married

84.5%). Forty-seven (4.7%) compensated cirrhosis and fifty-four

(5.4%) decompensated cirrhosis were reported. Twenty-four patients

(2.4%) had severe depression over according to Beck’s depression

inventory. Mean EQ-5D index score and EQ-VAS score were 0.780

± 0.083 and 77.2 ± 14.8. ANOVA analysis indicated the tendency

that males (p = 0.004; p = 0.257), the young (p = 0.000; p = 0.000),

the single (p = 0.000; p = 0.006), white collars (p = 0.065; p =

0.013), the patients with high income (p = 0.000; p = 0.000), the ones

without cirrhosis (p = 0.000; p = 0.000), and the ones having no trend

of depression (p = 0.000; p = 0.000) had higher EQ-5D Index and

EQ-VAS scores. Regression analyses showed that older age, less

family income, worse disease severity and higher Beck’s depression

score were significantly associated with lower EQ-5D Index score (b
= -0.098, p = 0.001; b = 0.050, p = 0.073; b = -0.107, p = 0.001;

b = -0.440, p = 0.000) and EQ-VAS score (b = -0.063, p = 0.039;

b = 0.056, p = 0.047; b = -0.082, p = 0.007; b = -0.431, p =

0.000). Splenomegaly (b = -0.074, p = 0.015) was associated with

EQ-5D Index score only. Gender, residence, marital status,

occupation and education were not predictive of better quality of life

in CHC patients.

Conclusion: In a cross-sectional sample of HCV patients in China,

worsening HRQoL was significantly associated with increasing age,

poor family income and disease progression of hepatitis C. Besides,

depression status impacted HRQoL of CHC patients severely. This

information provides insight into the benefits of treating HCV patients

and preventing disease progression and taking care of mental health

of them.

EQ-5D results of patients with hepatitis C

Multiple logistic regression analyses on having problem in each EQ-

5D dimension.

PP0767

The research of highly active antiretroviral therapy in individuals
of HIV and hepatitis B coinfection

Xiaofeng Wen1

1Chinese Medicine Hospital of LiuZhou City, Guangxi

Background: To explore the opportunity of HAART in patients with

Human immunodeficiency virus (HIV) and hepatitis B virus (HBV)

coinfection.

Methods: The general and follow-up data of 103 cases of AIDS

patients were included for retrospective analysis.The survey last for
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36 months. The efficacy of HAART was analyzed in AIDS patients

receiving 3 years’ antiretroviral therapy.

Result: After receiving 3 years’ antiretroviral therapy, both

HBVDNA and HIVRNA could not be detected in 90% of patients.

Prognosis risk factors of AIDS Patients with HBV coinfection was the

opportunity of HAART. Kaplan–Meier method showed. The average

survival time of the group of the early injury of liver was 67.538

months, which was longer than 46.980 months of terminal-stage liver

damage group (P\ 0.05).

Conclusion: HAART should be considered as soon as possible in

AIDS Patients with HBV coinfection.

PP0768

The effect of homelessness on HCV treatment outcomes
among people who inject drugs

Arpreet Singh1, Rajvir Shahi1, Ghazaleh Kiani1, Tyler Raycraft1,
Arshia Alimohammadi 1, Brian Conway1

1Vancouver Infectious Diseases Centre, Vancouver, Canada

Background: Recent European guidelines have identified people who

inject drugs (PWID) as a priority population to receive HCV treat-

ment. Achievement and maintenance of a sustained virologic

response (SVR) may be influenced by a number of factors, including

the social determinants of health in such vulnerable populations. One

such variable may be unstable housing. We sought to evaluate the

impact of homelessness on the achievement and maintenance of SVR

in both HCV mono-infected and hepatitis C/human immunodefi-

ciency virus (HCV/HIV) co-infected PWID receiving HCV therapy at

a tertiary clinic located in downtown Vancouver.

Methods: The target population consisted of HCV-infected PWID

receiving HCV therapy according to contemporary clinical guidelines

within the multidisciplinary program at the Vancouver Infectious

Diseases Center (VIDC), providing care to address medical, psy-

chological, social and addiction-related needs. Demographic

information was collected including patterns of recreational drug use.

Self-declared homelessness was ascertained by a self-administered

questionnaire. The initial endpoint of the study was achievement and

maintenance of SVR, with patients followed every 6 months after

SVR, more frequently in the setting of suspected HCV re-infection,

with such re-infection post-SVR considered a failure of treatment.

Result: The study population included 38 individuals of whom 7

(12.5%) women, 20 (53%) HIV co-infected, 24 (63%) genotype 1, 20

(53%), on opiate substitution therapy, with mixed patterns of recre-

ational drug use (39% opiates, 17% cocaine, 47% amphetamines).

Homelessness was present in 38 (100%). The crude SVR rate was

79% (30/38), higher in HCV mono-infected individuals (89% vs.

70%). In addition, 2 cases of HCV re-infection were documented, all

among HIV co-infected individuals, leading to an effective SVR rate

of 60% in this sub-group. Overall, homelessness was associated with

a 30% increase in risk of not achieving and maintaining SVR. Type of

recreational drug use (opiates vs. stimulants) was not associated with

the likelihood of HCV treatment success.

Conclusion: High rates of response to HCV treatment can be

achieved and maintained among active PWID. However, in this

vulnerable population, attention must be paid to non-traditional fac-

tors that may influence outcomes, including homelessness, especially

among those who are co-infected with HIV. As more PWID are

offered HCV therapy, programs must be developed to address short

and long-term housing to maximize the impact of these interventions.

PP0769

Utilizing the Ottawa charter in a multidisciplinary setting
as a harm reduction strategy in people who inject drugs

Arpreet Singh1, Arshia Alimohammadi 1, Tyler Raycraft1,
Ghazaleh Kiani1, Rajvir Shahi1, Brian Conway1

1Vancouver Infectious Diseases Centre, Vancouver, Canada

Background: There has been a big shift in the way health care

delivery is viewed in society. The shift from an individual approach to

a community based intervention needs to be implemented at all

specialist centers to help the PWID population to benefit from the full

scope of health care.

Methods: The multidisciplinary program developed at the Vancouver

infectious Diseases Centre (VIDC) provides ongoing, long-term

access to specialty medical care and support services in order to

address the clinical, psychological and social factors along with

addiction related needs that impact people who inject drugs (PWID).

This is particularly true in a neighborhood such as Vancouver’s

Downtown East Side (DTES), with a high proportion of individuals

with co-morbidities relating to clinical (HCV, HIV), psychologic

(diagnosed psychiatric conditions), social (food insecurity, home-

lessness) and substance use and its treatment. In many cases,

structures are not in place to allow individuals to effectively engage in

the care they require.

Result: Our intervention incorporates the use of community pop-up

clinics (CPCs) in the DTES to test individuals for HIV and HCV.

Positive tests result in an immediate consultation with our medical

team to proactively engage patients into low threshold multidisci-

plinary healthcare. Our program aims to create a supportive

environment with the design of individualized, patient-focused

approaches. This includes weekly support groups where breakfast and

lunch are provided along with education mental health and addiction,

opiate substitution, diabetes, obesity and cardiovascular disease.

Strengthening community action through our program promotes

personal growth and engagement in health care in a receptive envi-

ronment with access to state-of-the art treatment modalities, including

all-oral HCV therapy. Inclusion in clinical trials dedicated to this

vulnerable population is actively promoted.

Conclusion: Within our CPC program, 610 individuals were positive

for HCV of which 51 were positive for both HIV and HCV and 18

were positive for HIV only. A total of 170 (25%) individuals were

then engaged in care at VIDC. Alongside providing treatment for HIV

and/or HCV, VIDC targeted the social determinants such are linking

patients to safer housing options, providing nutrient dense food

sources, and education on safe injection drug use. Patients engaged at

VIDC showed better health outcomes when their social determinants

of health were targeted along with their physical, mental, emotional

and spiritual needs.

PP0770

Integration of palliative care and advance care planning in end
stage liver disease: factors influencing patients’ choice

Chern Hao Chong1,2,3, How Cheng Low1,2, Seng Gee Lim1,2, Long
Hua Readon Teh4, Noreen Chan1,5, Boon Leng, Kieron Lim1,2

1Yong Loo Lin School of Medicine, National University of

Singapore, Singapore, Singapore; 2Department of Gastroenterology

and Hepatology, National University Hospital, Singapore, Singapore,

National University Health System, Singapore, Singapore;
3Department of Medicine, Woodlands Integrated Health Campus,
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Singapore, Singapore; 4Department of Internal Medicine, National

University Hospital, National University Health System, Singapore,

Singapore; 5Division of Palliative Care, National University Cancer

Institute (NCIS), Singapore, Singapore

Background: Advance Care Planning (ACP) involves discussion

between healthcare professionals, patients and their family members

about the patient’s future healthcare plans. ACP is particularly

important in patient with chronic liver disease where fluctuation

course of disease makes identification and management of the end of

life period challenging. These patients may still benefit from both

active medical management but integration of palliative support care

is important to prepare patients, family and the clinical team for the

possibility of death.

Methods: This study was conducted in National University Hospital

of Singapore from November 2014 until November 2016 over 2 years

period of time, we prospectively follow up 96 patients with end stage

liver disease (ESLD) or advanced hepatocellular carcinoma (HCC)

who fulfilled referral criteria (Table 1) and not eligible for liver

transplantation. These patients were approached by ACP Coordinator

and hepatologist to discuss about their preference in medical treat-

ment towards the end of life.

Result: We engaged 96 patients over 2 years of time. Thirty-eight of

ninety-six patients (40%) agreed and completed ACP discussion,

which only 2/38 (5%) opted to continue full active management with

CPR, majority 95% choose limited intervention or comfort measures

knowing the overall prognosis is guarded. The rest of 58 patients

(60%) not keen for ACP and continue on medical management as per

medical team decision.

When comparing between ACP accepted and non-accepted group,

ACP accepted group has a higher bilirubin level (114 ± 131 mmol/L

compared to 68 ± 94 mmol/L p = 0.049) and higher Child’s Pugh

Score (9.94 ± 1.97 vs 8.88 ± 1.99 p = 0.043) in univariate and

multivariate analysis. We also noted more patients with ascites in

ACP accepted group (p = 0.047).

Presence of HCC, history of variceal bleeding, hepatic

encephalopathy, Albumin level, INR, Creatinine level and MELD

score was not differ between groups. There was not difference in the

duration of survival between both groups. (108 ± 124 days vs 106 ±

116 days p = 0.942) (Table 2).

Conclusion: There is an emerging need for ACP-Palliative care in

patient with ESLD whom transplant is not an option to address the

needs and relinquish unrealistic expectation. Identification of poten-

tial triggers for palliative care consultations and hospice referral is

important to optimize their end of life care.

This is the first in-depth prospective study to correlate biochemical

markers and clinical symptoms to predict ACP Palliative Care

acceptances in patient with advanced liver disease. Patient with

higher Child’s Pugh score, bilirubin level and ascites predicts ACP

acceptance. It reflected the typical Asian culture perspective on death.

It is also the first report to shows patient on ACP Palliative Care has

comparable survival compared to conventional medical treatment.

Table 1: Referral criteria for Advance Care Planning Discussion

Table 2: Higher bilirubin level, Child-Pugh score and presence of

ascites predicts Advance Care Planning Acceptance.
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PP0771

Occupational blood exposures in health care workers: incidence,
characteristics, and transmission of bloodborne pathogens
in South Korea

Sook-Hyang Jeong1, Ju Hyun Lee1, Junhyeon Cho1, Jang Eun
Sun1, Jin-Wook Kim1

1Seoul National University Bundang Hospital, Seongnam, Korea

Background: Health care workers (HCWs) are at high risk for

occupational blood exposures (OBEs) and transmission of bloodborne

pathogens. This study elucidated the incidence density and epidemi-

ological characteristics of OBEs among HCWs and investigated the

pathogen transmission rate for hepatitis B virus (HBV), hepatitis C

virus (HCV), and human immunodeficiency virus (HIV).

Methods: Self-reported OBEs from January 1, 2011 to December 31,

2015 were obtained from the electronic recording system. OBE

incidence densities per 100 person-year and per 100 bed-year were

calculated with a 5 year trend analysis. OBE characteristics and

pathogen transmission rates were evaluated.

Result: Among 10,452 fulltime-equivalent HCWs and 1072 average

yearly beds, 1076 OBEs were reported. OBE incidence density was

5.6 cases per 100 person-years and 20.3 per 100 bed-years. Incidence

rate decreased and was significantly associated with a decrease of

beds served per HCW. Housekeeping showed the highest OBE rate

(14.8%) followed by doctors (8.5%) and nurses (6.2%). OBEs

occurred in wards, emergency rooms, and operating rooms (38.1, 13.3

and 12.2%, respectively) via percutaneous (86.7%) and mucocuta-

neous (13.2%) injuries. Of OBEs associated with HBV (n = 133),

HCV (n = 126), and HIV (n = 25), only one led to HCV infection

(transmission rate of 0.8%); neither HBV nor HIV infection occurred.

Conclusion: OBE incidence rate in a Korean university hospital was

5.6 cases per 100 person-year and 20.3 per 100 bed-year and was

related to HCW workload and work proficiency. Though the actual

bloodborne pathogen transmission rate was low, efforts to prevent

OBE should be made for hospital safety.

Incidence density of occupational blood exposures at Seoul National

University Bundang Hospital during 2011–2015. The solid line shows

annual incidence density. The dotted line shows the Poisson regres-

sion and incidence rate ratio, 0.94; 95% Confidence.

PP0772

Hepatocellular carcinoma is one of the major threat
for malignant mortality in Bangladesh hepatocellular carcinoma
is one of the major threat for malignant mortality in Bangladesh

Mohammed Forhad Abedin1, Mamun Al Mahtab 2, Mohammad
Izazul Hoque1

1Comilla Medical College, Comilla, Bangladesh; 2Bangabandhu

Sheikh Mujib Medical University, Dhaka, Bangladesh

Background: Hepatocellular carcinoma (HCC) is increasing in

incidence and has a very high fatality rate. Cirrhosis due to chronic

hepatitis B or hepatitis C is the leading risk factor for HCC. Global

epidemiology of HCC is determined by prevalence of dominant viral

hepatitis and the age it is acquired in the underlying population.

Upcoming risk factors include obesity, diabetes and related non-al-

coholic fatty liver disease. Hepatocellular carcinoma (HCC) is the

fifth most common type of cancer and the third leading cause of

cancer-related death worldwide. HCC is most common in Asia, but its

prevalence is rapidly increasing in Western countries; consequently,

HCC is a global medical issue that urgently needs to be addressed.

Methods: Methodology: It is a cross sectional study conducted at the

Medicine Department of Sir Salimullah Medical College (SSMC) and

Mitford Hospital from March 2010 to March 2012. Information of

consecutive 50 deaths due to malignancy in medicine department

were collected in a pre-designed clinical data sheet within half an

hour of every occurrence. Necessary data was collected from hospital

case records (admission registrar, case files and death certificates)

using structured check-list.

Result: Among the malignant mortality, HCC is the second leading

cause of death. It is about 28.57%. HBV (46.15%) is the major risk

factor to develop HCC. 80% of initially detected HCC are in advance

Barcelona clinic liver cancer stage.

Conclusion: Malignant mortality due to HCC is a global medical

issue now a days. Most of the patient noticed in advance stage. So

every attention should be given to detect HCC in early stage.
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The 6-year changes of epidemiology of non-alcoholic fatty liver
disease among general population of northeastern in China

Jing Wu1, Hongqin Xu1, Chunyan Wang1, Jie Sun1, Shumei He1,
Junqi Niu1

1The First Hospital attached to Jilin University, Jilin

Background: Non-alcoholic fatty liver disease (NAFLD) is an

important health issue worldwide. Our study aimed to assess the

6-year changes of the prevalence of NAFLD and evaluate NAFLD’s

epidemiology of repeatedly surveyed individuals.

Methods: Two independent cross-sectional surveys of the general

population aged 20–75 years were carried out in 2007 and 2013 in

Jilin, China. A total of 3636 and 1359 participants were enrolled in

the two surveys, respectively. 646 individuals with no known liver

disease or history of alcohol abuse both attended the two surveys.

Result: The age-standardized prevalence of NAFLD increased from

23.43 to 43.70% in males and from 17.50 to 42.59% in females,

respectively. Of the 512 individuals without NAFLD at baseline in the

repeatedly population, 188 (36.7%) were found to develop NAFLD at

a 6-year follow-up. Baseline body mass index (BMI) and weight gain

were independent predictors for the development of NAFLD. Of the

134 with NAFLD at baseline, as many as 33 individuals (24.6%) had

no evidence of NAFLD at 6 years. The independent predictor of

NAFLD remission was baseline BMI, not include the weight changes.

The weight gain (-0.45(-4.35, 2.70) vs. 1.35(-1.00, 3.98)) was

significantly lower among those subjects with NAFLD at baseline,

compared with those NAFLD-free at baseline.

Conclusion: The prevalence of NAFLD increased dramatically in the

general population of Northeastern in China. Weight changes were

predictors for NAFLD incidence, but not NAFLD remission. The

awareness of the controlling weight among subjects with NAFLD at

baseline had improved, compared with the subjects without NAFLD

at baseline. However, more targeted measures still need to be taken to

meet the serious challenges of NAFLD.

PP0774

A retrospective analysis about the characteristics of HIV co-
infected with HBV and HCV in Shanghai

Fengdi Zhang1, Min Li1, Hongzhou Lu1

1Shanghai Public Health Clinical Center, Fudan University, Shanghai

Background: People infected with hepatitis B virus and hepatitis C

virus accounted for a large part of that of the world. And there is a

rapid growth of people living with HIV, which has the same route of

transmission with hepatitis. So, HIV/HBV or HIV/HCV co-infection

is more common in clinical settings and is worth studying.

Methods: The subjects were all hospitalized AIDS patients co-in-

fected with hepatitis B or hepatitis C in Shanghai public health

clinical center from September, 2015 to June, 2016. The data was

collected from Hospital Information System and was analyzed with

SPSS 20.0.

Result: 36 of 142 subjects living with HIV were included in the study

with 13 co-infected with hepatitis B and 23 co-infected with hepatitis

C. No statistically significance about CD4 counts was found between

HIV/HBV group and HIV/HCV group (c2 = 2.274, p = 0.132). And

there was also no statistically significance about liver function (ALT)

between HIV/HBV group and HIV/HCV group (c2 = 0.163, p =

0.686). The immunological conditions (CD4 B 200 cells/ll vs CD4[

200 cells/ll) of people with HIV/HBV co-infection wasn’t influenced

by HBeAg status (c2 = 0.070, p = 0.792) and HBV-DNA situation (c2

= 0.154, p = 0.694).

Conclusion: The immunological conditions and liver function of

people living with HIV was affected similarly by co-infection with

HBV and HCV. Immune status of AIDS patients decreased to some

extent, which does not affect the expression of HBeAg and the level

of HBV-DNA.

PP0775

Analysis of a 10-year clinical spectrum of biliary diseases referral
to a Chinese Tertiary Medical Center

Meihong Lin1, Zhihua Su1, Feng Zhang1, Ziming Liu1, Zesheng
Jiang2, Yan Wang3

1The Second School of Medicine, Southern Medical University,

Guangzhou; 2Department of Hepatobiliary Surgery, Zhujiang

Hospital, Southern Medical University, Guangzhou; 3State Key

Laboratory of Organ Failure Research, Guangdong Provincial Key

Laboratory of Viral Hepatitis Research, Department of Infectious

Diseases and Hepatology Unit, Nanfang Hospital, Southern Medical

University, Guangzhou

Background: Biliary disease (BD) includes diverse disorder affecting

the biliary system. Some of them such as the gallstone or

cholelithiasis are a major public health problem and the most common

GI disease worldwide. Because pathophysiology of BD has a close

relation to liver disease, metabolism, genetics and environmental

factors, we aimed to investigate the characteristics of the clinical

spectrum of BDs along the past 10 years in local patients’ referral to

medical center.

Methods: Using the database of clinical record at a tertiary general

hospital in Southern China, we conducted a retrospective study to

determine the comparative incidence of BDs at each year from Jan

2006–May 2016 and the basic demographics of the patients. The

study was approved by the hospital’s ethic committee.

Result: Totally 22,978 cases were included in this study. 57.0% of

them are males. The proportions of different etiologies are: gallstone

62.6%, neoplasms and polyps 16.8%, inflammation 13.3%, infection

1.3%, malformation 0.7%, parasitic disease 0.3%, and autoimmune

disease 0.2%. Notably, the proportion of neoplasms among all the

etiologies increased from 10.0% (2006) to 20.37% (2016). 16.8% of

the neoplasms are malignancies including cholangiocarcinoma

(72.2%), gallbladder cancer (16.7%), and ampullary cancer (11.1%),

with a general median age of 63 years. The top five BDs at each year

kept to be gallbladder stone (48.5%), gallbladder polyps (13.5%),

cholecystitis (12.2%), intrahepatic (8.9%) and extrahepatic

cholelithiasis (3.9%). Among all the BDs, gallbladder polyps are the

only one that had the persistently increasing proportions along the 10

years from 5.2 to 17.6%, while the rests had generally the consistent

relative levels.

Conclusion: This study shows that local BDs generally have a bit

higher incidence in males versus females; additionally, cholangio-

carcinoma but not gallbladder cancer is the most common biliary

malignancy, which are different from documented reports for some

other national populations. Although the absolute number of BD

patients was increasing for each year, the relative proportions of most

BDs did not change accordingly, except for the one of gallbladder

polyps. Additional studies are needed to identify the causative factors

underlying the above divergence.
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Liver dysfunction in dengue infection compare to other acute
undifferentiated febrile illnesses

Nicha Chantamanee1, Monthira Maneerattanaporn2

1Department of Medicine, Faculty of Medicine, Siriraj Hospital,

Mahidol University, Bangkok, Thailand; 2Department of Medicine,

Division of Gastroenterology, Faculty of Medicine, Siriraj Hospital,

Mahidol University, Bangkok, Thailand

Background: Acute febrile illness is one of the most common pre-

sentation in clinical practice. The most concern etiology for the

physician is dengue infection, as it could result in a grave prognosis if

the diagnosis and treatment are delayed. The elevation of amino-

transferase is frequently observed in dengue infection but rarely

referred to supporting diagnosis however. Our study highlights a

potential of aminotransferase level if it will help in diagnosis of

dengue fever in place that rapid test is not available. We also would

like to reveal if there is a correlation between level of transaminase

and the severity of dengue infection amongst patients who presented

with acute febrile illnesses.

Methods: This is a case control study. We recruited all patients who

presented with acute undifferentiated febrile illness (AUFI) at Siriraj

hospital from January 1st, 2007 to August 31st, 2014. The patients

were assigned to dengue infection (DI) group if they have any posi-

tive test of dengue NS1Ag, four-fold rising of dengue IgM or dengue

PCR. Otherwise would be assigned to other acute undifferentiated

febrile illness (OAUFI). Demographic data, clinical and laboratory

findings, treatment outcomes including complications were collected.

Result: 178 patients were included. 102 (57.3%) were diagnosed as

DI while 76 cases (42.7%) were categorized in OAUFI group. The

median age of OAUFI group was older [45 (1–90) vs 28 (3–78)], had

more co-morbidities including type 2 DM (15.8% vs 4.9%), hyper-

tension (31.6% vs 6.9%), and other underlying diseases (47.4% vs

29.4%) when compared to DI group. OAUFI also had worse out-

comes significantly [shock (18.4% vs 7.8%), respiratory failure

(13.2% vs 3.9%) and the mortality rate (10.5% vs 2.9%)] when

compare to DI group (P \ 0.05). Nausea (52% vs 36.8%), myalgia

(51% vs 35.5%) and hepatomegaly (24.5% vs 10.5%) were pre-

dominantly presented in DI group. DI group also had a significant

elevation of serum AST and ALT (Table 1), this could be found at the

beginning of fever up to a week of illnesses. The level of amino-

transferase also moderately correlated with severity of dengue

infection (Table 2).

Conclusion: Our study demonstrated that the elevation of serum

aminotransferase raises more possibility of DI amongst acute undif-

ferentiated febrile illness patients, when use in conjunction with

clinical presentation and complete blood count. The higher level of

the aminotransferase indicates more severe DI.

PP0777

The fast-track surgery (FTS) pathway for patients undergoing
liver surgery: a meta-analysis update

Yuanjun LI1, Tingting Huo2, Jiaze An2, Juan Xing3, Yan Wang4,
Xiaonan Liu2, Zheyi Han2

1Department of Aerospace Medicine, Fourth Military Medical

University, Xi’an; 2Xijing Hospital, Fourth Military Medical

University, Xi’an; 3College of Urban and Environmental Sciences,

Peking University, Beijing; 4The 323 Hospital of PLA, Beijing

Background: Fast-track Surgery (FTS), also known as Enhanced

Recovery after Surgery (ERAS), can accelerate the postoperative

recovery, and has been applied in several surgical diseases. Our aim is

to evaluate the safety and efficacy between FTS and conventional

perioperative care for patients undergoing liver surgery by a sys-

tematic review.

Methods: We searched literatures in PubMed, SCOPUS and

EMBASE till July 2016. No language restriction was applied.

Weighted mean differences (WMDs) and Odds ratios (ORs) with their

95% confidence intervals (CIs) were used for analyzing by a fixed or a

random effects model according to the heterogeneity assumption.

Result: In the present meta-analysis, thirty-six studies were included.

Compared with conventional care, FTS could reduce the intraopera-

tive blood loss (WMD -40.00; 95% CI -45.65 to -34.36, z = 13.89,

p \ 0.01), shorten the duration of postoperative stay (WMD -2.73;

95% CI -3.12 to -2.33, z = 13.45, p \ 0.00001), and had no sig-

nificant difference in operation time (p = 0.07), postoperative

complications (p = 0.23), and readmission (p = 0.23).

Conclusion: Based on current evidences from published studies, FTS

protocol was feasible and safety for patients who underwent liver

surgery. Larger studies are needed to validate our findings.
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Analysis of local outbreaks of tuberculosis and benefit
from treating LTBI among young students in Guangzhou

Huaping Huang1, Yuanping Zhou2, Xiaoping Tang3, Guosheng
Yuan2, Yuhua Du4, Xiaoting Cai4, Junwei Liu2, Chengguang Hu2,
Bing Liang4, Liqian He4

1Hepatology Unit, Nanfang Hospital, Southern Medical University,

Guangzhou/The First Affiliated Hospital of Hainan Medical

University, Hainan; 2Hepatology Unit, Nanfang Hospital, Southern

Medical University, Guangzhou; 3Health and Family Planning

Commission of Guangzhou Municipality, Guangzhou; 4Guangzhou

Chest Hospital, Guangzhou

Background: Three local outbreaks of tuberculosis were reported in

vocational schools in Guangzhou area from December 2014 to August

2015. Epidemiological outbreak investigations and Isoniazid pre-

ventive therapy (IPT) were performed. The aim of this study was to

evaluate the risk factors for transmission of mycobacterium tuber-

culosis in school-based outbreaks and assess the effectiveness and

benefit of IPT on latent tuberculosis infection (LTBI) among young

students.

Methods: The investigation was carried out among contacted family

members (n = 6), young students and school staff (n = 5332) from

three vocational schools according to guidelines established by the

China CDC. Data were collected by face-to-face interview through

self-designed questionnaire to determine the potential threats to the

outbreaks among students. Three months of Isoniazid and rifampicin

were offered as preventive therapy for the cases of LTBI (C15 mm

induration by purified protein derivative (PPD) method and normal

chest X-ray). Two groups with or without preventive therapy were

compared with tuberculosis incidence measured at 12 months after

end of the therapy.

Result: The delay time of diagnosis on the index cases among three

vocational schools was 7, 5 and 3 months, respectively. Three index

cases were found to have active pulmonary tuberculosis with sputum

smear positive and one of them has cavitary pulmonary tuberculosis.

43 (43/5338, 0.8%) were confirmed active PTB, matched 172 non-

tuberculosis students from the same school, multivariable analyses

indicated that more frequent contact with the index case was asso-

ciated with infection (OR 82.919, 95% CI 21.902–313.932). Low

body mass index (\18.5 kg/m2), unhealthy lifestyle (irregular study

and rest, lack of physical activity) and students from rural areas were

associated with active disease (P = 0.015, 0.002 and 0.014, respec-

tively). TST was performed in 4588 (4588/5338, 85.9%) students and

322 (322/5338, 6.0%) had LTBI. Of LTBI, 102 (102/322, 31.7%)

took chemoprophylaxis, 82 (82/322, 25.5%) completed the 3-months

course of treatment. Importantly, the LTBI developed TB with or

without preventive therapy were zero and 23 (P = 0.002) during 12

months follow-up. Toxicological reactions in 102 cases with treat-

ment included transit elevation of transaminase in 4 cases (4/102,

3.9%), anorexia, nausea, vomiting and other mild digestive canal

response in 12 cases (12/102, 11.8%).

Conclusion: Delaying of confirming the diagnosis of a highly

infectious student might trigger the outbreaks and widespread tuber-

culous infection. Frequent contact, Low body weight, unhealthy

lifestyle and rural originated students were risk factors for developing

into active tuberculosis. The study indicated that isoniazid and

rifampicin as a preventive therapy might be effective on tuberculosis

control in school-based outbreaks.

PP0779

Prevalence of human immunodeficiency virus, hepatitis B virus,
hepatitis C virus and treponema pallidum infections
among patients before blood transfusion in Xiangya Hospital
Central South University, China from 2011 to 2015

Weiwei Cao1, Rongrong Zhou1, Ning Li1

1Xiangya Hospital Central-South University, Changsha, Hunan

Background: Human immunodeficiency virus (HIV), hepatitis B virus

(HBV), hepatitis C virus (HCV) and Treponema pallidum (TP) infections

are considered as classic transfusion-transmissible infections (TTIs). The

epidemic of TTIs in general population remains a serious public health

problem in China, but rare data are available about prevalence of TTIs in

patients before blood transfusion. This study aimed to investigate the

seroprevalence of four TTIs among patients before blood transfusion in

Xiangya Hospital Central South University, China.

Methods: From 2011 to 2015, 305,193 patients before blood transfu-

sion in Xiangya Hospital were screened for HBsAg, Anti-HCV, Syphilis

antibody (Anti-TP) and Anti-HIV by ELISA (Abbott Diagnostics,

Wiesbaden, Germany). Anti-HIV positive samples by ELISA were

further identified by a Western blot for HIV antibodies. Statistical

analyses were conducted using SPSS 13.0 statistics software. The Chi

square test was applied to assess associations between categorical

variants. A p value\0.01 was considered statistically significant.

Result: Of the 305,193 patients, the overall positivity of transfusion-

transmissible disease (TTD) serum marker was 16.73% (51063). The

positive rates of HBsAg, Anti-HCV, Anti-HIV and Anti-TP were

12.79, 1.63, 0.25 and 3.00% respectively. The positive rates of TTD

serum markers were 20.73% for males and 14.63% for females with

significant gender difference (p = 0.000, X2 = 1955.32). HIV, HBV

and HCV infection were more prevalent among males (p = 0.000, X2

= 51.778, p = 0.000, X2 = 2389.21, and p = 0.000, X2 = 13.325,

respectively). Positive rates of Anti-HIV and Anti-TP both in male

and female patients increased year by year with statistical significance

(all P = 0 .000). Prevalence of TTI serum markers varied significantly

by age groups (all p\ 0.0001). HBsAg prevalence was significantly
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higher in aged 41–50 years patients (17.08%) than in other groups (p

= 0.000, X2 = 5948.454). The prevalence of HCV infection was high

within those groups whose age exceeded 41 but less than 70 years old

(p = 0.000, X2 = 554.384). The overall infection rate of HBV is high

in patents, yet with decline trends in young patients group. The

infection rate of HIV was relatively low but increased sharply in all

age groups in recent years. Of all the patients screened, 2618 (0.86%)

had two or more positive TTI serum markers. The top three multiple

infections were HBV-TP, HBV-HCV, and HCV-TP, with positivity

of 0.37, 0.23 and 0.08% respectively.

Conclusion: Prevalence of TTDs in patients before blood transfusion

is much higher than that in donors. Identification of these TTIs serum

markers in patients before blood transfusion could help us to reduce

the chance of nosocomial infection resulted from the transfusion,

facilitate the discovery of potential infectious disease and provide

useful information about epidemiological information of this area.

PP0780

A survey of knowledge about hepatitis B among new military
recruits in China

Yuanyuan Li1, Fu-sheng Wang2

Hospital of PLA, Beijing; 2Treatment and Research Center for

Infectious Diseases, 302 Hospital, Beijing

Background: Hepatitis B virus (HBV) infection is a serious public

health problem in China. The objective of this study was to assess

knowledge and behaviors around the transmission and prevention of

HBV infection in new military recruits in China.

Methods: A cross-sectional study was conducted among 800 new

military recruits. A self-administered structured questionnaire was

used to collect information and 727 questionnaires were returned

completed. Analysis was performed using SPSS version 18.0 and P\
0.05 was considered statistically significant.

Result: Of the respondents, 665 (91.5%) were male and 62 (8.5%)

were female. Mean age was 18.9 ± 1.7 years. A total of 608 (83.6%)

showed poor knowledge and 119 (16.4%) had adequate knowledge

about HBV. Older age, female sex and high education level were

statistically associated with a higher mean knowledge score. Multi-

variate logistic regression showed that age (OR 3.04, P\ 0.01) and

sex (OR 1.79, P \ 0.01) were significantly associated with appro-

priate behavioral practices towards prevention of HBV.

Conclusion: New military recruits in China were generally found to

have poor knowledge about HBV. New recruits need better education

about HBV, to assist in reducing and preventing HBV infection.

PP0781

Clinical analysis of 185 imported malaria patients with hepatic
dysfunction

Jianping Li1, Wenxin Hong1, Zhiwei Xie1, Yujuan Guan1

1The Eighth People’s Hospital of Guangzhou, Guangzhou

Background: A retrospective study was conducted to analyze the

clinical features of imported malaria accompanied by hepatic

dysfunction.

Methods: 405 malaria patients including 185 accompanied by hepatic

dysfunction patients admitted to our hospital from March 2005 to

December 2015 were analyzed. Blood smear was used to diagnosis

and identify insect species.

Result: 405 malaria patients were divided into abnormal liver func-

tion group (185 cases) and normal liver function group (220 cases).

Most were male (87.41%), the age averaged (36.52 ± 10.27) years

old. Compared with normal liver function group, abnormal liver

function group had a significantly higher prolonged hospitalization,

worse hepatic, renal and coagulation functions, higher incidence of

complications and had three cases of death. 185 malaria accompanied

by hepatic dysfunction patients were divided into ordinary malaria

group (155 cases) and severe malaria (SD) (30 cases).The clinical

manifestations of fever (97.30%), fatigue (63.24%), nausea (26.49%),

vomiting (23.24%), jaundice (66.49%), anemia (69.19%) were the

main symptoms and signs, and laboratory characteristics were mild to

moderately elevated transaminase, bilirubin and hypoproteinemia,

Compared with ordinary malaria patients, SD patients had higher

incidences of fatigue, nausea, vomiting, jaundice, soy sauce-like

urine, petechiae, conjunctival edema, liver and spleen enlargement,

pleural effusion and higher level of ALT, total bilirubin and lower

albumin level. 99.26% patients were cured and discharged.

Conclusion: Patients of malaria accompanied by liver damage have

mild gastrointestinal symptoms, but jaundice hepatitis is more. In SD

patients the liver damage is obvious and severe.

PP0782

Microflora changes in upper digestive tract and bile in acute
hepatic injury mice

Liu Huajuan1, Hu Yaxin1, Yu Lei2, Zhang Quan2, Zhu Mingjie1,
Cheng Mingliang2

1Guizhou Medical University, Guiyang; 2Affiliated Hospital of

Guizhou Medical University, Guiyang

Background: To study the changes of upper digestive tract and bile

flora associated with acute liver injury in mice.

Methods: Mice were randomly divided into 2 groups: control group

(group K) and acute hepatic injury group (group M). Acute hepatic

injury in group M were induced by intraperitoneal injection of

D-galactosamine (D-GaIN) (3.0 g/kg). Serums and liver tissues were

collected for biochemical examination and HE staining respectively.

The information of relative abundance and diversity were observed by

High-throughput Sequencing of V3 + V4 Region in 16S rDNA from

bacteria of mouth, stomach, duodenal and bile. Bacterial translocation

and changes associated with acute liver injury were identified by

LEfSe (LDA Effect Size) analysis.

Result: Compared with group K, the serum levels of ALT, AST,

TBiL, DBiL and IBiL in group M were increased (P \ 0.05). The

serum CHE level in group M was lower than that in group K sig-

nificantly (P\0.01). In group M, the diversity and relative abundance

of bacteria in mouth, duodenal and bile were increased, and which

were decreased in stomach. The diversity and relative abundance of

bacteria in mouth is the highest along the upper digestive tract. In the

upper digestive tract and bile, the dominant bacteria phylum of both

groups were Bacteroidetes, Firmicutes, Proteobacteria, Cyanobacteria

and Actinobacteria. For TM7 of mouth, the relative abundance is

0.0509% in group K and 1.4766% in group M, respectively, while

which are 0.09 and 0.846% in stomach. For Thermi of bile, the rel-

ative abundance are 0.055% in group K and 0.2237% in group M,

respectively. For Tenericutes of duodenum, the relative abundance

are 0.0432% in group K and 2.8941% in group M, respectively. Acute

liver injury resulted in a significant increase in Pasteurellaceae (p =

0.009) in the stomach and a decrease in Lactobacillaceae in the bile (p

= 0.05).

Conclusion: The diversity of bacteria and relative abundance of each

bacterium in upper digestive tract and the bile were significantly
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changed during the process of acute liver injure in mice. The changes

of Bacterial flora structure not only exist in the advantage bacterium

group, but also reflected in the disadvantage bacterium group. On

phylum level, acute liver injury may be related to the changes of TM7

in mouth and Tenericutes in duodenum. On family level, acute liver

injury may be associated with the changes of Pasteurellaceae in

stomach and Lactobacillaceae in bile.

Average relative abundance of bacteria in mouth (kou), stomach

(wei), duodenal (12zhi) and bile (dan).mice in group K(k.), group

M(M.).

On family level, LEfSe (LDA Effect Size) analysis of Bacteria in

mouth (kou), stomach (wei) and bile (dan). mice in group K(k.),

group M(M.).
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The Chinese version of the liver disease symptom index 2.0
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Background: Chronic liver diseases have been shown to adversely

affect the quality of life, especially in China. Standardized tools for

patient assessment are of great importance for treatment and follow-

up of these patients. The Liver Disease Symptom Index (LDSI) 2.0 is

a simple, short and specific liver disease questionnaire in English and

Arabic, but the Chinese version does not exist, therefore we translated

the LDSI-2.0 into Chinese and tested its psychometric properties in a

pilot cross-sectional study.

Methods: Cross-cultural adaptation was performed according to the

internationally recognized guidelines. 120 participants with chronic

liver disease were recruited in this study. Cronbach’s a and intra-class

correlations were used to determine reliability. Construct validity was

analyzed by evaluating the correlations between simplified Chinese

version of LDSI-2.0 and Chronic Liver Disease Questionnaire

(CLDQ), and the short form (36) health survey (SF-36).

Result: Each of the 24 items was properly responded and correlated

with the total items. LDSI-2.0 had excellent reliability [Cronbach’s a
= 0.885, intra-class correlation coefficient (ICC) = 0.854, 95% CI

0.735–0.830). Elimination of any one item in all didn’t result in a

value of Cronbach’s a \ 0.80.SC-FJS had a high correlation with

CLDQ, and domains of SF-36.

Conclusion: Simplified Chinese version of LDSI-2.0 demonstrated

excellent acceptability, internal consistency, reliability and construct

validity, which can be recommended for patients with chronic liver

disease in mainland China.

PP0784

People with hepatitis B: a sociological cascade of care
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Infection and Immunity in Society, Sydney, Australia

Background: A cascade of care is an epidemiological tool used to

identify the population burden of a disease and engagement in clinical

care from diagnosis to treatment. It has been used in Australia to

estimate the number of people with hepatitis B, the numbers of people

diagnosed and not, and how many people are clinically managed and

treated and not. The model shows significant deficits in the national

response to hepatitis B in Australia. While the cascade of care pro-

vides one understanding of the gaps in the public health response to

hepatitis B, the social, cultural and health system influences on access

to care in relation to hepatitis B are absent from this model.

Methods: This paper reviews data gathered from Australian Research

Centre in Sex, Health and Society studies conducted since 2008 with

people with hepatitis B, health care workers and other stakeholders to

identify how to address the gaps highlighted by the cascade of care.

Result: It is imperative that people with hepatitis B are engaged with

the health care system so they can move from being undiagnosed, to

being regularly monitored and treated when necessary. The barriers to

this engagement span individual, cultural, social, political and health

service issues including how hepatitis B is understood and responded

to by the communities most affected, knowledge of the infection by
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people diagnosed, health service and political responses to hepatitis

B.

Conclusion: The hepatitis B cascade of care clearly identifies

essential gaps in the clinical response to viral hepatitis. The social,

cultural, political and health system research provides alternative

insights into describing the problem and addressing public health

gaps.

PP0785

Abscess size and bacterial liver abscess complicated by sepsis: risk
and prognosis

Yao Liu1, Yuyun Shao1, Longfeng Jiang2, Ping Shi1, Yaping Han1,
Jun Li1
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Nanjing Medical University, Nanjing; 2Nanjing Medical University,
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Background: Bacterial liver abscess (BLA) patients complicated by

sepsis often has a poor prognosis, but corresponding risk factors are

less investigated. This study aimed to identify risk factors in BLA

patients complicated by sepsis.

Methods: We included BLA with sepsis patients treated at Jiangsu

Province Hospital from January 2011 to December 2015, retrospec-

tively. The other 52 BLA inpatients without sepsis in our hospital in

the same period were randomly selected as controls. Clinical char-

acteristics, laboratory and image documents of these patients were

comparatively analyzed. We applied Chi square to evaluate the dif-

ferences between the two groups and used logistic regressions to

identify risk factors.

Result: Compared to the control group, the BLA with sepsis group

had higher prevalence rates of diabetes mellitus (50% vs 26.9%, P =

0.016), malignancy (21.2% vs 5.8%, P = 0.022), jaundice (25% vs

9.6%, P = 0.038), albumin\ 35 g/L (86.5% vs 69.2%, P = 0.033),

BUN C 8.2 mmol/L (38.5% vs 13.5%, P = 0.004), hyperglycemia

(57.7% vs 36.5%, P = 0.031), multiple abscesses (40.4% vs 21.2%, P

= 0.034), abscesses size C 10 cm (25% vs 9.6%, P = 0.034). Uni-

variate analysis revealed that diabetes mellitus (OR 2.2, 95% CI

1.042–4.646), malignancy (OR 3.667, 95% CI 1.023–13.143), albu-

min \ 35 g/L (OR 2.8, 95% CI 1.009–7.774), BUN C 8.2 mmol/L

(OR 3.167, 95% CI 1.265–7.929), hyperglycemia (OR 3.4, 95% CI

1.254–9.216), multiple abscesses (OR 2.667, 95% CI 1.043–6.815),

abscesses size C 10 cm (OR 5.0, 95% CI 1.096–22.82) were risk

factors for BLA complicated by sepsis. Multivariate Logistic

regression showed that abscesses size C 10 cm (OR 5.0, 95% CI

1.096–22.82) was an independent risk factor.

Conclusion: Abscesses size C 10 cm is an independent risk factor for

BLA complicated by sepsis and is associated with a similarly poor

prognosis due to the development of sepsis, such as shock DIC

multiple organ failure and so on.

PP0786

Is there an impression on liver in Hantavirus infection?

Selcuk Kaya1, Gurdal Yilmaz1, Murat Aydin1, Firdevs Aksoy1,
Dilek Yagci Caglayik2, Iftihar Koksal1
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Infectious Diseases and clinical Microbiology, Trabzon, Turkey;
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Background: Hantavirus infection is the one of the most prevalent

zoonotic diseases over the worldwide (1). Hemorrhagic fever with

renal syndrome is the most common clinical form in humans and the

kidneys are the main target in the course of the disease (1). There is

limited knowledge in literature about liver involvement during the

disease and its mechanism is not fully understood (2, 3).

Methods: This study conducted at Karadeniz Technical University,

Farabi Hospital, between 01.09.2009 and 01.31.2016. Fifty-five

patients diagnosed with hantavirus infection were evaluated retro-

spectively. The diagnosis of disease was made by IFA (Euroimmun

AG, Lubeck, Germany) revealed hantavirus IgM and IgG antibodies

C1:100 titer in the serum samples and the results were confirmed by

immunoblot test (Hanta Profile 1 EUROLINE, Euroimmun, Ger-

many) at the National Reference Virology Laboratory.

Result: Mean age of patients was 47.5 ± 15.9 (10–83) and 38

(69.1%) of male, 17 (30.9%) of female. Mean duration of hospital-

ization was 17.4 ± 16.7 (1–110) days. In those patients, whose basal

serum aspartate aminotransferase (AST), alanine aminotransferase

(ALT) and gamma-glutamyl transpeptidase (GGT) levels were in

normal ranges; mean serum AST levels was 142.8 ± 229 (18–1491 U/

L), ALT levels: 92.6 ± 224 (14–1351 U/L), GGT levels: 69.1 ± 68.6

(9–271 U/L). AST and ALT levels were above normal ranges in 39

and 22 patients, respectively. Platelet counts were under 50,000/lL in

23 patients. Clinical and laboratory findings of patients are shown in

Tables 1 and 2. Ten (18.1%) patients were died during the follow-up.

Conclusion: Even if not the main target is liver, elevation of liver

function and GGT tests are being thought that possibility of liver

involvement in the course of systemic disease. Much larger and

comprehensive studies are needed in this field.
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The correlation analysis of cytomegalovirus active infection
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Background: To investigate the data of the children with liver

function damage and have a research of correlation analysis about

cytomegalovirus (CMV) active infection and liver function damage

within 3 months of age.

Methods: To collect data of children with liver function damage of

29 days to 3 months of age who detected liver function and serum

CMV-IgM, and remove children with immune defects or who were

suspect biliary atresia.

Result: The main clinical manifestations of 156 patients were jaun-

dice and hepatomegaly. The rate over 50% of DB/TB in hepatitis

group was 73.5%, in biliary tract malformation group was 89.9%.

Children with jaundice mostly had cholestasis. Hepatomegaly was

mild to moderate. Most of patients with biliary tract malformation had

liver texture change, one had splenomegaly. The rates of CMV-

IgM(+) among the hepatitis group, the biliary tract malformation

group and the control group were 46.8, 35.4, 12.5%. There were both

significantly differences between the hepatitis group, biliary tract

malformation group and the control group for the rate of CMV-

IgM(+).In the hepatitis group, the alanine aminotransferase(ALT) was

193.88 ± 161.404 U/L. In the biliary tract malformation group, the

ALT was 184.70 ± 115.544 U/L. There was no significant difference

in ALT average levels between CMV-IgM(+) and CMV-IgM(-)

among the hepatitis group and biliary tract malformation group. The

ALT was divided into several levels: \2 times, 2–5 times, 5 to 10

times, [10 times ULN, there was no significant difference of ALT

levels grading between CMV-IgM(+) and CMV-IgM(-) among the

hepatitis group and biliary tract malformation group. In the hepatitis

group, 49.4% cases diagnosed CMV hepatitis. In the biliary tract

malformation group, 81.0% cases diagnosed biliary atresia, 12.7%

diagnosed biliary stenosis, 3.80% cases diagnosed choledochocyst,

2.53% cases diagnosed choledochectasia, 20.2% cases had CMV

hepatitis.

Conclusion: In the children with liver function damage of 29 days to

3 months of the Children’s Hospital of Chongqing Medical University

in 2013, 49.4% cases diagnosed CMV hepatitis in the hepatitis

group.CMV active infection was considered the leading causes of

infant hepatitis patients. No matter whether the children had biliary

tract malformation, most of the children with liver function damage

had jaundice and hepatomegaly and a majority of children with

jaundice had cholestasis. A majority of hepatomegaly was mild to

moderate. Many patients with biliary tract malformation had liver

texture change, even a hard texture. No matter whether the children

had biliary tract malformation, most of liver function damage showed

ALT elevated mildly to moderately. There was no certain correlation

between CMV active infection and the liver function damage severity.

PP0788

Urinary tract infection as the main bacterial infection in patients
with liver cirrhosis: own experience of Department of Infectious
and Tropical Diseases and Hepatology, Warsaw, Poland

Dagny Clea Krankowska1, Mariusz Sapula2, Marta Debicka2,
Dominik Kulka2, Anna Bartnik2, Alicja Wiercinska-Drapalo1

1Department of Infectious and Tropical Diseases and Hepatology,

Warsaw Medical University, Warsaw, Poland; 2Warsaw Medical

University, Warsaw, Poland

Background: Bacterial infections are very common in patients with

liver cirrhosis and can trigger episodes of decompensation of cir-

rhosis. Preventive methods such as appropriate use of antibiotics and

close monitoring of patients with cirrhosis with a sudden onset of

symptoms are required to minimize the morbidity and mortality of

these patients due to infections.

The aim of this study was to determine the site and etiology of

infections in patients hospitalized with liver cirrhosis in our Depart-

ment. To determine a relation between initial white blood cell count

(WBC), C-reactive protein (CRP) and procalcitonin (PCT) and the

site of infection in patients with liver cirrhosis, and the length of

hospital stay of such patients.

Methods: In this study we included 92 hospitalizations of 80 patients

admitted to the Department of Infectious and Tropical Diseases and

Hepatology in the years 2013–2015. The inclusion criteria were:

1. Length of stay in the hospital C3 days.

2. Main diagnosis being chronic hepatitis B or hepatitis C, or

alcoholic cirrhosis or autoimmunological cirrhosis, or coexis-

tence of several etiologies of cirrhosis. Liver cirrhosis in all those

cases was confirmed by biopsy or elastography.

3. Any mention of infection in the discharge papers (either in the

medical history or laboratory findings).

The statistical analysis was conducted using the STATISTICA

program.

Result: In our study there were 40 men and 40 women. The mean age

of the patients was 56.8 years. The median time of hospitalization was

13.5 days. The most common localizations of infection were: urinary

tract (21.74%), gastrointestinal (15.22%) presented as diarrhea, and

skin infection (10.87%) as erysipelas. Fever without other symptoms

was present in 11.96% cases. Two or more sites of infection were

found in 11.96% of records. In less than half of the cases the pathogen

was diagnosed. The most frequent ones were Clostridium difficile

causing diarrhea, Klebsiella pneumoniae, Enterococcus genus and

Escherichia coli present in the urinary tract infections and Staphy-

lococcus genus as the main culprit of sepsis. The main administered

antibiotics were ceftriaxone, vancomycin, fosfomycin and metron-

idazole. The median count of white blood cells was 6.4 thousands/

mm3, the median of CRP 22 mg/l and the median of PCT 0.42 ng/ml.
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Analysis of variance failed to show a relationship between mean

WBC, CRP or PCT and different sites of infection. Pearson’s corre-

lation coefficients were not significantly different from zero for

correlations between initial CRP, WBC or PCT and the length of

hospital stay (p[ 0.05).

Conclusion: The most frequent infections in our study group were

urinary tract infections and gastrointestinal infections in the form of

diarrhea. The commonly used parameters of infection (WBC, CRP

and PCT) are not sufficient enough markers for prognosis of outcome

of hospitalization of patients with cirrhosis.

PP0789

Fanconi syndrome with osteomalacia induced by Adefovir
dipivoxil: a case report and literature review

Ruiqi Zheng 1, Fengchang Guo2, Yulin Hu3

1The First Hospital of Jilin University, Jilin

Background: Fanconi syndrome, is a hereditary or acquired proximal

renal tubule non-selective dysfunction, which leads to impaired

reabsorption of sodium, potassium, calcium, phosphorus, glucose,

amino acids, bicarbonate and low molecular weight proteins. Ade-

fovir dipivoxil is used for the treatment of chronic hepatitis B,

because of inhibiting the expansion of hepatitis B virus. However,

clinical discovered that long-term administration of low-dose (\10

mg/d) Adefovir dipivoxil can still lead to proximal renal tubular

damage, leading to low phosphate osteomalacia. As the disease easily

confused with musculoskeletal disorders and its incidence rate is low,

it very easy to be misdiagnosed and missed the diagnosis.

Methods: Clinical case report and literature review.

Result: A 64-year-old man felt intermittent chest back, waist and leg

pain beginning in October 2014. And he was diagnosed with ‘‘os-

teoporosis’’ at the local hospital in May 2015. He felt the pain

becoming very serious, and accompanied by lower extremity weak-

ness and intermittent hand-foot seizures. He only could walk slowly

with the aid of outside force, and scissors gait. He had been receiving

low-dose Adefovir dipivoxil (ADV, 10 mg/d) for the treatment of

chronic hepatitis B virus infection for 5 years. By checking we found

that he has developed Fanconi syndrome and Osteomalacia. After

cessation of ADV and supplement of phosphorus and calcium, the

patient’s clinical symptoms, such as bone pain, muscle weakness, and

laboratory findings improved.

Conclusion: As the Fanconi syndrome easily confused with muscu-

loskeletal disorders and its incidence rate is low, it very easy to be

misdiagnosed and missed the diagnosis. We report a case that Ade-

fovir dipivoxil caused Fanconi syndrome and Osteomalacia, which

might give a certain enlightenment for prevention diagnosis and

differential diagnosis of Fanconi syndrome. Our hospital has found

more than 1 case of this disease and the more effective predictor of

Adefovir dipivoxil leading to proximal tubular damage is to be

researched. Clinicians should pay sufficient attention to avoid mis-

diagnosis, delay in diagnosis and treatment, try to do early diagnosis

and early treatment to improve the patient’s quality of Life.

PP0790

Hepatitis prevention, control, and elimination program
in Mongolia: a model for eliminating major cancer-causing
infectious disease globally

Naranbaatar Dashdorj1,2, Naranjargal Dashdorj1,2,3, Andreas S.
Bungert1,2, Zulkhuu Genden1,2,3, Batdelger Dendev3,4, Davaadorj
Duger5,6, Ayush Dagvadorj1,2, Dahgwahdorj Yagaanbuyant1,2,5

1Onom Foundation, Ulaanbaatar, Mongolia; 2Mongolian Society of

Hepatology, Ulaanbaatar, Mongolia; 3Liver Center, Ulaanbaatar,

Mongolia; 4National Center for Communicable Diseases,

Ulaanbaatar, Mongolia; 5Mongolian National University of Medical

Sciences, Ulaanbaatar, Mongolia; 6Mongolian Gastroenterology

Association, Ulaanbaatar, Mongolia

Background: Hepatitis B and C together killed 1.45 million people in

2013, which is more than number of mortalities due to malaria,

tuberculosis, or HIV/AIDS. Mongolia has the world’s highest rate of

liver cancer mortality—nearly eight times the global average.

Prevalence of chronic viral hepatitis B, C, and D in Mongolia are at

an endemic level and constitute the main cause for Mongolia’s world-

leading liver cancer mortality rate, which has been steadily increasing

over the last decade. At the moment, liver cirrhosis and hepatocellular

carcinoma mortalities account for 15% of all annual mortalities in

Mongolia, and it is projected to increase in the future. In short, the

viral hepatitis endemic is wreaking havoc in Mongolian society.

Methods: To tackle this overwhelming burden of viral hepatitis in

Mongolia, Onom Foundation, Mongolian Gastroenterology Associa-

tion, and Mongolian Society of Hepatology initiated the Hepatitis

Prevention, Control, and Elimination (HPCE) Program on September

8, 2014. The HPCE Program in Mongolia is divided into three main

intrinsically inter-dependent campaigns with specific focuses on

prevention, screening, and treatment.

Result: Thanks to the persistent and unwavering effort of these

organizations and partners, the Government of Mongolia officially

adopted the HPCE Program into the 2016–2020 Action Plan. It should

emphasized that the MISSION 2020 of the HPCE Program to elim-

inate HCV in Mongolia by 2020 and to significantly reduce viral

hepatitis induced liver cirrhosis and hepatocellular carcinoma is

explicitly mentioned in the 2016–2020 Action Plan of the Govern-

ment of Mongolia. According to the treatment dynamics model that

was published in 2015, over 45,000 lives will be saved from dying of

liver cirrhosis and hepatocellular carcinoma by 2030 in the process of

eliminating HCV.

Conclusion: The Government of Mongolia truly embraced the HPCE

Program into the 2016–2020 Action Plan. The HPCE Program in

Mongolia will serve as a model for other countries in their fight

against viral hepatitis.
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PP0791

Short questionary concerning guidelines on management of HBV-
infection among Armenian physicians

Narina Sargsyants1

1Armenicum Clinical Center, Yerevan, Armenia

Background: Chronic hepatitis B virus (HBV) infection is a common

cause of liver related morbidity/mortality including cirrhosis and

hepatocellular carcinoma (HCC). Armenia characterized with inter-

mediate prevalence of HBV-infection. Despite updates and

improvements in Clinical Practice Guidelines by major Hepatological

Societies during the past decade, greater patient and physician edu-

cation is still needed. The aim of study is assessed applicability of the

main Hepatological Societies Clinical Practice Guidelines for Man-

agement of chronic hepatitis B (APASL, EASL, AASALD) by

Armenian Physicians.

Methods: 20 physicians (10 Infectionists and 10 Gastroenterologists)

were included in the study. Questionnaire includes 25 items and

consisted of two parts: eight—information regarding the physician

personal data (specialty, stage, scientific degree, lecturing in Medical

University, participation in international conference during last 3

years, number of publications on Hepatology in international/local

journals during last 3 years, using of Clinical Practice Guidelines in

daily practice) and seventeen—on natural course, screening, treat-

ment of HBV-infection and HCC.

Result: In average physicians knowledge was better depend on longer

practical stage in gastroenterology/infectious diseases and teaching

experience. Completely correct answers on questions concerning

natural course of HBV-infection (characteristics of occult HBV-in-

fection, distinguish between HBeAg-negative chronic hepatitis B and

inactive HBV carrier state) only of 4 physicians. Results of antiviral

therapy connected questions: higher percentage on treatment moni-

toring, less—on criteria’s of initiation, preferable scheme and

effectiveness of therapy. Better result enrolled on HBV-infected

pregnant women prophylaxis, but less satisfied on HCW prophylaxis.

The lowest results enrolled in knowledge of HCC: risk groups,

screening, diagnosis, BCLC classification and management. Vast

majority select as the most important investigation in HCC screening

AFP, only 3 physicians choose abdominal ultrasound.

Conclusion: Result of short questionary on HBV-infection manage-

ment among Armenian physicians involved in field of Hepatology

suggests necessity of more careful approach to current Clinical

Practice Guidelines.

PP0792

Knowledge, attitudes, and practices of patients on hepatitis B
and C at the OPD of Cardinal Santos Medical Center
during World Hepatitis Day 2016

Marco Tongo1, Celina Adraneda1, Diana Payawal1

1Cardinal Santos Medical Center, San Juan, Metro Manila,

Philippines

Background: Viral Hepatitis has been one of the most serious leading

causes of mortality worldwide. Millions of people worldwide have

been affected making it a major public health concern. Viral hepatitis

may become chronic and lead to further development of liver cir-

rhosis and hepatic malignancy. The Filipino community, including

both healthcare and non healthcare associated, are greatly affected by

the Hepatitis B and C virus. For this, a study on the level of knowl-

edge, attitudes, and practices is needed to provide better strategies in

promoting awareness of this potentially devastating disease entity.
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Methods: This is a cross-sectional, questionnaire based study. The

73-item questionnaire was distributed during the series of World

Hepatitis Day celebrations conducted last July 20, 2016. The partic-

ipants were requested to answer the questionnaires, on the spot,

during the said event after obtaining their consent. Questionnaires

were then collected and answers were collated for further analysis.

The same questionnaire was administered in the outpatient depart-

ment in 2015. A comparison in the mean scores from that survey was

also done.

Result: A total of 100 questionnaires were given out during the said

event. An 81% response rate was noted as there were 81 question-

naires that were returned with complete data, and was answered

completely by the respondents. The remaining 9 questionnaires were

either not returned or had incomplete responses from the participants.

There is noted slight decline in the mean scores for knowledge (2.77%

difference) and attitudes (1.10% difference) toward hepatitis b and c.

However, there was noted increase in scores for good practices

relating to hepatitis b and c at 44.6% difference.

Conclusion: Hepatitis B and C has become a growing concern in the

Philippine health statistics. This study demonstrates that health pro-

motion to increase awareness regarding this disease entity is still

imperative. A significant number of key indicators of knowledge,

attitude and practices towards hepatitis B and C has shown that the

current population still demonstrates incorrect knowledge, and neg-

ative attitude. Recent efforts, however, in awareness promotion for

hepatitis B and C in our institution has led to improvement towards

good practices in relation to hepatitis B and C. The outcome of the

survey strongly suggests that continued efforts for hepatitis awareness

is still much of an imperative in current society.

PP0793

Analysis of chronic infectious diseases and drug use based
on Apriori algorithm

Tangkai Qi1, Min Li1, Hongzhou Lu1

1Shanghai Public Health Clinical Center of Fudan University,

Shanghai

Background: Drug burden is an important factor impacting quality of

life and survival among patients with chronic infectious disease. Here

we explore the correlation of between several chronic infectious

diseases and drugs application by measuring association rules.

Methods: Retrospectively collected data of 33,888 outpatients with

suspected chronic infectious disease. Association rules between main

diagnosis and treatment of data were analyzed by Apriori algorithm,

using SPSS Modeler 14.1 software package.

Result: 18,442 cases of chronic infectious disease received the out-

patient service a Chinese regional center of infectious disease in a

period from May to July, 2016. The most common chronic infectious

disease included hepatitis B (20.3%), liver damage (10.5%), pul-

monary tuberculosis (7.2%), pulmonary infection (10.6%) and HIV/

AIDS(5.8%). 10 association rules were determined between a diag-

nosis of tuberculosis or pulmonary infection with a drug of

Pyrazinamide Tablets, Rifampicin Capsules, Ethambutol Hydrochlo-

ride Tablets, Isoniazid Tablets, or anti-tuberculosis pill (a Chinese

patent drug). 2 association rules were determined between a diagnosis

of chronic hepatitis B and the usage of Entecavir Dispersible Tablets

or Telbivudine Tablets. 2 were determined between liver damage and

Entecavir Dispersible Tablets or Gantaishu capsules(a Chinese patent

drug). Another 2 were determined between HIV/AIDS and the usage

of Lamivudine Tablets, F efavirenz tablets. The odds ratio varied

between 1–2.289, respectively.

Conclusion: The drug burden is heavy among patients with chronic

infectious disease. It’s crucial to make a timely and accurate diag-

nosis, as well as working out a regimen carefully with precautions to

various drug adverse event and interactions.

PP0794

The research of intracellular drug susceptibility test
for mycobacterium abscess background

Hu Feishu1, Sheng Jifang1

11st Affiliated Hospital of ZheJiang University, Hangzhou

Background: Mycobacterium abscess is one of the most common

species of NTM and can survive in cells. CLSI recommend liquid

Broth micro-dilution based method to test in vitro drug susceptibility,

but they also point out this method is not accurate for NTM.

Methods: Find out best concentrations and time for cell differentia-

tion by concentration and time gradient. Best MOI and time for

infecting are detected by bacterial colony counting at time of 2, 12,

24, 48 h later with MOI scale of 0.001, 0.01, 0.1, 1, 10, 100 and 1000.

Detect the best time for antibiotics by colony counting on day 0, 1, 2,

3, 4 and 5.

Result: The best concentration and time for differentiation is 100 ng/

ml and 48 h. Positive rates of CD11b and F4/80 are 89.78 and

87.54%. Best MOI and time for infecting are 1 and 24 h. Best time for

antibiotics is 24 h. Intracellular clarithromycin concentration is 2

folds of that of extracellular, and for linezolid is 1/10. When the drug

concentration is 256, 128, 64, 32, 16, 8, 4, 2, 1, 0.5, 0.25, 0.125 lg/ml,

mean intracellular BIR of CLA is 94.11 ± 3.77, 93.00 ± 4.30, 91.78

± 9.83, 91.33 ± 8.47, 93.46 ± 4.83, 90.80 ± 7.82, 89.50 ± 15.66,

86.76 ± 11.27, 87.67 ± 10.54, 84.87 ± 15.51, 75.46 ± 24.01, 74.94

± 15.95% in sequence, extracellular BIR is 98.68 ± 2.19, 98.68 ±

2.31, 99.32 ± 0.67, 99.44 ± 1.06, 98.96 ± 2.00, 98.87 ± 3.07, 97.83

± 2.99, 98.76 ± 2.34, 97.48 ± 5.02, 98.51 ± 2.30, 95.58 ± 9.15,

88.89 ± 21.78% in sequence. Intracellular BIR is lower than extra-

cellular (p \ 0.05). Intracellular BIR of linezolid is 88.97 ± 15.09,

92.56 ± 9.07, 89.70 ± 12.21, 84.06 ± 16.58, 67.24 ± 22.54, 47.67 ±

23.55, 40.65 ± 29.30, 35.55 ± 24.05, 31.92 ± 24.85, 26.59 ± 21.13,

25.67 ± 23.24, 17.85 ± 20.39% in sequence, extracellular BIR is

99.63 ± 0.46, 99.72 ± 0.42, 94.75 ± 20.24, 99.23 ± 0.82, 95.84 ±

7.99, 95.55 ± 6.08, 88.80 ± 16.03, 79.53 ± 22.56, 73.09 ± 28.75,

59.84 ± 30.85, 50.71 ± 28.54, 34.21 ± 20.99% in sequence. Intra-

cellular BIR is lower than extracellular BIR (p\ 0.05).

Conclusion: We successfully establish the intracellular drug sus-

ceptibility test method for mycobacterium abscess. The best MOI, the

best co-culture time, and the best time for antibiotics inhibiting is 1,

24 h and 24 h. The intracellular clarithromycin concentration is higher
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than extracellular concentration, and the intracellular linezolid con-

centration is lower than extracellular concentration, but intracellular

BIR of both antibiotics are significantly lower than extracellular BIR.

PP0795

The application of association rules in the analysis
of the correlation between chronic infectious diseases
and noninfectious disease

Min Li1, Tangkai Qi1, Hongzhou Lu1

1Shanghai Public Health Clinical Center of Fudan University,

Shanghai

Background: Data mining has been widely used in determining the

relationship between diseases.

We aim to explore the correlation of between common chronic

infectious diseases and non-infectious disease by measuring associ-

ation rules.

Methods: Clinical data of hospitalized patients from the hospital

information management system (HIS) of a hospital focusing on

infectious disease. Data cleaning, field expansion and management of

variables were done per protocol. Analysis was done using SPSS 14.1

software package.

Result: 14570 cases of chronic infectious disease were screened out

of 27,893 inpatients. Among them common diagnosis included HIV/

AIDS, tuberculosis, hypertension, diabetes, pulmonary infection, liver

cirrhosis, hepatitis B and chronic hepatitis B. A total of 36 rules were

determined, among them 16 has potential of guidance, including:

tuberculosis and AIDS (S = 15.79%, C = 99.74%, L = 1.00),

cryptococcal meningitis and AIDS (S = 9.96%, C = 99.58%, L =

1.00, pulmonary infection and AIDS (S = 28.21%, C = 99.56%, L =

1.00), tuberculous pleurisy and tuberculosis (S = 10.99%, C =

69.58%, L = 1.05), liver cirrhosis and hepatocellular carcinoma (S =

42.27%, C = 62.20%, L = 1.33), liver cirrhosis with hypertension and

hepatocellular cancer (S = 7.97%, C = 64.478%, L = 1.38); as well

as 6 rules between diabetes mellitus and hypertension, 2 between

chronic hepatitis C and hypertension, 1 between chronic hepatitis C

and diabetes mellitus, hypertension, 1 between chronic hepatitis B

and hypertension (L[ 1) diseases among associated diseases.

Conclusion: There are complicated associations of diseases among

patients with chronic infectious diseases, such as associations

between a diagnosis of AIDS and tuberculosis, liver cirrhosis and

liver cancer, hypertension and diabetes. Special attentions are needed

to screening and managing concurrent diseases when caring for

patients with chronic infectious diseases.

PP0796

Comparison of transient elastography and MRI in diagnosis
of liver cirrhosis

Qin Zhou1, Su Lin1, Yueyong Zhu1

1The First Affiliated Hospital of Fujian Medical University, Fuzhou

Background: Patients with liver cirrhosis are at high risk of several

comorbidities. Early identification and treatment of cirrhosis is

important. Transient elastography (Fibroscan, FS) is a widely used

method for non-invasive diagnosis of liver cirrhosis. However, FS can

only assess part of the liver. In patients with severe obesity, ascites,

high aminotransferase or bilirubin level, the result of FS is unreliable.

MRI is able to assess the whole liver morphometry and can be per-

formed in obese patients. The aim of this study is to compare the

accuracy of FS and MRI in diagnosis of liver cirrhosis.

Methods: A total of 56 patients with chronic liver diseases who were

underwent liver biopsy and both FS and MRI examination during

hospitalization were retrospectively included. The diagnosis of cir-

rhosis was based on liver biopsy. The diagnostic ability of FS and

MRI were compared. Parallel test was built to improve the diagnostic

sensitivity.

Result: A total of 56 participants were recruited, with the average age

of (43.64 ± 11.44) year and BMI of (25.04 ± 4.87) kg/m2. Eighteen

(32.14%) cases were diagnosed as liver cirrhosis by liver biopsy

(Table 1). MRI has higher sensitivity (78% vs 72%) but lower

specificity (68% vs 92%) than FS. The sensitivity increased to 89%

when parallel test was employed. However, the areas under receiver

operating characteristic curves were not significantly different among

three methods. The diagnostic odd ratio (DOR) of FS, MRI and

parallel test were 30.33, 7.58 and 13.7, respectively. The positive

predictive value (PPV) of FS, MRI and parallel test were 81, 54 and

53%, and the negative predictive value (NPV) of them were 88, 87

and 92%, respectively (Table 2).

Conclusion: Although the FS has some disadvantages, it still pro-

vides higher DOR, PPV and NPV than MRI for the diagnosis of liver

cirrhosis than MRI alone. Parallel test would help to improve the

sensitivity.

BMI: body mass index; CAP: controlled attenuation elastography;

LSM: liver stiffness measurement; ALT: alanine aminotransferase;

AST: aspartate aminotransferase; WBC: wight blood cell; RDW: red

cell distribution width; PLT: platelet count; PDW: platelet distribu-

tion width

FS: Fibroscan; MRI: magnetic resonance imaging; PPV: positive

predictive value; NPV: negative predictive value; DOR: diagnostic

odd rati; LR(+): positive likelihood ratio
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PP0797

Can procalcitonin serve as a diagnostic marker for bacterial
infections of patients with liver failure?

Su Lin1, Yanyan Yan1, Yueyong Zhu1

1The First Affiliated Hospital of Fujian Medical University, Fuzhou

Background: Previous reports show baseline procalcitonin (PCT)

increases in patients with underlying liver diseases. The diagnostic

ability of PCT for bacterial infection in liver failure remains contro-

versial. The aim of this study was to explore the diagnostic value of

serum PCT for bacterial infections in those populations.

Methods: Patients with liver failure or cirrhosis from February 2011

to June 2016 were retrospective enrolled. Serum PCT level was tested

in every individual on admission. The correlation between PCT and

biomarkers of liver function were explored. The area under the

receiver operating characteristics curve (AUROC) was employed to

evaluate the diagnostic accuracy of PCT for the diagnosis of bacterial

infections in liver failure.

Result: A total of 191 patients with liver failure were enrolled, with

89 (46.6%) bacterial infection and 102 (53.4%) without on admission.

One hundred and forty-eight cirrhotic patients were also included in

analysis, of whom 43 (29.1%) were compensated cirrhosis and 105

(70.9%) were decompensated. The sex and the etiologies of liver

diseases were similar between liver failure and liver cirrhosis. Patients

with liver failure were younger than cirrhosis (48.67 ± 13.12 years

old vs 52.13 ± 13.74 years old, p = 0.019). The baseline serum PCT

level in compensated liver cirrhosis, decompensated liver cirrhosis,

non-infected liver failure and infected-liver failure groups were 0.05,

0.12, 0.62, 0.92 ng/ml, respectively. There was an increasing trend of

PCT with the severity of liver disease. PCT levels was positively

correlated with ALT and AST level in decompensated cirrhosis and

non-infected liver failure patients (Figure 1). Significantly higher PCT

level, as well as the levels of the other traditional markers, were

observed among infected patients (P \ 0. 001). There was no sig-

nificant difference in AUROC among the four indicators (Table 1).

PCT levels [0.91 ng/ml showed a sensitivity of 50.56% and a

specificity of 72.55% for the diagnosis of bacterial infections in liver

failure.

Conclusion: PCT level is positively correlated with liver cell injury

and the severity of liver diseases. But it can still serve as a diagnostic

marker for bacterial infections in liver failure patients when the

threshold is elevated.

Figure 1 The correlation of PCT and other biomarkers. The size of the

circle and color intensity reflects correlation coefficients. Positive

correlations are displayed in blue and negative correlations in red

color.

Dark blue zone: area under the receiver operating characteristics

curve of each indicator with 95% confidence interval. Light blue

zone: Z value of each comparison. Grey zone: p value of each

comparison.

PP0798

Nutritional intervention in patients with hepatic encephalopathy

Ying Liu1, Xianzhong Guo1, Suzhen Chen2,2, Yueyong Zhu1, Ying
Lin1, Ruolan Qi1, Qiong Lin1

1The First Affiliated Hospital of Fujian Medical University, Fuzhou;
2Mengchao Hepatobiliary Hospital of Fujian Medical University,

Fuzhou

Background: Objective to evaluate the nutritional intervention in the

role of rehabilitation in patients with hepatic encephalopathy.

Methods: Using NRS-2002 hospitalized patients with nutritional risk

screening assessment (NRS2002) in 110 cases of patients with hepatic

encephalopathy of nutritional risk screening, into the group of patients

were randomly divided into improved group and control group 55

cases, two groups are based on the psychological guidance, nutritious

diet intervention, drug monitoring and nursing intervention measures

such as strengthening basic nursing. Adopt the difference is improved

group according to the cause and condition of hepatic encephalopathy

in patients with nutritional intervention, guide a phase of the second

phase of hepatic encephalopathy and hepatic encephalopathy patients

eat a low protein diet. While the control group used the traditional

avoid protein diet, protein restriction, all according to patients’ age,

illness, and food preferences for personalized diet. After the imple-

mentation of the improved group and to compare the effect of group.

Result: Improved group effective rate was 96.36%, the control group

effective rate was 83.63%, compared two groups of pure meter

learning significance (P\ 0.001).

Conclusion: For hepatic encephalopathy would effectively system

nutrition diet Conclusion for hepatic encephalopathy would effec-

tively system nutrition diet intervention, can obviously improve the

clinical curative effect of patients with hepatic encephalopathy,

improve the quality of nursing in patients with hepatic

encephalopathy. Intervention, can obviously improve the clinical

curative effect of patients with hepatic encephalopathy, improve the

quality of nursing in patients with hepatic encephalopathy.

Hepatol Int (2017) 11 (Suppl 1):S1–S1093 S573

123



PP0799

Effect of liver disease on pregnancy

Dr. Saira Baloch1, Mohsin Ali2

1Medical Research Centre, Liaquat University of Medical and Health

Sciences, Jamshoro, Pakistan; 2Faculty of Pharmacy, University of

Sindh, Jamshoro, Pakistan

Background: Background and Objective: Liver disease during

pregnancy is a health difficulty requires multidisciplinary explanation.

The aim of the present study was to determine the effect of liver

disease on pregnancy.

Methods: One hundred pregnant women enrolled in the study were

diagnosed included from Departments of Obstetrics and Gynecology

Liaquat University Hospital, Jamshoro, and City Hospital, Hyder-

abad, Sindh, Pakistan. Statistical assessment was done on SPSS: 16

for data analysis and the MS excel for charts. Quantitative data were

presented as mean ± SD.

Results: Liver disease was found in 30 of 100 pregnancies. Of these,

08 had pregnancy-specific liver disorders associated liver dysfunction

12 including HELLP syndrome 5 and pre-eclamptic liver dysfunction

3; acute fatty liver of pregnancy 2. On the whole mortality rates were

8%.

Conclusion: Pregnancy-induced hypertension correlated liver dys-

function was the most common cause of liver disease in pregnancy.

This is linked with significant morbidity and mortality.

Keywords: Effect, Liver Disease, Pregnancy
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A novel perspective in the outcome and prognosis of patients
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Moreno-Luna5
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2Universidad Autonoma de Guadalajara, Facultad de Medicina,

Zapopan, Mexico; 3Instituto Tecnológico de Monterrey, Escuela de

Medicina, Monterrey, Mexico; 4Hospital Civil de Guadalajara Fray

Antonio Alcalde, Servicio de Gastroenterologı́a, Guadalajara,

Mexico; 5Universidad de Guadalajara, Departamento de Clinicas
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Background: Amebic infection is caused by the Entamoeba his-

tolytica protozoo. The amebic liver abscess (ALA) is an invasive form

of the amebic infection. A rupture of amebic represents a major risk

of mortality. The outcome of an amebic liver abscess depends on a

prompt diagnosis and intervention. The aim of this prospective study

was to introduce the actual clinical findings, methods for diagnosis,

treatment and prognosis of patients with ALA.

Methods: We focused on patients diagnosed with amebic liver

abscess in the period: January 2013–December 2016. The diagnosis

was made by: (1) clinical findings; (2) ultrasonographic evidence of

an abscess (3) ‘‘anchovy paste-like’’ appearance of the fluid in those

patients whose abscess was drained and a negative fluid to gram

staining and culture; (4) by response to medical treatment with

metronidazole (5) Enzyme immunoassay (EIA) kits for Entamoeba

histolytica antibody detection.

Result: We worked with fifty ALA patients. Eighty percent of the

patients were male (n = 40). Mean age was 42 years (range 15 to 80).

Fifty-four percent (n = 27) of patients lived in an urban area.

Smoking history in patients was positive in 62% (n = 31) and alcohol

consumption was reported by 58% (n = 29). Sixty-two percent of

patients eat most of their meals from the street vendors compared to

38% of patients who eat most of their meals at home. In the hepa-

tobiliary ultrasound, the mean size of the largest diameter was 9.5 cm

(range 1.4 to 28 cm). Thirty-eight (76%) patients had unique abscess

and 12 (24%) had multiple abscesses. We chose the intravenous

metronidazole’s treatment for all patients. Forty-eight percent of

patients (n = 24) required a percutaneous drainage and received

ceftriaxone afterwards to avoid secondary infections. We had no

major complication and no one died during the study.

Conclusion: Without an appropriate treatment and diagnosis, the

ALA may rupture and spread into other organs, such as the abdominal

cavity, the lungs, or the pericardium leading to a fatal prognosis. With

a prompt diagnosis, an adequate treatment and a good follow up by an

expertise the prognosis of ALA patients has improved.

PP0801

Is obesity a risk factor associated with amebic liver abscess?

Roberto Chavez-Appendini1, Ana Sofia Garcia-Moreno2, Natalia
Rodriguez-Payan3, Linda Cernichiaro-Espinosa4, Marisol Cortes-
Navarrete4, Laura Eugenia Moreno-Luna5

1Hospital San Javier, Departamento de rayos X, Guadalajara, Mexico;
2Universidad Autonoma de Guadalajara, Facultad de Medicina,

Zapopan, Mexico; 3Instituto Tecnológico de Monterrey, Escuela de

Medicina, Monterrey, Mexico; 4Hospital Civil de Guadalajara Fray

Antonio Alcalde, Servicio de Gastroenterologı́a, Guadalajara,

Mexico; 5Universidad de Guadalajara, Departamento de Clinicas
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Jalisco, Mexico

Background: Amebic liver abscess (ALA) is a severe invasive

amebiasis caused by Entamoeba histolytica. It is common in devel-

oping countries. Immunosuppression is associated with ALA. It is

known that malnourished patients have an increased risk of infections

and that they potentiate the severity of diseases related to immuno-

suppression. Obesity isńt currently considered as a risk factor for

ALA. The aim of this study was to evaluate the nutritional status in

patients with ALA.

Methods: We included patients with previously diagnosed ALA from

February 2013 to December 2016. Liver function tests, cytometry,

liver ultrasound and percutaneous drainage of the abscess, when

needed for diagnosis and/or treatment and Enzyme immunoassay

(EIA) kits for Entamoeba histolytica antibody detection were per-

formed. Patients received conventional treatment for ALA.

Nutritional status was determined using anthropometric, dietary, and

clinical evaluations.

Result: We included 44 patients, 73% male, mean age 40 (range

16–70), and 79% (n = 35) had all housing services. Hygiene condi-

tions were considered good in 7% (n = 3), regular in 66% (n = 27)

and poor in 14% (n = 6) of the patients. Sixty-one percent (n = 27)

consumed alcoholic beverages and 29% (n = 13) used drugs. Normal

nutritional status was considered in 25%, undernourished in 40% and

obese or overweight in 35%. BMI in patients with normal nutritional

status was 23.8, 18.5 in undernourished and 30.77 for obese. Seventy-

five percent (n = 33) of the patients were malnourished.

Conclusion: All of the patients in this study had similar social,

hygienic and addiction conditions. The prevalent nutritional status

was malnutrition, including undernourished and obese, however 35%

of the patients were obese. Immunosuppression is present in obese
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and undernourished patients. In this group of patients obesity is a risk

factor for ALA.
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Short-term clinical evaluation of recombinant human
thrombopoietin treating on thrombocytopaenia in patients
with viral hepatitis related liver cirrhosis

Liang Jing1, Xiang Huiling2, Wang Fengmei2, Tang Fei3

1Department of Gastroenterology and Hepatology, Tianjin third

central hospital, Tianjin; 2Tianjin Third Central Hospital, Tianjin;
3Tianjin Third Central Hospital, Tianjin

Background: Patients with viral hepatitis related liver cirrhosis often

have a complication of thrombocytopaenia, which limited the inva-

sive manipulation and possibly resulted from reduction of

thrombopoietin (TPO) production. The aim of this study is to evaluate

the therapeutic effect of recombinant human thrombopoietin (rhTPO)

on thrombocytopaenia in viral hepatitis cirrhosis patients.

Methods: 24 patients with viral hepatitis related liver cirrhosis were

enrolled, and they were subcutaneously injected rhTPO, 15000

unit/day. The platelet count (PLT) was recorded from 1 day before

treatment to 14 days after treatment, and the effective rate was

evaluated after treatment according to classification of liver function.

Result: The baseline average of PLT was (29.75 ± 10.49) 9 109/L,

and the mean PLT were (41.43 ± 11.62) 9 109/L, (56.11 ± 23.86) 9

109/L and (79.55 ± 41.23) 9 109/L at 3, 5 and 7 days after rhTPO

treatment, respectively. There were significant different between

before and after rhTPO treatment (p\0.05). The effective rate at 3, 5

and 7 days after rhTPO treatment were 12.50%, 45.83% and 70.83%,

respectively. According to classification of liver function, the effec-

tive rate of patients with Child-Pugh class A reached 100% at 7 days

after rhTPO treatment, and was obviously higher than that of patients

with Child-Pugh class B and C (p\ 0.05).

Conclusion: rhTPO treatment can quickly and effectively improve

platelet count of patients with viral hepatitis related liver cirrhosis

plus thrombocytopaenia, and the adverse drug reaction was mild and a

low incidence.

PP0802

Seronegative autoimmune hepatitis in children, a report of a rare
case in Egyptian Community

Eslam Habba1,2, Samy Al-korany3,4, Mohamed Shareef4,5

1Tropical Medicine and Hepatology Department, Tanta Faculty of

Medicine, Tanta, Egypt; 2Msc.; 3Parasitology Department, Tanta

Faculty of Medicine, Tanta, Egypt; 4M.D.; 5Pathology Department,

Tanta Faculty of Medicine, Tanta, Egypt

Background: Autoimmune hepatitis is seen in all ages and races. The

general principles of diagnosis and management of AIH presenting in

childhood are similar to those presented in adult patients with some

caveats. More than 50% of children will have evidence of cirrhosis

and the milder forms are not usually seen, this justifies initiation of

early treatment following diagnosis.

Methods: Case: 4 years old boy presented with jaundice and

abdominal enlargement especially on the right hypochondrium. On

physical exam, there was a hepatomegaly about 10 cm below right

costal margin and jaundice. CBC, liver function tests, serum markers

for HAV, HBV, HCV, AIH, hemochromatosis, Wilson disease and

primary biliary cirrhosis were not conclusive except positive HAV

Igm lasting for more than a year and rising ALT and AST up to 1113

IU/ml. Biopsy was done and revealed a picture of severe autoimmune

hepatitis with incipient cirrhosis. Immunosuppressive therapy was

started with marvelous treatment response and resolution of the

severe hepatitis.

Result: AIH in the paediatric population is considered rare. As the

condition is eminently treatable, clinicians, including general practi-

tioners and paediatricians, should always consider AIH in children

presenting with chronic or acute liver disease. This is especially true

in regions where chronic hepatitis C infection remains endemic.

Conclusion: AIH is a rare liver disease that can be presented so

aggressively in children. Early treatment can control the hyper

immune state and save the liver.
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Autoimmune hepatitis: clinical profile of a rare disease

Emily Mae Lim Yap1, Ira Inductivo Yu1,2,3
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Background: Autoimmune Hepatitis (AIH) has not been extensively

described among Filipinos. To date, there have been no studies

describing the clinical profile of this rare disease in our country. This

study was conducted to generate local data and to increase awareness

of this uncommon type of hepatitis.

Methods: This study employed a retrospective prevalence study

design. All patients diagnosed with AIH by consultants of the Sec-

tion of Gastroenterology, Department of Internal Medicine, National

Kidney and Transplant Institute, Philippines from January 1, 2004 to

December 31, 2014 were included. Purposive sampling was employed

in this study. Both in and out-patient charts of patients with AIH were

reviewed at the medical records section and respective clinics. The

prevalence rate of AIH with CI at 95% was computed. Descriptive

statistics were used to measure central tendency (e.g. mean) and

spread (e.g. SD) to describe the data in the clinical profile. Categorical

data profiles were expressed using frequency and percentage distri-

bution. Paired t-test was used to compare changes in pre- and post-

treatment laboratory tests. SPSS version 21 was used.

Result: The prevalence rate of AIH among those with liver diseases

was 0.62% 95% CI [0.4–0.95] (20 cases/3243). The average age was

38.55 years old + 17.62 with a female:male ratio of 1.85:1. The most

common initial clinical presentation were jaundice (55%) and

asymptomatic transaminitis (25%) as seen in Figure 1. The autoim-

mune markers were Anti-Smooth Muscle Antibody (ASMA) (80%),

Anti-Nuclear Antibody (ANA) (20%), Anti-Liver Kidney Microsome

Type 1 Antibody (Anti-LKM1) (20%), and Anti-Mitochondrial

Antibody (AMA) (5%). There was a decrease in mean pre- and post-

treatment levels: ALP from 144.33[87.72] to 102.85[28.86] IU/L (p =

0.056), ALT from 192.32[311.97] to 97.12[121.4] IU/L (p = 0.058),

AST from 201.1[365.67] to 107.35[239.41] IU/L (p = 0.131), total

bilirubin levels from 11.77[14.37] to 5.2[7.67] mg/dL (p = 0.025),

and serum globulin levels from 3.75[0.64] to 3.36[0.62] (p = 0.341)

as seen in Figure 2. Prednisone as monotherapy was given in 11 cases

(55%). Seventeen patients (85%) were reported to be alive with good

follow up.

Conclusion: AIH is rare among Filipinos. Jaundice was the most

common initial presenting manifestation. Only a reduction in total

bilirubin showed clinical significance (p = 0.025). A majority were

given Prednisone with good response. Retrospectively, there were

laboratory tests that were not done on some patients. Biopsy was not

done in a majority of patients. A national registry and a multi-center

prospective study are recommended to describe the course of this rare

disease in detail.

PP0804

The investigation of intestinal barrier function in patients
with autoimmune hepatitis

LIping Guo1, Lu Zhou1, Bangmao Wang1

1Tianjin Medical University General Hospital, Tianjin

Background: 70% of the liver blood supply are from portal vein,

which is rich in food and intestinal bacteria. The liver innate immune

cells are always stimulated by these antigens, and keeping a dynamic

balance between immune tolerance and response. Therefore, it is

important to elucidate the pathogenesis of AIH and to explore the

prevention strategies and treatment of AIH based on gut and liver

dialogue.

Methods: 5 of AIH patients, 5 of AIH liver cirrhosis patients and 10

of healthy controls were selected in Gastroenterology Department of

Tianjin Medical University General Hospital between January 2015

and January 2016. The urine of all subjects were collected and lac-

tulose and mannitol recovery were detected by high performance

liquid chromatography (HPLC). The urine lactulose/mannitol ratio

were calculated to evaluate intestinal barrier function. This study was

approved by the hospital ethics committee (IRB2015-YX-002), all

patients were informed consent.

Result: (1) 5 patients with AIH and 5 patients with AIH liver cirrhosis

were well tolerated, and no adverse reactions happened. One of 10

healthy controls (10%) appeared mild abdominal distension, two of

10 (20%) appeared obvious abdominal distension, seven of 10 (70%)

appeared abdominal pain, diarrhea and other severe adverse reactions,

three of 10 healthy volunteers (30%) collected no urine at the end. (2)

Mannitol regression equations: y = 1.096x + 6.510; lactulose

regression equations: y = 1.032x + 6.362. Among them, X is the

common logarithm of standard concentration, y is the common log-

arithm of standard product peak area. (3) Only mannitol could be

detected in healthy controls’ urine samples. Compared to healthy

controls, lactulose recovery, lactulose recovery rate and L/M of AIH

group had no significant differences (all P [ 0.05), the mannitol

recovery and mannitol recovery rate had significant differences (all P

\ 0.05); Compared to healthy controls, mannitol recovery, mannitol

recovery rate, lactulose recovery, lactulose recovery rate and L/M of

AIH liver cirrhosis group were statistically higher (all P \ 0.05);

Compared to AIH patients, AIH patients with cirrhosis urine lactulose

recovery, lactulose recovery rate, L/M of AIH liver cirrhosis patients

were statistically higher (all P\ 0.05).

Conclusion: For the same dose of lactulose and mannitol, healthy

controls showed a bad tolerance. We should pay much attention to

explore a sensitive, well tolerated experimental dose. Healthy controls

group had no intestinal barrier function changes, however, liver cir-

rhosis group’s L/M ratio increased, intestinal barrier function
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changed. Compared with the former two groups, our research tended

to prompt that AIH patients had no intestinal barrier function changes.

However, we should optimize the method and further verify on the

base of a large sample.

PP0805

Validation of GLOBE score for prognosis of primary biliary
cholangitis in Chinese patients: results from a 12-year cohort
study
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University, Xi’an; 2Fifteenth People’s Hospital of Zhengzhou,

Zhengzhou; 3Friendship Hospital, Xi’an; 4Department of Student

Bridge I of Aerospace Medicine, Fourth Military Medical University,

Xi’an

Background: Primary biliary cholangitis (PBC) is an immune-me-

diated chronic liver disease, leading to fibrosis and cirrhosis.

Ursodeoxycholic acid (UDCA) is the only recommended treatment,

and can delay histological progression and improve long-term sur-

vival. The transplantation-free survival of patients insufficiently

responding to UDCA was markedly reduced. Reliable identification

of such individuals is of key importance to clinical management.

GLOBE score is a quantized risk assessment tool, able to accurately

predict transplantation-free survival of patients with PBC. Variables

included in this model were objective and readily available. Since the

incidence of PBC was different in different regionals and ethnics, and

this score was performed in Europe and Northern America, it is

important to validate the model in other populations. The purpose of

this study was to validate the prognostic ability of GLOBE score in

Chinese patients.

Methods: A retrospective cohort study was used to validate GLOBE

score. All patients met diagnostic criteria. Using Cox regression

analyses factors associated with primary endpoints (death, liver

transplantation or needing-transplantation—last Mayo risk scores of

follow-up C7.8). The C-statistic was used to assess the overall pre-

dictive ability of all risk assessment tools.

Result: During the follow-up with a mean time of 3.88 ± 2.03 years

(range 1–12.75 years), adverse outcomes occurred in 12.16% (45/370)

patients. Age at diagnose (hazard ratio [HR] 1.055; 95% confidence

interval [CI] 1.017–1.095; P = 0.004); levels of bilirubin (HR 2.498;

95% CI 1.674–3.728; P \ 0.01), albumin (HR 0.057; 95% CI

0.010–0.319; P = 0.001) and platelet count (HR 0.995; 95% CI

0.991–0.998; P = 0.022) were factors associated with outcomes.

Whereas alkaline phosphatase (HR 1.493; 95% CI 0.906–2.462; P =

0.116) was not significantly associated with outcomes in our cohort.

The C-statistic (0.892) of the GLOBE score was the highest in

comparison to other prognostic criteria—Barcelona criteria (0.579),

Paris-I criteria (0.743), Rotterdam criteria (0.742), Toronto criteria

(0.525) and Paris-II criteria (0.681). The GLOBE score identified

patients who would reach the endpoint in 3, 5 and 10 year with

sensitivity of 86.67, 94.44 and 93.18%, respectively.

Conclusion: The GLOBE score could be used to evaluate the out-

comes of PBC in Chinese patients. Longer follow-up and a

multicenter study are needed to validate the score.

PP0806

Autoimmune hepatitis-related cirrhosis: clinical features and
effectiveness of immunosuppressive treatment in Chinese patients

Yanni Li1, Huan Ma2, Lu Zhou3, Jie Zhang3, Bangmao Wang3

1Tianjin Medical University General Hospital, Tianjin; 2Hebei

Medical University Third Hospital, Shijiazhuang, Heibei; 3Tianjin

Medical University General Hospital, Tianjin Medical University,

Tianjin

Background: The long-term outcomes of patients with autoimmune

hepatitis (AIH) given the immunosuppressive treatment are consid-

ered to be well. However, little is known about the response of AIH

patients with cirrhosis to immunosuppressive treatment. We assessed

the effects of immunosuppressive therapy in Chinese AIH patients

with cirrhosis from a tertiary hospital.

Methods: Patients with a clinical diagnosis of AIH between 2000 and

2015 were retrospectively reviewed. Two-hundred fourteen patients

who were followed up and satisfied the simplified AIH criteria were

included in the study. Among these patients, 87 presented with cir-

rhosis when initially diagnosed for AIH. Immunosuppressive

treatments were employed in 57 AIH patients who did not present

with cirrhosis and 39 patients who presented with cirrhosis. Initial

responses to immunosuppressive treatment of patients with and

without cirrhosis were analyzed. Independent risk factors were

assessed for predicting the prognosis of patients. The t-test and Cox

regression statistical analysis were used.

Result: In total, 96 AIH patients including 39 with cirrhosis and 57

without cirrhosis underwent immunosuppressive therapy. The overall

complete remission after initial immunosuppressive treatment was

achieved in 81/96 patients (84.4%), whereas 9/96 (9.4%) achieved

incomplete response, and 6/96 (6.3%) occurred treatment failure.

Compared to noncirrhotic patients, patients who presented with cir-

rhosis responded to treatment to a comparable extent regarding

complete response (noncirrhosis 50/57 [87.7%] vs. cirrhosis 31/39

[79.5%], P = 0.275), incomplete remission (noncirrhosis 4/57 [7.0%]

vs. cirrhosis 5/39 [12.8%], P = 0.338), and treatment failure (non-

cirrhosis 3/57 [5.3%] vs. cirrhosis 3/39 [7.7%], P = 0.629).

Importantly, the remission rate was comparable (54/57 [94.7%] and

36/39 [92.3%], P = 0.629) for noncirrhotic and cirrhotic patients after

immunosuppressive therapy. Compared to patients who maintained

remission (n = 19) after drug withdrawal, patients who experienced

relapse (n = 17) had significantly higher levels of serum

immunoglobulin G at entry (15.0 ± 6.5 g/L vs. 22.3 ± 5.8 g/L, t =

2.814, P = 0.004). Moreover, cirrhosis at presentation significantly

increased the risk of disease exacerbation (hazard ratio [HR] 4.603; P

= 0.002). The treatment of immunosuppressant (HR 0.058; P =

0.005) and the level of aspartate aminotransferase at presentation (HR

1.002; P = 0.017) also increased the risk of disease progression.

Conclusion: The efficacy of initial immunosuppressive treatment in

AIH patients with cirrhosis is comparable to that in those without

cirrhosis. Cirrhotic patients not treated by immunosuppressants have

poor long-term outcomes.
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Portal vein thrombosis: a Moroccan single center experience
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Background: Portal vein thrombosis is a rare hepatic vascular dis-

ease. It is an important cause of noncirrhotic prehepatic portal

hypertension. Over the last few years, it has been increasingly diag-

nosed by the widespread use of Doppler ultrasound. The aim of this

study was to describe risk factors and etiologies, clinical presentation,

complications, and treatment of portal vein thrombosis in a single

center study.

Methods: 120 patients were identified from 1991 to 2016 (25 years).

All data were obtained from the patient records. Patients with cir-

rhosis were excluded.

Result: The group included 76 women and 44 men. The mean age

was 36.5 years (06–82 years). Common symptoms were hemorrhage

in 58.3% of cases, abdominal pain in 55%, signs of portal hyper-

tension were present in more than 75% of cases. The diagnosis was

established by Doppler ultrasound that showed the portal thrombosis

and its extension or the portal cavernous transformation in some

cases. The endoscopy showed that 83% of patients had esophageal

varices, associated with gastric varices in 16% of cases and to portal

hypertensive gastropathy in 14% of cases. In our study, prothrombotic

disorder was found in 32.5% of cases, especially protein C and S

deficiency, the association of multiples deficiency was found in 22%

of cases. Primary myeloproliferative syndromes were reported in 7%

of all the patients. Other causes were found, like celiac disease by

hyperhomocysteinemia, liver abscess, tuberculosis, hepatocellular

carcinoma, systemic lupus, choledocolithiasis, abdominal trauma and

pregnancy. Patients with varices were treated endoscopically with

band ligation and/or sclerotherapy and pharmacological treatment by

b-blockers with treatment of the cause if it was identified. Antico-

agulation therapy was proposed to 9 patients who had clinical

manifestations of thrombosis. The extension of the thrombosis wasn’t

seen after the stopping of the anticoagulants and the patients who

didn’t receive any anticoagulation therapy didn’t present any exten-

sion of thrombosis. 5 deaths were enregistered in our study with 1

case of intestinal infarction died after surgery.

Conclusion: The portal vein thrombosis is a disorder with a good

prognosis which should be rapidly diagnosed and which requires

interdisciplinary collaboration in order to prevent or treat invariably

ensuing complications. The outcome of some patients on our study is

good even without anticoagulation therapy. It’s indicated in acute

portal vein thrombosis. The role of anticoagulation in chronic portal

vein thrombosis needs to be further studied.
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Performance of F-actin IgG ELISA in Chinese patients
with autoimmune hepatitis (AIH) and autoimmune hepatitis/
primary biliary cholangitis overlap (AIH/PBC)

Haiping Zhang1, Yinxue Ma1, Lijuan1, Gary L. Norman2,
Huiping Ya1

1Beijing YouAn Hospital, Capital Medical University, Beijing,

100069; 2Inova Diagnostics, San Diego, California, 92673 USA

Background: Accurate and timely diagnoses of autoimmune hepatitis

(AIH) is critical since immunosuppressive treatment is highly effec-

tive for most patients, while failure to recognize and treat the disease

leads to poor prognosis and survival. Anti-smooth muscle antibodies

(SMA) are the predominant autoantibody in AIH-1 and are commonly

detected in many laboratories by indirect immunofluorescence on

(IIF) rat kidney/stomach/liver (KSL) tissue sections. As with other IIF

assays, interpretation is highly dependent on the substrate quality and

the experience of the operator. The primary target SMA antibodies in

AIH is the filamentous form of actin (F-actin). As an alternative to

IIF, we have evaluated the performance of an ELISA assay using

purified F-actin. This eliminates the subjective interpretation of IIF

patterns, increases reproducibility, and allows automation of the

assay.

Methods: A total of 173 patients seen at Beijing YouAn Hospital

including patients diagnosed with AIH(75), AIH/PBC(15), HBV(21),

HCV(20), PBC(22), and healthy controls(20) were tested for anti-F-

actin antibodies by ELISA (QUANTA Lite� F-actin ELISA, Inova

Diagnostics, USA).

Result: 80% (60/75) of AIH and 40% (6/15) of the AIH/PBC patients

were positive at the manufacturer’s suggested cutoff of[20 units with

a corresponding specificity of 80% (17/83). Raising the cutoff to 30

units lowered the sensitivity to 63%, but raised the specificity to 90%.

A modified cutoff of 40 units resulted in a sensitivity of 48%, but a

very high specificity of 96%.

Conclusion: On a cohort of Chinese patients, the F-actin ELISA had

a sensitivity and specificity of 80% at the 20 unit cutoff. Modifying

the cutoff to 40 units for this cohort of Chinese patients significantly

raised the specificity to 96%, with a sensitivity of 48%. The F-actin

ELISA has been shown to be an effective, observer-independent

technique for the specific detection of F-actin antibodies in Chinese

patients with AIH or AIH/PBC overlap.
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Study on the correlation between primary biliary cirrhosis
and hepatitis B cirrhosis patients’ psychological evaluation
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Linmei1, Zhou Yi1, Jiang Zhenyu1

1Department of Gastroenterology, The Second Affiliated Hospital of

Baotou Medical College, Baotou

Background: Psychological status and quality of life of patients with

primary biliary cirrhosis and hepatitis B cirrhosis were assessed by

Chinese Chronic Liver diseases, PRO Scale (PRO) from the aspects

of physiological function, psychological function, independence

function, social relationship function and social environment function.

Methods: A total of 62 patients with primary biliary cirrhosis were

enrolled and divided into three groups according to the Child-Pugh

classification: group A, B, C. In the control group, 61 patients with

HBV cirrhosis were divided into three groups according to Child-

Pugh classification: A1, B1, C1. They were evaluated by PRO.

Result: 1. The psychological function and social function of group A

were significantly better than those of group A1 (P \ 0.05). 2. The

physiological function, psychological function and independent

function of group B were better than those of group B1 (P\0.05). 3.

There was no significant difference between group C and group C1 (P

[ 0.05).

Conclusion: The psychological status of patients with primary biliary

cirrhosis in Child-Pugh grade A and B is better than that in patients

with hepatitis B cirrhosis. At this time, the psychological status of

patients with A and B liver cirrhosis should be paid more attention.

To prevent adverse psychological conditions increase the burden of

disease, for Child-Pugh grade C patients, whether primary biliary

cirrhosis patients, or hepatitis B cirrhosis patients with psychological

status and quality of life should attach great importance to prevent

disease progression with each other influences. In clinical work, for

different causes, different grades of cirrhosis patients to achieve the

psychological management of fine, in order to achieve the best pur-

pose of treatment.

PP0810

Substance P participates in hepatic immune injury induced
by concanavalin A in mice and stimulates cytokine synthesis
in Kupffer cells

Yan Yang1, Ming Yan2

1Health examination Center, QiLu Hospital of Shandong University,

Jinan, Shandong; 2Qilu Hospital, Shandong University, Jinan

Background: To establish a mouse model of hepatic injury induced

by concanavalin A and to investigate the role of SP, we exposed

mouse Kupffer cells to SP to determine whether it leads to proin-

flammatory signaling.

Methods: Cytokine levels and SP in liver homogenates were detected

using ELISA, and we evaluated the protective effects of L-703,606

through serological and histological assessments. NK1R expression

was evaluated by immunofluorescence and real-time PCR.

Result: The levels of SP and ALT/AST were significantly increased

in the Con-A-treated group, and ALT/AST was dramatically

decreased in the L-703,606-pretreated group. Liver injury was sig-

nificantly reduced by treatment with L-703,606. The mouse Kupffer

cells expressed NK1R, and SP increased NK-1RmRNA expression.

Furthermore, NK1R blockade abolished the effect of SP on NK1R

mRNA expression. The cytokine levels exhibited a substantial

increase in the SP-pretreated group compared with the group that was

cultured in control medium. The IL-6/TNF-a levels in the L-703,606-

pretreated group were significantly lower than those in the SP-pre-

treated group.

Conclusion: Neurogenic inflammation induced by SP plays an

important role in hepatitis. Mouse Kupffer cells express NK1R, and

SP increases NK1RmRNA expression. SP enhances IL-6 and TNF-a
secretion, and an NK1R antagonist inhibits it.

PP0811

Efficacy and safety of fenofibrate in combination
with ursodeoxycholic acid in primary biliary cirrhosis

Lihong Wu1, Ying Han1

1The First Affiliated Hospital of the Fourth Military Medical

University, Xi’an

Background: Primary biliary cirrhosis (PBC) is an immune-mediated

chronic cholestatic liver disease. Ursodeoxycholic acid (UDCA) is the

only FDA-approved safe and effective drug for PBC. However, about

30–40% patients have a suboptimal response to UDCA and they are at

greater risk of progressing to cirrhosis or liver cancer. To date, there is

no unified therapeutic regimen for these patients and newer therapies

are needed. The present study aimed to evaluate the efficacy and

safety of fenofibrate (FF) in combination with UDCA in PBC patients

with incomplete response to UDCA monotherapy.

Methods: We performed a retrospective study to compare clinical

results between combination therapy and UDCA monotherapy for

patients refractory to UDCA monotherapy. Eighty-five PBC patients

were enrolled.

Result: A total of 85 patients were included (UDCA + FF group n =

35, UDCA group n = 50); 53.6% vs. 27.5% met the Barcelona criteria
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for biochemical response [alkaline phosphatase levels decrease

greater than 40% of baseline values or normal levels after 1 year of

treatment] in the UDCA + FF and UDCA groups, respectively (P =

0.029). The serum alkaline phosphatase (ALP) levels in the combi-

nation therapy group (207(125, 267) IU/L, 199(129, 275) IU/L and

176(91,238) IU/L, respectively) were significantly lower than those in

the UDCA monotherapy group (278(204, 344) IU/L, 228(188, 306)

IU/L and 217(155, 276) IU/L, respectively) at 3, 6, 12 months after

the beginning of the study (P\ 0.05). The serum triglycerides (TG)

levels in the combination therapy group decreased more strikingly

than those in the UDCA monotherapy group (p = 0.002). The serum

urea nitrogen and creatinine levels in the combination therapy group

((5.12 ± 1.57) mmol/L and (78 ± 15) lmol/L, respectively) were not

significantly different from those in the UDCA monotherapy group

((5.24 ± 1.87) mmol/L and (82 ± 16) lmol/L, respectively) at 12

months after the beginning of the study (P[ 0.05).

Conclusion: Combination therapy of fenofibrate and UDCA induced

significant biochemical improvement in patients with PBC refractory

to UDCA monotherapy, particularly the serum ALP levels. In addi-

tion, combination therapy significantly decreased the serum

triglycerides levels. However, combination therapy did not signifi-

cantly increase the serum urea nitrogen and creatinine levels. Further

studies are warranted.

PP0812

Hyperbilirubinemia over 96.7 lmol/L predict concurrent liver
dysfunction in patients with benign extrahepatic obstructive
jaundice performing ERCP

Ruixian Huang1, Haixia Cao1, Yuqin Wang1, Xuefeng Wang2,
Wenjie Zhang2, Jun Gu2, Jiangao Fan1, Baocan Wang1

1Department of Gastroenterology, Xin Hua Hospital Affiliated to

Shanghai Jiao Tong University School of Medicine, Shanghai;
2Department of General Surgery, Xin Hua Hospital Affiliated to

Shanghai Jiao Tong University School of Medicine, Shanghai

Background: The usefulness of total bilirubin to differentiate the

malignant and benign extrahepatic obstructive jaundice has not been

determined; also there is no information on the clinical characteristics

of benign extrahepatic obstructive jaundice patients with hyper-

bilirubinemia. This study is to investigate the efficiency of serum total

bilirubin to differentiate the malignant and benign extrahepatic

obstructive jaundice, and explore the clinical characters of benign

extrahepatic obstructive jaundice patients with hyperbilirubinemia.

Methods: The present retrospective study analyzed the medical data

of consecutive patients who underwent endoscopic retrograde

cholangiopancreatography (ERCP) with extrahepatic obstructive

jaundice at our department, between January 2010 and December

2014.

Result: The mean levels of total bilirubin were significantly higher in

patients with malignant stricture than that in the patients with benign

diseases (188.7 ± 107.1 lmol/L vs. 66.8 ± 81.4 lmol/L, P\0.001).

Diagnosis efficiency of total bilirubin to identify the malignancy was

plotted by ROC and the AUC was 0.879 (95% CI 0.8222–0.935). An

optimal cut-off value was found to be at 96.7 lmol/L with a sensi-

tivity of 84.6% and a specificity of 85.2%. High total bilirubin over

96.7 lmol/L were identified in 17 patients (14.8%) with benign

extrahepatic obstructive jaundice, On multivariate analysis, only

concurrent liver diseases were independent predictors of benign

extrahepatic obstructive jaundice patients with high total bilirubin

over 96.7 lmol/L.

Conclusion: Total bilirubin were clinically favorable to differentiate

of malignant and benign extrahepatic obstructive jaundice,

hyperbilirubinemia over 96.7 mmol/L may predict concurrent liver

dysfunction in patients with benign extrahepatic obstructive jaundice.

Serum bilirubin level in patients with malignant and benign extra-

hepatic obstructive jaundice

ROC Curve for Total bilirubin to differentiate the malignant and

benign extrahepatic obstructive jaundice

PP0813

The course of primary sclerosing cholangitis or primary
autoimmune cholangitis in children: single center experience

Marek Woynarowski1, Magorzata Wozniak1

1Children’s Memorial Health Institute, Warsaw, Poland

Background: Primary sclerosing cholangitis (PSC) and autoimmune

sclerosing cholangitis (ASC) are classified as orphan pediatric dis-

eases. The aim of this study was to characterize patients with PSC and

ASC treated at single hepatology reference center.
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Methods: This is a retrospective review of the case reports of PSC/

ASC patients treated at our institution between 2000 and 2015. The

data on diagnostic approach, laboratory abnormalities shortly after

disease presentation, comorbidities and the course of the disease were

collected.

Result: We identified 39 patients (M-25, F-14) with PSC (18) or ASC

(21) diagnosed at the age of 11 ± 3 years. Bile duct involvement at

presentation of the disease was found in 28 out of 34 cholangiography

studies (MRCP-27, ERCP-7) and in 26 out of 33 liver biopsies. 23

patients had coexisting IBD (ulcerative colitis-21, Crohn disease-2), 2

patients had celiac disease and 1 patient had rheumatoid arthritis.

Mean values of liver function tests did not differ between PSC and

ASC patients: total bilirubin 4.3 ± 5.5 vs 3.0 ± 3.7, direct bilirubin:

4.6 ± 5.3 vs 2.7 ± 3.4 mg/dl, ALT: 188 ± 154 vs 388 ± 599 U/l,

AST: 154 ± 107 vs 410 ± 690 U/l. Total protein (83 ± 11 g/l vs 79 ±

9 g/l) and IgG (19,8 ± 12 vs 22 ± 8 g/l) levels did not differ between

PSC and ASC subjects. Patients with PSC had significantly higher

GGTP than those with ASC (413 ± 259 vs 166 ± 100 U/l, p\0.01).

The proportion of patients with positive ANA was higher in ASC than

in PSC (45% vs 80%, p = 0.04) while no differences in SMA and

LKM distribution were noted.

Patients were observed for 3–12 years (5.3 ± 3). 12 patients

required therapeutic ERCP (PSC-6, ASC-6). 15 patients developed

portal hypertension (PSC-7, ASC-8). 11 patients had liver trans-

plantation (PSC-7, ASC-4). There were no differences in the time

between the onset of PSC/ASC and portal hypertension (3.1 ± 2.3 vs

3.5 ± 2.2) or liver transplantation (4.9 ± 2.2 vs 6.5 ± 1.3). Thera-

peutic ERCP was done earlier in PSC than ASC patients (2.5 ± 1.9 vs

4.2 ± 3.3, p = 0.044).

All patients were treated with UDCA and those with ASC received

prednisone and azathioprine.

Conclusion: The therapeutic approach to PSC and ASC differ how-

ever the course and outcome are very similar.

PP0814

Life quality in teenagers with autoimmune liver diseases

Malgorzata Wozniak1, Marcin Osiecki1, Maria Goliszek1,
Magdalena Woynarowska-Soldan2, Marek Woynarowski1

1Children’s Memorial Health Institute, Department of

Gastroenterology and Hepatology, Warsaw, Poland; 2Medical

University of Warsaw, Public Health Division, Faculty of Health

Science, Warsaw, Poland

Background: Autoimmune liver disease may influence different

aspects of patient’s life quality. The aim of the study was to assess life

quality in children treated for autoimmune liver diseases.

Methods: Chronic liver disease quality of life questionnaire (Gut.

1999; 45: 295–300) was performed in 46 consecutive patients (M-23,

F-23, age 10–18, mean ± SD: 15 ± 2.2 years) consulted on outpatient

basis for AIH (N = 33), PSC (N = 4) or AIH/PSC (N = 9) in

Children’s Health Memorial Institute, Warsaw, Poland. 7 patients had

exacerbation of liver disease with high ALT activity while 39 had a

remission of the disease. Total QoL score and scores for individual

domains (abdominal symptoms-AS, fatigue-F, systemic symptoms-

SS, Activity AC, emotional functions-EF and worry-WO) were cal-

culated and compared with disease status, type of autoimmune

disorder and sex.

Result: There were no differences in total and individual domains of

QoL index according to disease status (Table), type of autoimmune

disease or sex.

Conclusion: Fatigue decreases quality of life of teenagers with

autoimmune liver diseases. The status of the disease, sex or type of

the disease do not influence the life quality of teenagers with

autoimmune liver diseases.

PP0815

Fasciola liver abscess: an unrecognized and fatal but curable
disease

Siripa Puasripun1

1Division of Gastroenterology and Hepatology, Department of

Internal Medicine, Faculty of Medicine, Chiang Mai University,

Chiang Mai, Thailand

Background: Fascioliasis is the re-emerging zoonosis. Humans are

infected by eating aquatic plants and drinking water contaminated

with metacercariae. Parasite migration causes varieties of symptoms

and signs of acute and chronic phase.

Methods: We retrospectively studied 175 patients diagnosed fascio-

liasis between January 2005 and February 2016. The goal of this

study was to review demography, clinical features, radiologic mani-

festation and treatments and their response in human fascioliasis at

Maharaj Nakorn Chiang Mai Hospital.

Result: The women were predominate (72%), mean age was 47.8

years. It appeared that fascioliasis was mostly acquired in the rainy

season of Thailand. The most 3 common symptoms were abdominal

pain (74.9%) especially of right upper quadrant, abdominal distension

(31.4%), weight loss (29.1%) and signs were abdominal tenderness

(56%), right upper quadrant predominantly, hepatomegaly (38.3%)

and fever (18.9%). Hypereosinophilia, leukocytosis and hyperglobu-

linemia were present in 92, 54.9 and 80.5% respectively. The typical

radiologic findings were conglomerated hypodense (89.1%), rim

enhancing lesions (71.4%), located in subcapsular region of liver

(75.4%), parasitic tracks were found in 64.6%. Adult Fasciola was

found in 8 of 23 patients underwent ERCP. Liver biopsy was per-

formed in 26 patients and pathologically confirmed eosinophilic liver

abscess. Main treatment was triclabendazole with good response in

almost all patients. Most of the followed up patients had been clini-

cally responsive, laboratory responsive and imaging responsive in 1, 5

and 12 months respectively. 60 patients received course of antibiotic

after antiparasite while 115 patients did not. There was no statistical

difference between two groups for time to clinical, laboratory and

imaging responsiveness (P = 0.78).

Conclusion: Human fascioliasis is thought to be fatal, physicians

should be aware of this re-emerging disease. Treatment was satis-

factory with Triclabendazole. We hope these findings as found in our

study help guide physicians to diagnosis and management of human

fascioliasis. More importantly, physicians should differentiate

cholangiocarcinoma from eosinophilic liver abscess regarding to their

potential similarity clinical and imaging.
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CT scan of the liver (axial and coronal view) showed well-defined

lobulated conglomerated hypodense lesion with multiple serpiginous

track-like lesions nearby this mass.

Endoscopic retrograde cholangiogram showed mild CBD dilatation

with several small elongated filling defects, which were movable on

fluoroscopy.

PP0816

The clinical analysis of acute liver failure as the first symptom
of autoimmune hepatitis

Huanrong Hou1

1Department of Infectious Disease, Henan Province People Hospital,

Zhengzhou

Background: To discuss the Clinical features of acute liver failure as

the first symptom of autoimmune hepatitis.

Methods: A retrospective analysis of 16 patients of acute liver failure

as the first symptom of autoimmune hepatitis who were treated in our

hospital in July 2009 to April 2015, summarized and analyzed the

clinical features.

Result: In the 16 patients, 11 were women, mean 53.7 years, course

of the disease was 3 to 14 days, mainly clinical symptoms were severe

gastrointestinal symptoms, jaundice, bilirubin and ALT were signif-

icantly increased, IgG increased, antinuclear antibody positive,

hormones and immunosuppressive therapy was effective, the effec-

tive rate was 75.00%.

Conclusion: The features of the patients of acute liver failure as the

first symptom of autoimmune hepatitis were sudden onset, rapid

progression of the disease, various complications and danger.

PP0817

Clinical usefulness of ursodeoxycholic acid for treating
autoimmune hepatitis

Yuichi Torisu1,2, Masanori Nakano1,2, Chisato Saeki1, Atsushi
Hokari1, Tomohisa Ishikawa1, Masayuki Saruta1, Mikio Zeniya3

1Division of Gastroenterology and Hepatology, Department of

Internal Medicine, The Jikei University School of Medicine, 3-25-8

Nishishinbashi, Minato-ku, Tokyo, 105-8461, Japan; 2Department of

Internal Medicine, Fuji City General Hospital, 50 Takashima-cho,

Fuji-shi, Shizuoka, 417-8567, Japan; 3Department of Internal

Medicine, Sanno Medical Center, 8-5-35, Akasaka, Minato-Ku,

Tokyo, 107-0052, Japan

Background: Autoimmune hepatitis (AIH) is generally responsive to

immunosuppressive treatment, and corticosteroids are commonly

used for the initial and maintenance treatments. However, corticos-

teroid treatment must be discontinued in some patients because of

several side effects. This study aimed to evaluate the therapeutic

effects of ursodeoxycholic acid (UDCA), which has high tolerability

and no severe side effects, on autoimmune hepatitis (AIH).

Methods: A total 136 patients who were diagnosed with AIH were

included in our study. All of the patients underwent a liver biopsy,

and had at least a probable diagnosis on the basis of either the revised

scoring system or the simplified scores. Initial treatment included

UDCA monotherapy (Group U, n = 48) and prednisolone (PSL)

monotherapy (Group P, n = 88). Group U was further classified into

two subgroups according to the effect of UDCA: patients who had

achieved remission induction with UDCA monotherapy and showed

no sign of relapse (Subgroup U1, n = 34) and patients who addi-

tionally received PSL during follow-up (Subgroup U2 n = 14). We

compared the clinical and histological findings between each groups,

and investigated factors contributing to the response to UDCA

monotherapy.

Result: In Group U, 34 patients (71%) achieved and maintained

remission over 49 (range 8–90) months (Subgroup U1) and 14

patients (29%) additionally received PSL (Subgroup U2) during fol-

low-up. Two patients in Subgroup U2 achieved remission induction

once but additionally required PSL administration because of relapse

(15 and 35 months after the start of treatment). The remaining 12

patients in Subgroup U2 failed to achieve remission induction during

follow-up, and PSL was added during 7 (range 2–18) months.

Compared with Subgroup U2, Subgroup U1 had significantly lower

alanine aminotransferase (ALT) levels at onset (124 IU/l vs 262 IU/l,

P = 0.023) and a significantly higher proportion of patients with mild

inflammation (A1) on histological examination (70.6% vs 35.7%, P =

0.025). When multivariate analysis was performed to identify factors

contributing to the response to UDCA monotherapy, only a serum

ALT level of 200 IU/l or lower was found to be associated with a

significant difference (P = 0.013).
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Conclusion: To prevent adverse events related to corticosteroids,

UDCA monotherapy for AIH needs to be considered in patients with a

serum ALT level of 200 IU/l or lower.

PP0818

Can we consider ERCP in non-obstructive jaundice? Data mining
discovery

Abd Elrazek Abd Elrazek1, Ali Ismael2, Magdy Salah3, Sammy
Saab4,5

1Hepatology and GIT, Aswan Faculty of Medicine, Aswan, Egypt;
2Department of Internal Medicine, Zagazig Faculty of Medicine,

Zagazig, Egypt; 3Department of General Surgery, Al Azhar Faculty of

Medicine, Cairo, Egypt ; 4Department of Medicine and Surgery,

Pfleger Liver Institute at UCLA, Los Angeles, USA; 5United States

Background: Endoscopic Retrograde Cholangiopancreatography

(ERCP) is a radiologic image of the hepatobiliary tree and the pan-

creatic duct can discover lesions and treat adequately. Over last 2

decades ERCP has almost totally replaced surgical treatment of bile

duct stones and strictures, additionally a variety of congenital, benign

and malignant conditions, however the technique itself is complex

with reported complications. Controversially those with Sphincter of

oddi dysfunction (SOD) may show normal caliber-CBD, require

therapeutic ERCP, interestingly we reported here cases of medical

cholestasis without obstruction criteria nor SOD may benefit from

ERCP with highly considerable ethical justification. Data mining

intelligence analysis may predict those will benefit from ERCP

without evident-obstruction, would be helpful in predicting future

medicine.

Methods: Retrospectively, from January to August 2016, (50) Cases;

(23) Male and (27) Female aged between 35 and 78 YO; mean (51

YO), presented with jaundice of non-obstructive nature, with or

without itching, failed all medical therapy have experienced ERCP,

ethical justification was carried out, was explaining to all patients the

complications of such ERCP procedure being a trial study, addi-

tionally SOD was excluded. Data mining showed factors associated-

ERCP success or failure therapy.

Result: 28 patients; (56%) showed dramatic improvement of jaundice

especially when stenting, 22 patients; (44%) did not improve at all

with reported 7 cases; (14%) developed pancreatitis, one of them

required ICU admission.

Conclusion: Rapid Miner I, shed light on the risk -benefit of such

technique used for non-obstructive jaundice compared with ERCP of

obstructive causes associated- complications. Rapid I reported the

following:

1. ERCP would be helpful if compilations can be avoided in such

non-obstructive cases (Figure 1).

2. Young patients may benefit than older patients (Figure 2).

The study we discussing here is very controversial, with much ethical

conflicting debates, however patients benefited from such a procedure

should be explained.

PP0819

Expression of PD-1 on peripheral blood T cells
and the correlation with liver inflammatory activity in patients
with autoimmune hepatitis

Xiong ke Gong1

1Mengchao Hepatobiliary Hospital of Fujian Medical University,

Fuzhou

Background: To investigate the correlation of programmed cell

death receptor 1 (PD-1) with liver inflammatory activity.

Methods: The percentages of PD-1 on CD4+, CD8+ T lymphocytes

in peripheral blood of patients with AIH (n = 43) and healthy controls

(n = 18) was determined by flow cytometry.

Result: We found that the percentages of PD-1 on CD4+, CD8+ T

lymphocytes in peripheral blood of patients with AIH were higher

than the healthy controls. The percentages of PD-1 on CD4+, CD8+ T

lymphocytes peripheral blood in activity stage, remission stage and

the control group were gradually declined. The expression of PD-1 in

severe inflammation, mild inflammation and remission stage were

gradually decline, and PD-1 expression was a positively correlated

with inflammation grading of hepatitis tissues.

Conclusion: PD-1 can be used as a reference index evaluation of liver

inflammatory activity.
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PP0820

Expression and correlation with clinical indicators of PD-L1
in liver tissue of patients with autoimmune hepatitis

Ke Kun Yu1

1The United Innovation of Mengchao Hepatobiliary Technology Key

Laboratory of Fujian Province, Mengchao Hepatobiliary Hospital of

Fujian Medical University, Fuzhou

Background: To investigate the expression of programmed cell death

factor ligand 1 (PD-L1) in liver tissue and explore the correlation with

liver function indicators in patients with autoimmune hepatitis (AIH).

Methods: The expression of PD-L1 was determined by immunohis-

tochemistry and computer image quantitative analysis in liver tissue

of patients with AIH (n = 43) and healthy control (n = 9).

Result: The expression of PD-L1 in liver tissue in activity stage and

remission stage were 9.47 ± 4.67 and 4.78 ± 2.43%, respectively,

which were all significantly stronger than that in control group (1.48

± 0.32%) (all P\ 0.05); The expression of PD-L1 in liver tissue in

severe inflammation (13.81 ± 4.93%), moderate inflammation(10.142

± 3.36%), mild inflammation (7.43 ± 2.28%) and remission stage

(4.78 ± 2.43%) were gradually decline (all P \ 0.05), and PD-L1

expression was a positively correlated with inflammation grading of

hepatitis tissues (r = 0.867, P \ 0.05); but there was no significant

difference PD-L1 expression in liver tissue of AIH patients with

different liver fibrosis (P[0.05). The expression of PD-L1 in liver

tissue increased significantly in AIH patients, and remarkably corre-

lated with levels of TBIL, ALT, GGT and IgG (r = 0.784, 0.816,

0.835, 0.794 and 0.922, respectively, all P\ 0.05).

Conclusion: The PD-L1 expression in hepatitis tissues is significantly

higher in patients with AIH, which positively related to liver tissue

inflammation activity and liver function indicators, and it may play an

important role in the pathogenesis of AIH.

PP0821

The research progress of the IgG4-related sclerosing cholangitis

HE ZHOU1

1The Second Hospital of Jilin University, Jilin

Background: IgG4-related sclerosing cholangitis (IgG4-SC) has been

studied by many people in recent years which is one of the mani-

festations of IgG4-related disease (IgG4-RD). Despite the expansion

of our knowledge of IgG4-SC, its exact pathogenesis and the role of

the IgG4 are not yet clear, still need further research.

Methods: Refer to the Chinese and foreign related articles.

Result: This article will make a summary on the pathogenesis, clin-

ical manifestation, laboratory examination, diagnostic criteria and

treatment of the disease to avoid the misdiagnosis and mistreatment in

clinical practice.

Conclusion: IgG4-SC’s clinical characteristics include elevated

serum IgG4, bile duct lymphatic plasma cell infiltration and fibrosis,

multiple organ involvement, and sensitivity to glucocorticoid therapy.

IgG4-SC needs to be discriminated from primary sclerosing cholan-

gitis (PSC), cholangiocarcinoma and pancreatic carcinoma, which are

very similar with IgG4-SC in clinical manifestation and laboratory

examination.

PP0822

Roles and significance of salivary Th1/Th2 cytokines in primary
biliary cholangitis patients

Lu Chong1, Yan Liang1, Ping Zeng1, Xianliang Hou1, Jianing
Chen1, Yingfeng Wei1, Ling Wang1, Yulong Ding1, Hongyan
Diao1

1State Key Laboratory for Diagnosis and Treatment of Infectious

Diseases, Collaborative Innovation Center for Diagnosis and

Treatment of Infectious Diseases, The First Affiliated Hospital,

College of Medicine, Zhejiang University, Hangzhou

Background: Primary biliary cholangitis (PBC) is a progressive

autoimmune liver disease, but it specifically pathogenesis still was not

clear. A widely accepted notion is that PBC arises as a consequence

of Th1/Th2 imbalance in PBC patients. Studies have showed that

patients would come up the complications of oral in the pathogenesis

of PBC, which indicated the damage of oral immune system.

Therefore, our study was focus to explore the condition of oral

immune in PBC patients by measuring the levels of IL-6 and IFN-c in

saliva and serum.

Methods: In this study, 25 PBC cases, 14 OLP patients and 32

healthy individuals matched for sex and age were selected from the

First Affiliated Hospital, Zhejiang University. Saliva and serum

samples were collected from these three groups and the levels of IL-6

and IFN-c were measured with Enzyme-linked immunosorbent assay

(ELISA) respectively. The relationship of IL-6 and IFN-c levels in

saliva and serum were analyzed with Pearson correlation.

Result: The serum IL-6 and IFN-c levels in PBC group were sig-

nificantly higher than those in healthy individuals (p \ 0.05). The

levels of salivary IL-6 and IFN-c were upregulated in PBC and OLP

groups compared to the healthy individuals (p \ 0.05). While com-

pared to OLP groups, the levels of salivary IL-6 and IFN-c in PBC

groups were relatively lower (p\0.05). Salivary IL-6 and IFN-c were

positive correlation with those in serum (p\ 0.05).

Conclusion: Conclusions: The elevated levels of salivary IL-6 and

IFN-c may reflect the Th1/Th2 imbalance as well as the mild immune

injury in the oral of PBC patients. These results also remind us that it

is requisite to strengthen the oral care during PBC treatment.

PP0823

Clinical features and early pathological diagnosis of AMA/M2
negative PBC patients

Yang Ding1, Xiaoguang Dou1

1Department of Infectious Diseases, Shengjing Hospital of China

Medical University, Shenyang

Background: To observe the clinical, biochemical and early patho-

logical features of AMA/M2 negative PBC patients, and to improve

the early diagnosis of AMA/M2 negative PBC patients.

Methods: Twenty-four PBC patients who had all undergone liver

biopsy were retrospectively analyzed, among which eight were AMA/

M2 negative PBC patients and sixteen were AMA/M2 positive PBC

patients. The clinical features, serologic examination and pathological

features of liver of AMA/M2 negative PBC patients were analyzed,

and carried out a contrastive analysis with AMA/M2 positive PBC

patients.

Result: 1. In Twenty-four PBC patients, AMA/M2 positive PBC

patients accounted for sixteen (16/24, 66.67%), AMA/M2 negative

PBC patients accounted for eight (33.33%).

S584 Hepatol Int (2017) 11 (Suppl 1):S1–S1093

123



Eight AMA/M2 negative PBC patients are all female with an average

age of onset of 51.2 years old. Clinical symptoms: 3 felt fatigue

mildly (37.5%); 1 suffered tolerable skin itching (12.5%); 2 had dark

urine (25%); 1 suffered jaundice (12.5%) and 4 were asymptomatic

(50%).

2. Comparison of liver biopsy in AMA/M2 negative group and

AMA/M2 positive group, among AMA/M2 negative PBC patients

phase I: 2 patients; phase I–II: 2 patients; phase II: 3 patients; phase

III: 1 patient. Among AMA/M2 positive PBC patients phase I: 3

patients; phase II: 3 patients; phase II–III: 1 patent; phase III: 6

patients; phase IV: 3 patients.

3. The contrastive analysis of AMA/M2 negative PBC patients and

AMA/M2 positive PBC patients showed: differences in TP, A/G and

ALP had statistical significance (P\ 0.05), TP of AMA/M2 positive

PBC patients was significantly higher than that of AMA/M2 negative

PBC patients. A/G of AMA/M2 positive PBC patients was signifi-

cantly lower than that of AMA/M2 negative PBC patients and ALP

showed an obvious increase. According to comparison of immune

globulin, differences in IgM and IgA had statistical significance (P\
0.05), IgM and IgA of AMA/M2 positive PBC patients were signif-

icantly higher than that of AMA/M2 negative PBC patients.

According to comparison of coagulation function, differences in FIB

had statistical significance (P\0.05), FIB of AMA/M2 positive PBC

patients were significantly higher than that of AMA/M2 negative PBC

patients.

Conclusion: Liver biopsy of patients with PBC. AMA/M2 negative

PBC patients accounted for 33. 33%, all AMA/M2 negative PBC

patients were women. In its liver pathology staging in relatively early,

stage III and IV rare; Although AMA/M2 negative but liver function

tests can be found in cholestasis related indicators GGT, ALP has a

slight increase, With the increase of immunoglobulin IgG.

PP0824

Chronological changes of the characteristics with early diagnosis
in autoimmune liver disease: a single-center retrospective study
with a 16 years follow-up

Yanni Li1, Lu Zhou1, Jie Zhang1, Guohui Jiao1, Bangmao Wang1

1Tianjin Medical University General Hospital, Tianjin

Background: The early diagnosis of autoimmune liver disease

(AILD) is the key to improve the prognosis of patients. The purpose

of this article is to analyze the chorological changes of characteristics

for the initial diagnosis, suggesting the importance of early screening.

Methods: The medical records of 514 patients, who were admitted to

Tianjin Medical University General Hospital with AILD during

January 2000 to December 2015. These patients were divided into

four groups according to years (2000–2003, 2004–2007, 2008–2011,

and 2012–2015). Analysis the different types of patients with AILD in

changes in the age of initial diagnosis, the proportion of diagnosis

approach, and initial diagnosis of cirrhosis patients.

Result: The number of patients diagnosed AILD has an upward trend

(v2 = 4.22, P = 0.647), the age range is (16–81 years). 326 patients

with autoimmune hepatitis (AIH), with symptoms patients reduced

year by year. Physical examination found that incidence of abnormal

liver function has been increased, the proportion during the 16 years

was 21.05, 36.73, 48.28, and 62.57% respectively (P\ 0.01). Initial

diagnosis of patients with cirrhosis significantly reduced (78.57,

61.54, 30.11, and 18.33% respectively). 106 cases of patients with

primary biliary cholangitis (PBC), diagnosed through physical

examination of screening higher proportion of patients with abnormal

liver function (10.00, 46.67, 52.00, and 67.86% respectively, P \
0.01). The initial diagnosis of the patients with cirrhosis also had a

downward trend (50.00, 93.75, 67.86, and 38.33% respectively, P\
0.01). 62 cases of the patients with overlap syndrome (PBC-AIH OS)

in the initial diagnosed age declined obviously, (69.50 ± 19.58) years,

(62.50 ± 9.87) years, (56.00 ± 11.81) years, and (54.82 ± 7.58) years

respectively (t = 4.923, P = 0.008). Physical examination found in

asymptomatic patients is increasing significantly associated with liver

cirrhosis in patients with AILD (r = 0.888, P\ 0.001).

Conclusion: Diagnosis approach led by the physical examination

found abnormal liver function significantly increases in patients with

AILD, initial diagnosed age were decreased. Significantly increased

the proportion of initial diagnosis of cirrhosis and complications. To

regulate the immunological examination of patients with abnormal

liver function. Attention to the early diagnosis of asymptomatic

patients with AILD.

The number of patients with different types of autoimmune liver

disease is increasing year by year.

The trend of annual changes in the diagnosis of AILD in different

ways.

PP0825

Serum metabolomics analysis reveals distinct metabolic profile
of patients with primary biliary cirrhosis

Juan Hao1, Tao Yang1,2, Guoyuan Gao1,3, Chenghai Liu1,4,5

Institute of Liver Diseases, Shuguang Hospital Affiliated to Shanghai

University of Traditional Chinese Medicine, 528 Zhangheng Road,
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Shanghai; 3School of Pharmacy, East China University of Science
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Shanghai 201203; 5 Shanghai Key Laboratory of Traditional Chinese

Clinical Medicine, Shanghai

Background: Primary biliary cirrhosis (PBC) is a chronic autoim-

mune liver disease associated with complicated metabolic changes,

including bile acid, lipid and vitamin metabolism disorders. A high

resolution proton nuclear magnetic resonance (1H-NMR) based

metabolomics approach was employed to identify potential

biomarkers of PBC and reveal the reprogramming metabolic

pathways.

Methods: 29 patients with PBC were enrolled, and 30 liver cirrhosis

patients infected HBV without autoimmune disease and 41 healthy

subjects were included as controls. The serum was investigated using

high resolution NMR and the datasets were pairwise analyzed by

pattern recognition methods.

Result: Forty-five distinguishable metabolites were identified and

fifteen metabolic pathways were found to be reprogramming (Figure

1). The altered metabolic pathways were associated with glucose,

fatty acid and amino acid metabolites. After remove the colinear

metabolites via logistic regression and ROC analysis (Figure 2), the

designed distinctive model was established with equation as (p) =

-12.22 - 3.46 * log (4-hydroxyproline) + 6.62 * log (3-hydroxy-

isovalerate) - 2.44 * log (citraconate) - 3.80 * log (pyruvate). The

AUC of the optimized model was 0.937 (95% CI 0.868–0.976) and

these indicated potential for novel distinctive signature of PBC from

metabolic profile.

Conclusion: Multiple metabolic pathways are involved in metabolic

disorders of PBC patients. An optimized metabolomics diagnostic

model was obtained by logistic regression analysis.

Fig. 1 Metabolic pathway analysis. The X axis represents pathway

impact, and the Y axis represents the log (p), the result of the pathway

analysis showed the reprogramming metabolic network of PBC

patients with detailed impact.

Fig. 2 Results of ROC analysis from the four diagnosis models which

were calculated from logistic regression. The performance of each

biomarker model was evaluated by the area under the ROC curve

(AUC) and by the determination of sensitivity and specificity.

PP0826

The presence of systemic lupus erythematosus may have
a negative influence on biochemical response to ursodeoxycholic
acid of primary biliary cholangitis/cirrhosis

Xiaoli Fan1, Xiaotan Xi1, Yongjun Zhu1, Tingting Wang1, Yi
Shen1, Maoyao Wen1, Li Yang1

1Department of Gastroenterology and Hepatology, West China

Hospital, Sichuan University 37 Guoxue Lane Chengdu, Sichuan

Background: Primary biliary cholangitis/cirrhosis (PBC) often

occurs in association with other autoimmune conditions, yet, cases of

PBC patients with systemic lupus erythematosus (SLE) have been

sparse. The interaction behind PBC and SLE are not fully understood.

Methods: A PBC database of 769 patients from 2001 to 2016 iden-

tified 26 cases with PBC and SLE. Clinical and biochemical

characteristics of PBC-only patients (N = 228) and PBC patients with

concomitant SLE (PBC-SLE) were retrospectively analyzed. Three

patients with PBC alone were matched to each PBC-SLE patient for

age and serum bilirubin concentration at the diagnosis of PBC. The

responses to ursodeoxycholic acid and prognosis were compared

between the matched groups.

Result: The female-to-male ratio was 25:1, with no difference in the

prevalence of SLE during the follow-up of PBC patients between

genders (P = 0.211). SLE was first diagnosed in 17 cases, while 7

patients appeared characteristics of PBC first, and 2 patients were

diagnosed simultaneously. Comparing with PBC-only group (N =

228), the median values of age, hemoglobin, total bilirubin; direct

bilirubin and albumin were lower at the diagnosis of PBC in PBC-

SLE group (all P\0.05). With the patients with PBC only matched to

each PBC-SLE patient, PBC-only group showed lower values of

glutamyltransferase (GGT) at last visit (92.0 IU/L vs 168.0 IU/L, P =

0.01). The median follow-up for each group was 28 and 24 months,
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respectively. Both two groups performed a good prognosis, while

only one case of PBC-only group occurred liver-related adverse event

after 68 months of PBC diagnosis.

Conclusion: Our study suggested that, prevalence of SLE in total

PBC group was 3.4%, and 96.2% were females. The median values of

age, hemoglobin, total bilirubin, direct bilirubin and albumin were

lower than their PBC-only counterparts. The presence of SLE may

have a negative influence on biochemical response to ursodeoxy-

cholic acid of PBC.

PP0827

Alterations of the fecal bile acid profile in primary biliary
cholangitis

Yiran Wei1, Yanmei Li1, Ruqi Tang1, Xiong Ma1

1Division of Gastroenterology and Hepatology, Renji Hospital,

School of Medicine, Shanghai Jiao Tong University, Shanghai

Institute of Digestive Disease, Shanghai

Background: Our preliminary work has unveiled the dysbiosis of gut

microbiota in primary biliary cholangitis (PBC). As bile acids (BA)

are important signaling molecules and are metabolized by gut

microbiota, in this study, we aimed at investigating the features of

fecal BA profile in PBC patients and the associations between BA

metabolism and gut microbiome.

Methods: We first collected fecal samples from 101 ursodeoxycholic

acid (UDCA) treatment-naı̈ve PBC patients and 113 matched healthy

controls (HC). Fecal BAs were assessed by UPLC-MS/MS, while gut

microbiomes were analyzed by 16 s ribosomal RNA gene sequencing.

We also conducted a prospective study in a subgroup of 41 PBC

patients who underwent analysis before and after six months of

UDCA treatment.

Result: Total fecal BA concentrations were similar between treat-

ment-naı̈ve PBC patients and HC, but increased in patients with 6

months of UDCA treatment (P\0.0001) (Fig. 1A). The percentage of

fecal secondary BAs was significantly lower in treatment-naı̈ve PBC
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patients than in HC (P = 0.003), while the percentage of fecal primary

(P = 0.036) and conjugated BAs (P \ 0.0001) were higher in PBC

(Fig. 1BCD). After UDCA treatment for 6 months, the proportion of

conjugated BAs in PBC declined to levels similar to HC (Fig. 1D).

The proportion of UDCA and its conjugated forms, namely taurour-

sodeoxycholic acid (TUDCA) and glycoursodeoxycholic acid

(GUDCA), increased dramatically in treated patients, compared to

baseline (P\0.0001) (Fig. 1E). Considering the correlation between

fecal BAs and gut microbiota in treatment-naı̈ve PBC patients, Fae-

calibacterium and Oscillospira were found to be positively correlated

with proportion of fecal secondary BAs and secondary/primary BA

ratios (Table 1).

Conclusion: The fecal BA composition is altered in PBC patients,

characterized by decreased transformation from primary to secondary

fecal BAs. A correlation between fecal BA dysmetabolism and dys-

biosis of gut microbiome was also observed. As the gut microbiota is

key for transforming primary into secondary BA, our study suggests

that the interaction between gut microbiota and BA metabolism may

play important roles in pathogenesis of PBC.

PP0828

The presence of clinical symptom is still determinant factor
for predicting outcome of primary biliary cholangitis even
in the era of UDCA

Tomohiro Katsumi1, Taketo Nishina1, Kei Mizuno1, Hiroaki
Haga1, Kazuo Okumoto1, Takafumi Saito1, Yoshiyuki Ueno1

1Yamagata University Faculty of Medicine, Yamagata, Japan

Background: Primary biliary cholangitis (PBC) is a chronic chole-

static liver disease. Approximately 80% of patients with PBC are

clinically diagnosed in the asymptomatic stage. The majority of these

patients respond well to standard medical therapy, especially medical

intervention with ursodeoxycholic acid (UDCA) has been inducing a

stable course over several decades. However, other patients develop

symptoms such as jaundice, severe ascites, or remaining patients

develop portal hypertension and esophageal varices. Moreover, the

clinical importance of the presence of clinical symptom, which was

regarded an important clinical indicator before UDCA era, has not

been assessed in recent decades. Therefore, we aim to investigate the

characteristic and prognosis of these PBC clinical subtypes in these

25 years.

Methods: The cases diagnosed as PBC based on internationally

established criteria with liver biopsy from January 1992 through

December 2012 were evaluated. After two years of treatment with

UDCA, we categorized these patients using international criteria;

(i) the predominant form in which progression is gradual and the

patients remain asymptomatic for a long period (gradually progres-

sive type), (ii) a form in which the patients develop portal

hypertension without jaundice (portal hypertension type), and (iii) a

form in which a small proportion of patients rapidly develop hepatic

failure with jaundice (hepatic failure type). Thereafter, we retro-

spectively analyzed their clinical backgrounds, condition and

outcomes.

Result: Total 56 cases (12 male and 44 female, mean age 58 years)

were enrolled. The incidence of overt jaundice and varices was 12%

at 10 years, 40% at 10 years. According to this event, the number of

each PBC subtypes was 36 gradually progressive types, 13 portal

hypertension type, 7 hepatic failure type, respectively. In hepatic

failure type, mean total bilirubin (3.8 mg/dl), aminotransferases

(AST: 127 IU/l, ALT: 88.7 IU/l) were significantly higher than other

types at the time of diagnosis, as well as histological progress

(Scheuer classification; 4 patients with stage 3, 2 patients with stage

4). The 5-years survival rate of gradually progressive and portal

hypertension type was 100%, whereas that of hepatic failure type was

44.4%. The 10-years survival rate of each subtypes is 100, 62.5, 0%

respectively. This cumulative survival rate was significantly different

among each clinical subtypes.

Conclusion: In this study, we have revealed the difference of prog-

nosis among PBC subtypes, namely based on symptom. Even in the

ear of UDCA, the certain portion of symptomatic patients might have

higher risk of disease progression ultimately requiring liver

transplantation.

PP829

Bile culture and susceptibility testing of malignant biliary
obstruction via PTBD

Lanlan Yang1, Haipeng Yu2

1The Second Hospital of Jilin University, Changchun; 2Tianjin

Medical University Cancer Institute, Tianjin

Background: To assess the information obtained by bile culture and

susceptibility testing for malignant biliary obstruction by a retro-

spective one-center study.

Methods: A total of 694 patients with malignant biliary obstruction

received percutaneous transhepatic biliary drainage during the period

July 2003 to September 2010, and subsequently, bile specimens were

collected during the procedure. Among the 694 patients, 485 were

men and 209 were women, ranging in age from 38 to 78 years (mean

age 62 years).

Result: A total of 42.9% patients had a positive bile culture (298 of

694). Further, 57 species of microorganisms and 342 strains were

identified; gram-positive bacteria accounted for 50.9% (174 of 342)
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and gram-negative bacteria accounted for 41.5% (142 of 342) of these

strains. No anaerobes were obtained by culture during this study. The

most common microorganisms were Enterococcus faecalis (41 of

342, 11.9%), Escherichia coli (34 of 342, 9.9%), Klebsiella pneu-

moniae (28 of 342, 8.2%), Staphylococcus epidermidis (19 of 342,

5.5%), Enterococcus (18 of 342, 5.3%), and Enterobacter cloacae (16

of 342, 4.7%). The percentage of b-lactamase-producing gram-posi-

tive bacteria was 27.6% (48 of 174), and the percentage of gram-

negative bacteria was 19.7% (28 of 142). The percentage of enzyme-

producing Escherichia coli was 61.7% (21 of 34).

Conclusion: The bile cultures in malignant biliary obstruction are

different from those in the Tokyo Guidelines and other benign biliary

obstruction researches, which indicates that a different antibacterial

therapy should be applied. Thus, knowledge of the antimicrobial

susceptibility data could aid in the better use of antibiotics for the

empirical therapy of biliary infection combined with malignant biliary

obstruction.

PP0830

Etiology analysis of abnormal liver function of unknown cause:
a retrospective review of 27 cases

Ke Wang1, Lunli Zhang1, Wei Zou1

1The First Affiliated Hospital of Nanchang University, Nanchang

Background: The number of patients with abnormal liver function of

unknown cause is increasing in clinic, and sometimes it’s hard to

identify the etiology only through medical history inquiry and lab test

and imaging results. We aim to clarify the causes of abnormal liver

function that can’t be diagnosed with routine lab and imaging tests.

Methods: We retrospectively reviewed the medical history, clinical

features, lab and imaging test results, and liver pathology findings of

27 patients with unidentified cause of abnormal liver function from a

tertiary referral center between 2007 and 2016.

Result: Together with medical history, clinical features and lab and

imaging test results, 21 out of 27 patients (77.8%) were diagnosed

through liver pathology examination. In these 21 patients, autoim-

mune liver disease was diagnosed in 8 patients (38.09%) in which 6

patients had primary biliary cirrhosis. Four patients (19.04%) were

diagnosed with congenital non-hemolytic jaundice with Rotor syn-

drome and Dubin–Johnson syndrome being diagnosed in 2 patients

each. Three patients (14.28%) had cholestatic hepatitis including 2

cases of drug induced liver disease. Hemochromatosis and EB virus-

induced hepatitis was diagnosed in 2 patients, respectively (9.52%),

and hepatic amyloidosis and fatty liver of pregnancy was each found

in 1 patient (4.76%). Six patients still could not be diagnosed through

live pathology examination (22.22%).

Conclusion: Autoimmune liver disease is the main etiology of

abnormal liver function of unknown cause, which is followed by

cholestatic hepatitis and congenital non hemolytic jaundice. Our study

provides a clue for clinical etiological diagnosis of abnormal liver

function of unknown cause, which is especially important for

resource-limited areas where liver pathology examination is not

routinely available.

PP0831

Detection of D-3-phosphor-glycerate dehydrogenase antibody
in various liver diseases and its diagnostic value in clinical
practice

Yanmin Liu1, Xia Feng1, Jie Lu2, Haiping Zhang1, Wolfgang
Meyer3, Huiping Yan1

1Beijing YouAn Hospital, Capital Medical University, Beijing;
2oumeng; 3w.meyer@euroimmun.de

Background: Autoimmune hepatitis (AIH) is a liver disease with

unknown causes and is induced by the damage of autoimmune tol-

erance. The laboratory marker for the diagnosis of AIH have several

defects in specificity and sensitivity, there are great difficulties in the

early diagnosis of AIH and in the confirmed diagnosis of patients with

complicated conditions. In recent years, the studies on AIH mainly

focus on the search of autoantigen, immunological features, and

related pathogenesis. Our previous studies show that D-3-phosphor-

glycerate dehydrogenase (PHGDH) may be a new autoantigen related

to AIH. In this study, the well validated EUROLINE assay was used

to detect serum PHGDH and analyze its diagnostic significance in

patients with liver diseases.

Methods: A total of 492 cases were enrolled as study subjects, and

among them, 394 patients had liver diseases [98 had autoimmune

hepatitis (AIH), including 11 AIH/PBC overlap syndrome, 88 had

primary biliary cholangitis (PBC), 76 had chronic hepatitis B, 79 had

hepatitis C, and 53 had drug-induced liver injury], 69 had other

autoimmune disease, and 30 were healthy controls. Immunoblot assay

was used to test anti-PHGDH, and indirect immunofluorescence was

used to measure autoantibodies including antinuclear antibody

(ANA), anti-smooth muscle antibody (ASMA), anti-mitochondrial

antibody (AMA), anti-liver-kidney microsomal antibody 1 (LKM-1)

etc.

Result: In patients with different liver diseases, the prevalence of

anti-PHGDH was 18.27% (72/394), and 40.81% (40/98) was positive

in AIH group. The detection rate of anti-PHGDH in patients with two

common autoimmune diseases (SLE and RA) was 1.45% (1/69). The

anti-PHGDH showed a significantly higher prevalence in AIH group

than the other groups (all P \ 0.05). In the patients with AIH/PBC

overlap syndrome, the positive rate of anti-PHGDH was 72.7%.

ASMA was interestingly not seen in patients with positive anti-

PHGDH, neither who were AIH nor viral hepatitis. Anti-PHGDH was

followed up dynamically, and the level of anti-PHGDH does not show

a significant change after 1-year treatment. The analysis of the clinical

features of patients with anti-PHGDH: there were no significant dif-

ferences in age, liver function, IgG serum level, histology and ANA

patterns between patients with or without anti-PHGDH. Anti-PHGDH

positive was seen in various stages of liver diseases, including acute

and chronic liver injury, liver cirrhosis, and liver cancer, which was

consistent with the distribution of ANA.

Conclusion: In this study, patients with AIH show a significantly

higher positive rate of anti-PHGDH than those with other liver dis-

eases and autoimmune diseases (SLE and RA). The diagnostic

specificity of anti-PHGDH for AIH is significantly better than that of

ANA in AIH. Anti-PHGDH seems present more in AIH/PBC overlap

syndrome and may assist the diagnosis of AIH and the differential

diagnosis of other diseases.
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Liver injury as presenting manifestation of IgG4-related disease

Yue Zhang1, Lu Zhou2, Hui guo Jiao2, Ni yan Li2, Jie yu Zhang2,
Jing wen Song2, Mao bang Wang2

1TianJin Medical University General Hospital, Tianjin; 2Tianjin

Medical University General Hospital, Tianjin

Background: To Investigate the expression of IgG4 in liver tissues,

the level of IgG4 in serum, the clinical manifestation, biochemical

indexes, pathological characteristics and the therapeutic outcome of

patients with unknown liver injury and to analyze whether these

patients could be diagnosed as IgG4-related disease.

Methods: From August 2010 to July 2016, 33 patients diagnosed as

unknown liver injury were enrolled. Immunostaining of total IgG and

IgG4 in the liver tissue slices was performed, inflammation grade G

and fibrosis stage S were determined. At the same time, serological

indexes (alanine aminotransferase (ALT), aspartate transaminase

(AST), alkaline phosphatase (ALP), IgG, IgG4) of the patients were

collected, serum IgG4 was tested.

Result: Among 33 patients, 10 patients were recognized to have

IgG4-positive plasma cells infiltration in liver tissue. Tissue from one

patient was stained to reveal more than 10 IgG4-positive plasma cells

per high-powered field (IgG4+/HPF) in the liver and the ratio of IgG4

staining plasma cells to IgG staining plasma cells (IgG4+/IgG+) was

greater than 40%. When reviewing of laboratory data, it was docu-

mented as a serum IgG4 of 6.27 mg/dL and CT showed the low

density nodules in the left hepatic lobe. It was suggested that an

alternate diagnosis of IgG4-RD might be the reason for liver injury.

Nine patients who were stained to reveal less than 10 IgG4-positive

plasma cells per high-powered field(IgG4+/HPF) and the serum IgG4

greater than 2.01 mg/dL, They don’t consistent with the diagnosis

criteria of IgG4-RD. There was no significant difference in age,

gender, biochemical indexes (serum levels of ALT, AST, GGT, ALP)

and degree of liver fibrosis between patients with IgG4-positive and

IgG4-negative plasma cells in liver (all p[0.05). The serum level of

IgG of patients with IgG4+ plasma cells infiltration in liver was higher

compared to the patients whose IgG4 expression in liver plasma cells

was negative.

Conclusion: Among the patients with unknown liver injury, one

patient had alternate diagnosis of IgG4-RD which was the reason for

liver injury. The incidence of IgG4-RD was not high among liver

injury patients. However, there was no significant difference in his-

tological inflammation activity, fibrosis stage and ratio of liver

cirrhosis between patients with IgG4-positive and IgG4-negative

plasma cells in liver (all p[ 0.05).

PP0833

Validity analysis based on non-invasive methods
for the assessment of liver fibrosis in primary biliary cholangitis

Xiufang Wang1, Zheyi Han2, Yu Chen3, Changcun Guo2, Ying
Han2

1The First Affiliated Hospital of The Fourth Military Medical

University, Xi’an; 2Xijing Hospital of Digestive Diseases, Fourth

Military Medical University, Xi’an; 3Xijing Hospital of Digestive

Diseases, Fourth Military Medical University, Xi’an

Background: To evaluate the accuracy of non-invasive methods

(FIB-4 and APRI) for the assessment of liver fibrosis in primary

biliary cholangitis (PBC).

Methods: Patients with PBC referred between June 2009 and June

2016 to the Institute of Digestive Diseases, Xijing Hospital were

recruited for the study. All patients had undergone liver biopsy.

Clinical and laboratory data included age, gender, fibrosis stage,

routine blood and liver biochemistry index were collected and FIB-4

and APRI are calculated. Patients were grouped according to the liver

fibrosis stage. Using the receiver-operating characteristic curve

analysis, the area under the curve was calculated and the cut-off

value, sensitivity and specificity were determined. Pearson correlation

analysis and Spearman’s rank correlation coefficient were used to

assess correlation.

Result: 261 PBC patients were enrolled (females: 230; male: 31). The

mean age was 52 years (range 20–74 years). 2 were Fibrosis stage 0,

18 stage 1, 117 stage 2, 62 stage 3 and 62 stage 4. F0-1 vs. F2-4, the

AUC of FIB-4 and APRI were 0.843(cut-off value 1.39, 95% CI

0.766–0.920, sensitivity 0.925, specificity 0.6, P\ 0.001) and 0.794

(cut-off value 0.48, 95% CI 0.704–0.883, sensitivity 0.9, specificity

0.5, P \ 0.001), respectively; F0-2 vs. F3-4, the AUC of FIB-4 and

APRI were 0.852 (cut-off value 2, 95% CI 0.807–0.897, sensitivity

0.97, specificity 0.435, P \ 0.001) and 0.793 (cut-off value 0.935,

95% CI 0.740–0.846, sensitivity 0.851, specificity 0.434, P\0.001);

F0-3 vs. F4, the AUC of FIB-4 and APRI were 0.804 (cut-off value

3.01, 95% CI 0.746–0.863, sensitivity 0.966, specificity 0.496, P \
0.001) and 0.733 (cut-off value 1.98, 95% CI 0.664–0.803, sensitivity

0.542, specificity 0.329, P\0.001). FIB-4 and APRI were related to

liver fibrosis stage (r were 0.599 and 0.486 respectively, all P\0.01).

The correlation coefficient was 0.815 between FIB-4 and APRI, P\
0.01.

Conclusion: FIB-4 and APRI can be used to assess liver fibrosis and

the best performance for F0-2 vs. F3-4 subgroup. Generally, the

performance of FIB-4 was superior to APRI. For PBC patients who

could not have liver biopsies, FIB-4 and APRI are reliable methods to

assess the liver fibrosis but still cannot completely replace the liver

biopsy.

PP0834

Screen of susceptibility genes of primary biliary cholangitis
by family genetic analysis

Jiang Jun1, Wang de Yang1, Chen Shixiang2, Pan Aiping1, Xu
Changfeng3, Tang Youwei4, Zhao Shumin5

1Ningbo University School of Medicine, Ningbo; 2No. 113 Hospital

of the People’s Liberation Army, Ningbo; 3Mingzhou Hospital

Affiliated to the Zhejiang University, Ningbo; 4Ningbo Li-Huili

Hospital, Ningbo; 5Shanghai GeneCore Biotechnology Co., LTD,

Shanghai

Background: To screen candidate genes associated with the patho-

genesis of primary biliary cholangitis (PBC) by family genetic

analysis.

Methods: Forty-six persons from 10 PBC families were enrolled in

the research after informed consent. Whole blood samples were col-

lected and all genomic DNAs were extracted to establish sequencing

library. All exons of genomic DNA were sequenced, and further

biological information analysis were completed by De novo model

and Autosomal recessive model.

Result: By de novo model, three mutated susceptibility genes of

genomic DNA associated with the pathogenesis of PBC were docu-

mented, including NUP93, SIGLEC11 and AL354822.1. While by

autosomal recessive model, only one susceptibility gene EFCAB13

was screened out. The mutated gene NUP93 was found to play an

important role in the formation and maintenance of the nuclear pore

complex, and didn’t exist in the normal individuals of all families.

S590 Hepatol Int (2017) 11 (Suppl 1):S1–S1093

123



Conclusion: Gene mutation may be variable in different PBC fami-

lies, and NUP93 gene may be correlated with the pathogenesis of

PBC and need to be further verified.

PP0835

Clinical study of hepatic osteoporosis in primary biliary cirrhosis

Xuesong Gao1, Yaonan Zhang2, Ting Liu3, Hongjie Li4, Ligai
Liu4, Nan Liu4, Shunai Liu5, Xuefei Duan4

1Department of General Medicine, Beijing Ditan Hospital, Capital

Medical University, Beijing; 2Department of Orthopedics, Beijing

Hospital, Beijing; 3Institution of Infectious Disease, Beijing Ditan

Hospital, Capital Medical University, Beijing; 4Department of

General Medicine, Beijing Ditan Hospital, Capital Medical

University, Beijing; 5Institution of Infectious Disease, Biobank of

Clinical Resources of Beijing Ditan Hospital, Capital Medical

University, Beijing

Background: To study the incidence of Hepatic osteoporosis in

primary biliary cirrhosis (PBC) and its pathogenesis.

Methods: We conducted a case–control study between January 2015

and June 2016. Forty patients with primary biliary cirrhosis were

enrolled as study group, and 40 healthy people were matched for age

and gender. Bone mineral density (BMD) was measured by dual

energy X-ray absorptiometry (DXA). Serum osteocalcin (OC), col-

lagen type I collagen (P1NP), type 1 collagen degradation product (b-

CTX) and 25-hydroxy vitamin D (VD) were tested.

Result: Among 40 PBC patients, there were 34 females, 6 males and

they were 57.1 ± 10.8 years old. In healthy control group, there were

33 females and 7 males and they were 58.1 ± 11.8 years old. Eighty-

five percent of PBC patients had bone loss (n = 34), compared with

27.5% of healthy control (n = 11) (P = 0.000). Osteopenia was

detected in 19 and 9 cases in PBC and control (P = 0.000). And

osteoporosis was diagnosed in 15 and 2 cases in PBC and control (P

= 0.000). The BMD of lumbar spine (Table 1) and hip (Table 2) were

significantly lower than those in the control group (P = 0.000). In

PBC group, 5 patients developed fracture, including 1 patient with

simultaneous lumbar fracture and left femoral neck fracture, while

there was no fragile fracture in control group. The BMD was lower in

patients of Child–Turcotte–Pugh class C than that in class A and B.

The serum level of osteocalcin and 25-hydroxy vitamin D decreased

with the severity of liver cirrhosis. We presumed that with the

severity of liver cirrhosis, bone metabolism slowed down and bone

formation reduced. However, the difference was not statistically

significant.

Conclusion: The incidence of osteoporosis in patients with PBC was

significantly increased. The mechanism may be related to the decline

of serum osteocalcin and 25-hydroxy vitamin D. Therefore, it is still

necessary to increase the sample size for further study.

PP0836

The expression analysis of susceptibility genes in primary biliary
cholangitis by gene set enrichment analysis

Yoshimi Kaise1, Ryo Nakagawa1,2, Ryosuke Muroyama1, Chisato
Saeki2, Keiko Takano2, Kaku Goto1, Yasuo Matsubara1, Jun
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Science, The University of Tokyo, Tokyo, Japan; 2Department of

Gastroenterology and Hepatology, The Jikei University School of
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University of Tokyo, Tokyo, Japan; 4Department of Medicine and

Biosystemic Science, Kyushu University Graduate School of Medical

Sciences, Kyushu University, Fukuoka, Japan; 5Nagasaki Medical

Center and Nagasaki University Graduate School of Biomedical

Sciences, Nagasaki, Japan; 6Sanno Medical Center, Sanno Hospital,

International University of Health and Welfare, Tokyo, Japan

Background: Genome wide associate studies have revealed some

susceptibility genes in primary biliary cholangitis (PBC). However,

the pathological function of PBC susceptibility genes was still

unclarified. Gene set enrichment analysis (GSEA) is a new technique

of microarray analysis to profile gene expressions comprehensibly

using gene set. To identify the pathological function of PBC sus-

ceptibility genes, we profiled them using GSEA.

Methods: In this study, we used the microarray data of CD4+ T cells

of PBC patients (n = 7) and controls (n = 7). PBC susceptibility

genes were extracted from previous reports. The PBC susceptibility

gene set was structured from elucidated susceptibility genes. The

structured gene set was used for analyzing the microarray data by

GSEA. Then, PBC susceptibility genes correlative pathways and gene

ontology (GO) terms were visualized by enrichment map analysis.

Result: From 4 previous reports, 23 PBC susceptibility genes were

extracted. Then, PBC susceptibility gene set, structured by 23

extracted genes, was used for GSEA with microarray data. Among 23

susceptibility genes, the expression of 13 genes (DENND1B, CXCR5,

PLCL2, IL-12A, NFjB1, CLEC16A, SPIB, TNFAIP2, POU2AF1,

and, STAT4) was enriched in CD4+ T cells of PBC by GSEA (cut off;

rank metric score [0.48). Representatively, DENND1B correlative

pathways and GO terms were elucidated by Pearson’s correlation

coefficient with GSEA. Using pathway and GO gene sets, 43 path-

ways and 17 GO terms were correlated to the expression of

DENND1B (false discovery rate \0.01). Among DENND1B corre-

lated pathways and GO terms, 6 pathways and 12 GO terms were

associated with T cell activation (Fig. 1).

Conclusion: GSEA demonstrated the expression profile of PBC

susceptibility genes. Moreover, the enrichment map analysis sug-

gested DENND1B regulates T cell activation in CD4+ T cells of PBC.

Consequently, profiling the expression of PBC susceptibility genes

using GSEA is useful to identify its pathological function.
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The correlation and mechanism between Helicobacter pylori
and its eradication therapy on the hepatic insufficiency

Yanxia Gong1

1Department of Gastroenterology, Tianjin Nankai Hospital, Tianjin

Background: To study the relationship between Helicobacter pylori

(Hp) infection and hepatic insufficiency, and to explore the effec-

tiveness, safety and possible mechanism of Hp eradication treatment

for hepatic insufficiency.

Methods: A total of 60 patients with hepatic insufficiency were

studied while 60 cases with normal liver function were randomly

selected as the control group. All cases were tested by 13C-breath

test, and then the correlation between Hp infection and liver function

were observed. A quadruple therapy of eradication was given to the

patients of hepatic insufficiency with Hp positive for 10 days. 2 weeks

after treatment, liver function indexes were detected to evaluate the

efficacy of the treatment, and 1 month the 13C-breath test was per-

formed again.

Result: There were 46 cases (76.7%) of Hp positive in 60 cases with

hepatic insufficiency, while 25 cases (41.7%) in normal control group,

the comparison between the two groups was statistically significant (P

\0.05). The Hp eradication rate of patients with hepatic insufficiency

was 73.9%, after quadruple eradication therapy, patients’ symptoms

were relieved and PT %, liver enzymes and blood ammonia levels

were also significantly improved, ascite was reduced and Child–Pugh

score was decreased at the same time (P\ 0.05).

Conclusion: Hepatic insufficiency was closely related Hp infection,

which is associated with its concomitant disease such as chronic

gastritis, peptic ulcer and cirrhosis. Patients of hepatic insufficiency

with Hp infection should be eradicated and quadruple eradication

therapy with a high eradication rate can play a role in improving the

patient’s clinical symptoms and the level of liver function.

PP0838

Prediction of oesophageal varices in primary biliary cirrhosis
by non-invasive markers

Lili Gao1, Jun Han2, Wenhui Zhang2, Hanwei Li2, Li Li2, Fanping
Meng2, Jun Cheng1

1Beijing Ditan Hospital, Capital Medical University, Beijing; 2302

Hospital of PLA, Beijing

Background: Preliminary data suggest that non-invasive methods

could be useful to assess presence of oesophageal varices (OV) in

liver cirrhosis. The primary objectives were to investigate non-inva-

sive markers for diagnosing and grading OV in primary biliary

cirrhosis.

Methods: This study included a total of 106 consecutive treatment-

naive patients with primary biliary cirrhosis (PBC). Results of

physical examination, blood tests, and abdominal ultrasound scan

(USS) were measured. Performance of non-invasive markers for OV

was expressed as sensitivity, specificity, positive, and negative pre-

dictive values (PPV, NPV), accuracy, and area under the curve

(AUC).

Result: Oesophageal varices were found in 54 (50.9%) and large OV

in 28 of the 106 patients. Variables found to differ significantly

between patients with any grade or large and without OV included

increased spleen length, increased portal vein diameter low platelet,

and low levers of albumin or low c-GGT values, respectively. Area

under the receiver operating characteristic curve showed spleen

length (cutoff = 156.0) had 0.753 AUC (0.657–0.849, 95% CI), and

high NPV (82.1%) to exclude any grade OV. Large OV could be

excluded with 70.6% NPV by spleen length.

Conclusion: Predictive risk factors that use readily-available labo-

ratory results and ultrasound scan results may reliably identify

esophageal varices in PBC.
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Case report: a case of hemobilia caused by hepatic artery
pseudoaneurysm

James Crisfil Fructuoso Malicdem Montesa1

1Manila Doctors Hospital, Manila, Philippines

Background: Hemobilia from a rupture of hepatic artery pseudoa-

neurysm is a rare, unpredictable, and life threatening vascular

complication. Its management has evolved largely because of changes

in etiology and presentation and advances in endovascular therapy.

This is a case of a 58 year old female who initially presented with

hematemesis and hematochezia. The patient had previously under-

gone laparoscopic cholecystectomy two years prior to her admission

and had undergone endoscopic retrograde pancreaticoduodenoscopy

(ERCP).

Methods:
Result: Esophagogastroduodenoscopy (EGD) was done which

revealed a choledochoduodenal fistula just above the ampullary

opening with the presence of blood clot and drainage of bile. Com-

puter Tomography (CT) scan with angiography of the abdomen was

done which revealed findings of pseudoaneurysm at the distal portion

of the right hepatic artery. The patient was aggressively resuscitated

and successfully managed via endovascular embolization.

Conclusion: The diagnosis of visceral artery aneurysm should be

considered in any patient presenting with gastrointestinal bleeding

and hemodynamic compromise. CT angiography is the diagnostic

modality of choice, as it is rapidly attainable and provides detailed

information regarding the anatomy and underlying pathology. Early

aggressive resuscitation and coagulopathy reversal with blood prod-

ucts are essential, and definitive management should be primarily

with endovascular embolization.

Esophagogastroduodenoscopy showing a choledochoduodenal fistula

with oozing blood.
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CT scan with angiography of the abdomen. (A) Three dimensional

reconstructed image of CT Angiography demonstrating right hepatic

artery pseudoaneurym (inside the circle). (B) Axial view. (C) Sagittal

view.

PP0840

Portal vein thrombosis (PVT) after choledochotomy
and choledochojejunostomy: a case report

Li Hua Deng1, Yuan Yuan Zhang2, Guo Yan Zhang2, Zhi Feng
Wang2, Yu Lan Liu2

1Peking University Health Science Center, Beijing; 2Peking

University People’s Hospital, Beijing

Background: PVT is blockage or narrowing of the portal vein by a

blood clot. Any conditions that makes blood likely to clot can cause

PVT. The common causes include cirrhosis, thrombophilia disorders,

infections of the umbilical cord stump, appendicitis, polycythemia,

certain cancers, injury, surgery, pregnancy.

Methods: We reported a rare case of abdominal pain, ascites and

gastrointestinal bleeding (GIB), caused by PVT after choledochotomy

and choledochojejunostomy surgery.

Case: A 35-year-old male presented with abdominal pain and dis-

tension following twice surgeries in biliary system. The patient

underwent laparoscopic cholecystectomy(LC) 45 days ago because of

cholecystolithiasis. He developed severe jaundice after the first sur-

gery and MRCP at that time revealed stenosis of common bile duct

with normal blood flow of portal vein. Then he received open surgery

for choledochotomy and choledochojejunostomy. After the second

surgery he developed persistent abdominal distension and colic pain

in the right upper abdomen, accompanied with nausea, vomiting and

melena, but no fever. In his medical history, there’s nothing special

include cirrhosis or thrombophilia diseases. We reread the MRCP he

did in local hospital, and found signs of Mirizzi syndrome (picture 1).

His laboratory tests showed normal WBC counts, Hb was 65 g/l,

platelet counted 86 9 1012/L. Fecal OB test was positive for three

times. PTA was normal, D-dimer was 631 ng/ml. Total bilirubin was

22.2 lmol/L. Albumin and prealbumin was 25.8 g/l and 192 mg/l

respectively. Normal transaminase and creatinine were detected. ESR

was 49 mm for the first hour. Tests for autoimmune diseases and

thrombophilia disorders were normal. CT of abdomen after admission

showed cavernous transformation of portal vein, and main portal

trunk disappeared in venous phase (picture 2). Collateral circulation

between lower esophagus, fundus of stomach, mesentery and inferior

epigastric veins existed. Ascites and pleural effusion were also

identified. Esophagogastroduodenoscopy showed moderate esopha-

geal and gastric varices, hypertensive gastropathy.

Result: The patient had Mirizzi syndrome before the first surgery,

then the common bile duct got compressed after LC. And he devel-

oped PVT after the second surgery.

After admission, the patient received treatment include RBC, albu-

min, octreotide and PPI, all in venous infusion. In consideration of the

active GIB and the cavernous transformation of the portal vein, we

didn’t give him anticoagulants. After 10 days of treatment, the patient

reached medical stable. In following up during past half a year, there

was no rebleeding.

Conclusion: Portal vein cavernous transformation, esophageal and

gastric varices can be found within 1 month after PVT without

effective therapy. MRCP should be done and images should be

carefully read by experienced radiologist before surgery of chole-

cystolithiasis in case of Mirizzi syndrome exists.

MRCP before the first surgery, shows cholecystolithiasis, compres-

sion of common bile duct. The arrow shows the compressed common

bile duct.

Enhanced computer tomography of abdomen. The arrow shows the

filling defect of portal vein.
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Clonal characteristics analysis of paired infiltrating
and circulating B lymphocyte repertoire revealed clonal exchange
in patients with primary biliary cholangitis
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Background: Primary biliary cholangitis (PBC) is a prototypical

autoimmune liver diseases characterized by portal lymphoplasma-

cytes infiltration. Alcoholic liver disease (ALD) is a prototypical

environment-driven diseases, featured by obvious neutrophil and mild

lymphocytes infiltration. We aimed to investigate the characteristics

of the infiltrating B lymphocyte repertoire, and B cell clonal exchange

between liver and periphery in PBC and ALD patients.

Methods: Using next-generation sequencing of Ig H chain genes, we

analyzed the liver-infiltrating B lymphocyte repertoire and that of

matching peripheral blood from 9 PBC and 4 ALD patients.

Result: For the infiltrating B cell clones in PBC and ALD patients, (1)

although some clones were highly expanded, the majority (around

90%) were not, suggesting their bystander nature; (2) the preferential

use of IGHV and IGHJ segments in PBC relative to ALD patients,

suggesting the distinct Ag exposure background, but might not be

potent enough to have led to a significant difference in their clonal

expansion level. Analysis of data sets from paired samples further

revealed: (3) direct clonal exchange and evolutionally related B cell

clones between the infiltrating and peripheral repertoire; (4) the

seeding of the infiltrating clones to periphery, and peripheral clones to

the liver, for further extensive evolution.

Conclusion: The bystander nature for the majority of the infiltrating

B lymphocytes, suggested their limited role in the pathogenesis of

terminal PBC patients. The observed clonal exchange, might provide

a potential approach to identify and monitor the infiltrating B cells

through peripheral blood.

Figure 1. Direct exchange and evolutionally related B lymphocyte

clones between the infiltrating and peripheral repertoire in PBC

patients (A, B) Comparison of the number and proportion of unique

CDR3 sequences shared by paired samples, between PBC and A

Figure 2. Constant exchange of B cell clones between liver and

periphery(A-E) These lineages were composed of almost evenly

distributed B lymphocyte clones either from liver tissue or from

periphery, indicating constant exchange of B cell clones between l

PP0842

A plasma lncRNA profile analysis for diagnosis and biomarker
discovery of primary biliary cholangitis and autoimmune
hepatitis

Xiaomei Wang1, Xiaoyu Wen1, Rao Wang1, Yiwen Kui1, Ying
Sun1, Qinglong Jin1

1The First Hospital of Jilin University, Changchun

Background: Autoimmune liver disease (ALD) is a group of diseases

of unknown aetiology and immune-mediated liver diseases, including

primary biliary cirrhosis (PBC) and autoimmune hepatitis (AIH).

Because of the diversity of the clinical and laboratory manifestations,

the diagnosis of primary biliary cholangitis and autoimmune hepatitis

remains a challenge in clinical practice. Long noncoding RNAs (lnc

RNA) play important roles in the diagnosis of many diseases. The

present study aimed to determine whether the lnc RNA profiles, based

on array, differed between PBC and AIH.

Methods: Plasma samples were collected from 7 patients with PBC, 4

patients with AIH, and 4 healthy controls. The RNA in plasma were

tested with Agilent Human lncRNA array.

Result: There were 2056 lncRNAs identified to be differentially

expressed (p \ 0.05, 2-fold change [2) between PBC and healthy

control group, 404 lncRNAs were identified to be differentially

expressed (p \ 0.05, 2-fold change [2) between AIH and healthy

control and 152 lncRNAs were identified to be differentially

expressed (p \ 0.05, 2-fold change [2) between PBC and AIH.

Among these, CTD-2054N24.2 , lnc-SLC25A48-3:3 were the most

downregulated lncRNAs in PBC group. ENST00000622345 and

ENST00000609027 were the most upregulated lncRNAs in PBC

group vesus AIH group. Real time quantitative PCR were employed

to validate the microarray analysis findings, and the results confirmed

the consistence.

Conclusion: The biomarkers identified shed some light on lncRNAs’

physiologic functions in ALD and helped to discriminate between

PBC and AIH.
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Clinical significance of enlarged perihepatic lymph nodes
in immunological liver injury diseases

Yong Juan Wang1, Lu Zhou1, Guohui Jiao1, Xinyue Wang1,
Bangmao Wang1, Jie Zhang1
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Background and aims: The purpose of this study was to specify the

relationship between perihepatic lymph nodes and biochemical

activity, histological activity of autoimmune liver disease.

Methods: Lymph nodes in the hepatoduodenal ligament were

assessed both using ultrasonography and computed tomography in

112 patients with autoimmune liver disease compared with 46

patients with other chronic liver disease, 56 patients with connective

tissue disease and 80 healthy controls. 94 consecutive patients of

AILD were examined with liver biopsies and laboratory tests, and the

morphology and distribution of lymph nodes were assessed in dif-

ferent immunological liver injury diseases.

Results: Perihepatic lymphadenopathy was present in 70.5% of

autoimmune liver disease, in 62.5% of viral, in 60% of connective

tissue disease, in 27.3% of alcoholic liver disease and 2% of healthy

controls. The median level of ALP, GGT were significantly higher in

LA group than NLA group in AILD (P \ 0.05), and pathological

features of the interface inflammation, cholestasis and focal necrosis

were more severe than the NLA group (P \ 0.05) and multivariate

logistic regression analysis showed that interface hepatitis (OR 4.955,

95% CI (1.443, 16.904)), cholestasis (OR 6.522, 95% CI (1.196,

35.337) and focal necrosis (OR 8.842, 95% CI (1.611, 49.148) were

positively related with lymphadenopathy.

Conclusions: Enlargement of LN might be a significant clinical

evidence for AILD and severe histological damage is pre-

dictable when enlargement of PLN were noticed. The different

distribution of abdominal lymph nodes may be related to the patho-

genesis of different immune liver diseases.

PP0844

Hepato-colic fistula: a rare complication of pyogenic liver abscess

Aeden Bernice Gueco Timbol1, Karen Mondragon2, Virgilio
Banez1

1Department of Internal Medicine, Section of Gastroenterology,

Philippine General Hospital, Manila, Philippines; 2Philippine General
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Background: Since the advent of effective antimicrobial therapy and

widely available diagnostic procedures, pyogenic liver abscess is now

an uncommon event. Compared to the past wherein cases were

reported to occur mainly from a complicated abdominal disease such

as appendicitis and diverticulitis; most reports are now said to be

cryptogenic. As a complication of an untreated pyogenic liver

abscess, a fistulous tract formation between the liver and the gas-

trointestinal tract is even a rarer occurrence that to our knowledge,

only 13 reports have been published since its first description in 1983.

We present a case of an acquired hepato-colic fistula following rup-

ture of a pyogenic liver abscess.

Methods: A 58 year-old male was admitted due to a 4-month history

of colicky right upper quadrant pain, intermittent fever, anorexia, and

weight loss. Physical examination revealed direct tenderness on the

right upper quadrant area. Contrast-enhanced CT scan showed an

encapsulated, peripherally enhancing focus occupying the right liver

lobe, which exhibits capsular rupture and extension to the walls of the

hepatic flexure.

Result: Upon admission, the patient underwent emergency ultra-

sound-guided percutaneous catheter drainage. Cultures of the purulent

fluid later revealed Escherichia coli. A colonoscopy was then done

which showed a pinpoint opening with draining pus at the hepatic

flexure. Fistulogram confirmed a fistulous tract arising from the

inferior aspect of the abscess cavity, draining into the posterosuperior

aspect of the hepatic flexure. He was started on intravenous antibiotics

and after one week of decreasing output, a repeat ultrasound showed

very minimal residual fluid. The percutaneous catheter drain was then

removed after two weeks and the patient was discharged improved.

Conclusion: Hepato-colic fistula from a ruptured pyogenic abscess is

very uncommon. Patients often present with fever, abdominal pain,

nausea, vomiting, anorexia, weight loss, and sometimes jaundice. And

because its presentation is very protean, difficulty and subsequent

delay in diagnosis is commonly encountered. A high index of sus-

picion is therefore needed to diagnose such a rare presentation in

order to provide prompt surgical drainage and to facilitate early

closure of the fistulous tract.

Colonoscopic picture (Left) of a pin-point opening at the hepatic

flexure with draining pus. Fistulogram (Right) showing a patent tract

arising from the inferior aspect of the abscess cavity, draining into the

posterosuperior aspect of the hepatic flexur.

PP0845

Factors associated with adherence to UDCA treatment for PBC:
a retrospective study

Gui Jia1, Yu Chen1, Zheyi Han1, Ying Han1

1The First Affiliated Hospital of The Fourth Military Medical

University, Xi’an

Background: Primary biliary cholangitis (PBC) is a chronic chole-

static liver disease, characterized by progressive non-suppurated

inflammation in the small intrahepatic bile ducts, and can cause

hepatic fibrosis and liver cirrhosis. Ursodeoxycholic acid is effective

and reduces the risk of progression to hepatic fibrosis and liver cir-

rhosis but often requires for a long-term even lifelong medication.

Treatment adherence is very important for PBC patients to obtain

efficient biological and histological response. The purpose of this

study is to explore the possible factors affecting PBC patient

adherence.

Methods: Patients with PBC referred between January 2012 and

August 2015 to the Institute of Digestive Diseases, Xijing Hospital

were recruited for the study. All patients were diagnosed as untreated

naive PBC patients, older than 18 years. Patients were followed up for
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at least 1 year. The data including age, sex, educational level, place of

residence, economic situation were collected.

Result: Totally 195 eligible patients were included in this study.

Patients were divided into the well responders group and poor

responders group by Barcelona standard. High adherence was defined

as the proper dose on time as required (UDCA13-15 mg/kg/day) by

more than 90%. Compared with poor responders group, the high

adherence rate was significantly higher in good responder group (p\
0.05). Patients were required to get reviewed for 5 times in the first

year. Finishing 4 times or more reviews were defined as a good

review. Compared with low adherence patients group, the good

review rate was significantly higher in high adherence patients group

(p\0.05). Meanwhile, the patient’s place of residence, cultural level,

the economic situation showed no statistical significance between two

groups.

Conclusion: Medical personnel should pay more attention to the

health education of patients with PBC. Effective doctor-patient

communication might increase the number of patients with follow-up

reviews, then improve PBC patients adherence.

PP0846

Association between the progression of primary biliary cirrhosis
and Helicobacter pylori infection in Chinese patients

Linhua Zheng1, Changcun Guo1, Zheyi Han1, Ying Han1

1The First Affiliated Hospital of The Fourth Military Medical

University, Xi’an

Background: Both supportive and contradictory data exist concern-

ing a possible link between Helicobacter pylori (H. pylori) infection

and primary biliary cirrhosis (PBC). This study was aimed to explore

the association of H. pylori infection and the progression of PBC in

Chinese patients.

Methods: All the clinical data and information were collected from

the clinical files of the consecutive PBC patients hospitalized in our

hospitalor obtained by questionnaires. Firstly, we analyzed the

prevalence of H. pylori in PBC patients and sex, age-matched healthy

volunteers residing in the same area and having similar socioeco-

nomic status to the enrolled PBC patients. And then the associations

of H. pylori infection with biochemical and immunological tests,

histological stage of PBC patients were assessed. The biochemical

and immunological response to H. pylori eradication was evaluated

last.

Result: The prevalence of H. pylori infection in PBC patients was

significantly higher than that in healthy controls (61.0% vs 43.5%, p

= 0.011). The risk estimate showed a positive association between H.

pylori infection and the progression in the histological stage of PBC

patients. Moreover, compared to PBC patients with H. pylori nega-

tive, patients with H. pylori positive had statistically higher levels of

ALP, but lower levels of ALB. PBC patients with H. pylori positive

had higher rate of positive AMA at a titer higher than 1/40. But this

was not statistically significant. Intriguingly, patients had a greater

increase in ALB in addition to the reduction in ALP after H. pylori

successful eradication.

Conclusion: Our results indicated a positive association between H.

pylori infection and the progression of PBC in Chinese patients, and

H. pylori eradication might be helpful for the prognosis of PBC

patients

PP0847

The study of correlation about liver fibroscan detection
and clinical and pathological in patients with primary biliary
cholangitis

Chunyang Huang1, Huiyu Liao1, Yanmin Liu1, Yunli Huang1,
Ying Han1, Xiaodan Zhang1, Mexin Ren1, Xinqu Bian1

1Department of Hepatology, Beijing Youan Hospital, Capital Medical

University, Beijing

Background: Primary biliary cirrhosis (PBC) is a disease with the

highest incidence of autoimmune liver disease in our country. Liver

pathology is an important index to judge the stage of disease, to judge

the prognosis and treatment effect. However, there is a certain risk of

traumatic and risk of liver biopsy, which is not easy to be accepted by

patients. Therefore, it is urgent to find a noninvasive means to monitor

and evaluate the progress of the disease. There are individual

FibroScan and PBC patients with pathological correlation study

abroad, less on the Chinese PBC patients with liver Fibroscan value

and pathology and clinical correlation study. This study was con-

ducted on patients with PBC. To investigate the correlation between

different liver Fibroscan values and clinical and liver pathological

changes in patients with PBC, and to determine the clinical situation

of the disease by Fibroscan value of the liver.

Methods: Collecting 58 cases of PBC patients in our hospital from

June 2014 to June 2016 Prospectively. Among them, 47 cases

underwent liver biopsy and pathological staging, and the other 11

cases were detected by B ultrasound. Summary of LSM patients with

PBC and clinical blood test indicators and pathological correlation.

Result: In 58 PBC patients, 5 were male and 53 were female, the

average age was (50.5 ± 11.6) years old. There was a significant

difference between the four groups (P = 0.000), there was no sig-

nificant difference between groups I and II (P = 0.481), statistically

significant differences during the period of II and III (P = 0.016),

there was statistically significant difference during the III period and

the presence of IV (P = 0.004). ROC analysis was performed with FS

value and different pathological stages, II phase boundary value was

8.55 Kpa (ROC 0.779, sensitivity 0.778,1- specificity 0.25); III phase

boundary value was 15.8 Kpa (ROC 0.890, sensitivity 0.939,1-

specificity 0.32). IV phase boundary value was 18.1Kpa (ROC 0.927,

sensitivity 0.886, 1-specificity 0.143). There was correlation between

FS value and Mayo score in PBC patients (P = 0.000), regression

equation Y (Mayo) = 3.434 + 0.084X (FS). There was no significant

correlation between FS value and Mayo score in patients with I or II

stage PBC (P = 0.133). There was correlation between LSM value

and Mayo score (P = 0.002) in patients with III and IV, and the

regression equation Y (Mayo) = 3.60 + 0.082X (FS). PBC patients

with FS values and PLT regression equation Y (PLT) = 232.06-

2.272X (FS). There was no significant correlation between LSM value

and PLT score (P = 0.614), PBC, III and IV in patients with I and II

stage PBC, and PLT were correlated with FS score (P = 0.011),

regression equation Y (PLT) = 35.73 - 2.810X (FS).

Conclusion: There was correlation between FS value and clinical

index and pathology in patients with PBC. FS detection value,

especially for patients with advanced PBC is more applied value.
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PP0848

The effection of compound glycyrrhizin on the peripheral blood
proportions of Th17 and regulatory T cells in autoimmunity
hepatitis patients

Nan Liu1, Yunru Li1, Yijin Zhang1, Xue Fei Duan1

1Beijing Ditan Hospital, Capital Medical University, Beijing

Background: To observe the effect of Compound Glycyrrhizin For

Injection on CD4+ CD25+ FoxP3+ regulatory T cells (Treg) in the

peripheral blood of patients with autoimmunity hepatitis [ autoim-

munity hepatitis patients.

Methods: By self-control study, total 34 patients who received

Compound Glycyrrhizin For Injection for 4 weeks and 20 health

people were included, The change of proportions of Treg and Th17

cells and ratio of Th17/CD25+Foxp3 in the peripheral blood of

patients before and after Compound Glycyrrhizin For Injection

treatment were studied by Flow cytometry.

Result: Proportions of Treg (CD4+, CD4+CD25+, CD4+Foxp3 and

CD25+Foxp3) were no changed before and after treatment; Propor-

tions of Th17 cells were decreased after treatment (5.25 ± 3.33 vs

3.47 ± 2.00, P = 0.02), The ratio of Th17/CD25+Foxp3 was lower

(6.07 ± 5.65 vs 2.37 ± 1.75) after than before treatment (P = 0.04) .

Conclusion: Compound Glycyrrhizin for Injection effect the ratio of

Th17/CD25+Foxp3 proportions. It maybe relieve the liver function of

AIH patients by restore the balance of Th17/CD25+Foxp3

proportions.

idi-font-family: ‘‘Times New Roman’’; mso-ansi-language: EN-US;

mso-fareast-language: ZH-CN; mso-bidi-language: AR-SA’[(6.07 ±

5.65 vs 2.37 ± 1.75) after than before treatment (P = 0.04).

PP0849

The properties of regulatory T cells in AIH patients’ blood and its
relationship with liver injure

Ligai Liu1, Li Yunru1, Duan Xue-fei1

1Beijing Ditan Hospital, Capital Medical University, Beijing

Background: To observe the proportions of the regulatory T cells

(Tregs) in AIH patients’ peripheral blood, and to analyze the rela-

tionship between Tregs with liver function.

Methods: Total 51 patients and 20 healthy people were included.

Patients were divided into two groups according to ALT level. The

proportions of Tregs in peripheral blood were detected by Flow

cytometry.

Result: The proportions of CD4+ and CD25+Foxp3 cells in AIH

patients was significantly lower than that of healthy control group

(37.88 ± 13.72% vs 45.71 ± 10.23%, p = 0.017; 1.70 ± 1.33% vs

3.10 ± 1.91%, p = 0.012). The proportions of CD4+ and

CD25+Foxp3 cells in ALT [ 200 IU/L groups were significantly

lower than that of healthy control group. There was no significance

difference between patients with ALT[200 IU/L and those with ALT

\ 200 IU/L (P[ 0.05).

Conclusion: The decrease of Tregs in peripheral blood may be

related to the pathogenesis of AIH and the increased liver injury.

PP0850

Outcome of endoscopic retrograde cholangiopancreatography
(ERCP) in patients with periampullary diverticulum

Muhammad Asif Baig1, Mohammad Salih1, Najmul Hasan Shah1

1Shifa International Hospital, Islamabad, Pakistan

Background: Periampullary diverticulum (PAD) is usually asymp-

tomatic, frequently encountered in patients undergoing endoscopic

retrograde cholangiopancreatography (ERCP) leading to post ERCP

morbidity. The AIM of this study was to investigate the association of

PAD with pancreatobiliary disease, biliary cannulation success and

different types of PAD.

Methods: A total 45 cases of patients with PAD were identified from

932 procedures of ERCP which were performed in a single center

(Shifa International hospital) by single operator from January 2012 to

May 2016. These 45 patients were compared with 503 controls

without PAD in terms of age, sex, biliary stone formation, CBD

cannulation success and complications of ERCP.

Result: The PAD was identified in 45 (5.5%) cases, PAD type 1

(inside the diverticulum) was found in 6 pts (13.3%), Type ll (at edge/

brim in 32 pts (71.1%), type lll (adjacent/near diverticulum) in 7

patients (15.6%).
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In Cases with diverticulum median age 56 years (range 13 to 95

years) 16 were \56 while 29 [ 56 years, Compared with controls

without diverticulum age\56 were (251) while[56(252) p-value\
0.5, PAD is more common in females (28/45).

Patients with PAD had increased prevalence of bile duct stones (p

\ 0.01) compared with controls.

Successful cannulation of CBD without difficulty (PRECUT/

Pancreatic stenting) was better in patients without PAD (89.8%)

compared with PAD CBD cannulation (78.2%) (P\ 0.05).

Complete clearance of CBD stones was achieved in 23 pts (95.6%)

with PAD, stents placement was required in 2 cases (4.4%) due to

large stone which were cleared in subsequent ERCP.

Incidence of complications in PAD group bleeding (1.4%), Pan-

creatitis (2.4%) and one small retroduodenal perforation (1.4%) all

managed conservatively. In Non-PAD group bleeding 0.6%, pancre-

atitis 0.7% and no perforation.

Conclusion: Periampullary diverticulum is seen with increasing age,

Associated with bile duct stone. For successful biliary cannulation

PAD should not be a barrier, as our data showed that ERCP is safe

procedure in periampullary diverticulum with good success rate and

low complications.

PP0851

Clinical significance of enlarged perihepatic lymph node
in patients with autoimmune liver disease

Yong Juan Wang1, Lu Zhou2, Guohui Jiao2, Yixiang Chang2,
Bangmao Wang2, Jie Zhang2

1Tianjin Medical University General Hospital, Tianjin; 2Tianjin

Medical University General Hospital, Tianjin

Background: Inflammatory processes in organs frequently lead to

hyperplasia of regional lymph nodes. To estimate the characteristics

of abdominal lymph node enlargement in patients with AILD.

Methods: Prospective study of 97 consecutive patients with abdom-

inal lymphadenopathy. For the cases with clearly enlarged lymph

nodes in peritoneal cavity assessed by ultrasonography, the number,

size and distribution range were measured and recorded, and the

clinical characteristics of these patients were analyzed.

Results: In 97 consecutive individuals, 16 cases were defined as

malignant tumors, while other 81 cases (83.5%) were reported with

benign diseases, including 50 cases with autoimmune liver disease

(AILD), 14 cases with viral hepatitis, 7 cases with drug-induced

hepatitis, 2 cases with connective tissue disease and 9 cases with

others diseases. The number and size of lymph nodes in patients with

malignant disease were significantly larger than those in patients with

benign disease (5.8 ± 5.1 vs 1.35 ± 0.7, P \ 0.001). Ultrasound

examination revealed that the position of lymph node enlargement,

including the peripheral pancreas, hepatic portal, splenic portal and

para-aortic, and so on. The maximum cross-sectional area of lymph

nodes were significantly larger and more common in the head of

pancreas in patients with AILD compared with other liver disease (P

\ 0.05). Approximately 27 cases (54%) showed abdominal lym-

phadenopathy only, without other abnormal imaging features. The

size of lymph nodes in patients with cirrhosis was significantly larger

than that of non-cirrhotic patients in AILD (2.53 ± 0.47 vs 1.68 ±

0.29, P\ 0.05).

Conclusion: The benign and malignant diseases can be distinguished

by the ultrasound detection of lymph nodes. Enlargement of lymph

nodes might be a significant clinical evidence for AILD, which has an

important significance for the early diagnosis, and the size of the

lymph nodes was related to the progression of cirrhosis in AILD.

PP0852

Analysis of clinical features of patients with different subtypes
of autoimmune liver disease associated with abdominal lymph
node enlargement

Yong Juan Wang1, Lu Zhou2, Guohui Jiao2, Yixiang Chang2,
Bangmao Wang2, Jie Zhang2

1Tianjin Medical University General Hospital, Tianjin; 2Tianjin

Medical University General Hospital, Tianjin

Background: Aim: To explore the imaging performance of the

abdominal lymphadenopathy in patients with autoimmune live dis-

ease (AILD). Try to investigate their clinical characteristics along

with immune and pathologic evaluation.

Methods: Methods: Retrospectively analysis of 50 cases clinically

and pathologically diagnosed as AIH, 29 cases with PBC and 33 cases

with PBC-AIH overlap syndrome in Tianjin Medical General

Hospital, from 2010 to 2016. Abdominal ultrasonography, CT scan

and MRI were performed to evaluate the existence of abdominal

lymphadenopathy. For the cases with clearly enlarged lymph nodes in

peritoneal cavity, the distribution range was measured and clinical

characteristics and pathology were followed.

Results: The positive rates of abdominal lymph node enlargement in

patients with AIH, PBC and overlap syndrome were 56, 86.2, 78.8%,

respectively (P = 0.008). Median level of ALP, GGT was signifi-

cantly higher in LA group than patients without lymphadenopathy

(NLA) in AIH (P\0.05). The incidence of interface hepatitis in LA

group was significantly higher than that in NLA group in AIH (P\
0.05). The incidence of spotty necrosis of LA group was significantly

higher than NLA group in PBC and overlap syndrome (P\0.05). The

positive rate of lymph nodes around the pancreas was significantly

higher in AIH and AIH-PBC than PBC (P\0.05). While it was more

common found in the abdominal aorta (48%) and hepatic portal

(40%) in PBC.

Conclusion: AILD patients with lymphadenopathy progressively

show more serious liver injury with higher liver inflammation. The

abdominal lymph node enlargement has important value for diagnosis

of autoimmune liver disease. The study of the lymph node enlarge-

ment in the abdominal cavity will be beneficial to the understanding

of the pathogenesis of autoimmune liver disease in different subtypes.

PP0853

Case report acute necrotizing pancreatitis following percutaneous
transhepatic biliary drainage in post Liver transplant patient:
a rare and serious complication

Kashif Nawaz1, Naeem Ullah1, Mohammad Salih1, Yasir Abbas1

1Shifa International Hospital, Islamabad, Pakistan

Background: The percutaneous transhepatic approach to the biliary

tree plays an important role in the management of biliary obstruction.

ERCP is preferred over percutaneous transhepatic cholangiography

(PTC) in patients with hilar biliary obstruction as it is less invasive.

Studies indicate that percutaneous drainage or stent insertion carries a

small risk of severe bleeding (0.5–4.1%), bile leak (0.5–1.6%) and

subsequent sepsis (0.5–1.9%) with an overall rate of complications of

3–10% and procedure related mortality of 0.1–0.8%. These risks are

comparable to those of the endoscopic approach, which has a com-

plication rate of 3.6–14% and a mortality rate of 0.5%2. Pancreatitis is

a rare but recognized complication of PTBD and necrotizing
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pancreatitis is even rarer and may preferably be explained in routine

as a possible complication of the procedure while taking consent.

Methods: Case History: 55 year old male status post LDLT was

admitted for PTBD and CBD stent placement for anastomotic stric-

ture six months ago. The patient underwent PTBI and ballooning the

stricture without any intra-procedural complications. Next day patient

had complaints of abdominal pain, radiating to back and vomiting.

O/E abdomen was tender. Diagnosis of acute pancreatitis was made.

CT showed peri-pancreatic inflammatory changes with necrosis along

with peri-pancreatic fluid collection. The patient was kept npo and

managed with i/v fluids, analgesia and antibiotics. A drain was placed

for peri-pancreatic fluid collection & Fluid amylase was checked

which was[20,000 IU. Fluid was large in amount[1000 ml per day

and there was suspicion of pancreatic fistula. ERCP confirmed it for

which pancreatic stent was placed. Drain output decreased gradually.

Initially it was 1000 ml per day to \50 ml per day in 6–7 days.

Improvements were followed by the normalization of transaminases.

He was discharged and follow up visit patient was unremarkable and

Abdominal drain was removed.

Result: Necrotizing pancreatitis is a very rare complication of PTBI

for anastomotic stricture in liver transplant recipients, ion. Endo-

scopic retrograde route is preferred over PTBD in patients with hilar

obstruction. My patient developed the rare complication of necro-

tizing pancreatitis. Similar pattern has been observed before by Al-

Bahrani AZ et al. who reported cases of pancreatitis as a complication

percutaneous transhepatic intervention (PTBI) and documented five

patients with pancreatitis following PTBI7. Another observation was a

risk of pancreatitis comparable to ERCP. This risk was greater with

distal biliary intervention than with proximal. Similarly in our patient.

Conclusion: Although pancreatitis is being reported with PTBI but

necrotizing pancreatitis is not a usual occurrence as known by liter-

ature till date. So it is important to keep this complication in

consideration while taking consent for PTBI.

Figure 2: Extensive peri-pancreatic inflammatory changes with pan-

creatic necrosis and peri-pancreatic fluid collection (A), 8 Fr.

Drainage catheter in place (B)

Figure 1: Fluoroscopic images showing cholangiogram with anasto-

motic stricture as shown by arrow (A), after ballooning of the stricture

with 7 into 2 mm balloon, 10 Fr. Internalized biliary drainage catheter

placed in both biliary ducts across the ampulla

PP0854

Regulatory T cells are quantitative and functional impaired
during the progression of PBC

Jianing Chen1, Lin Wang1, Yan Liang1, Ping Zeng1, Xianliang
Hou1, Lu Chong1, Yingfeng Wei1, Yulong Ding1, Hongyan Diao1

1State Key Laboratory for Diagnosis and Treatment of Infectious

Diseases, Collaborative Innovation Center for Diagnosis and

Treatment of Infectious Diseases, The First Affiliated Hospital,

College of Medicine, Zhejiang University, Hangzhou

Background: Primary biliary cholangitis (PBC) is characterized by

an autoimmune progression of interlobular bile duct damage. Regu-

latory T cells (Tregs) are crucial in the modulation of immune

responses. When Tregs are impaired in number or function, immune

balance is disrupted.

Methods: To investigate the role of Tregs in the pathogenesis of

PBC, we detected the quantitative and functional characteristics of

Tregs between the PBC patients and healthy controls (HCs) by in vivo

and in vitro experiments.

Result: The number and proportion of Tregs in the patients with PBC

and the production of interleukin (IL) 10 were all decreased signifi-

cantly than HCs. Tregs from the patients with PBC showed no ability

to suppress the proliferation and interferon (IFN) -c production by

CD4+ T cells. In addition, compared to HCs, the costimulatory

molecules on dendritic cells (DCs) and IL12 levels were significantly

higher in the patients with PBC. CD86 expression on DCs negatively

correlated with the proportion of Tregs. In vitro experiments showed

inhibition of CD80/CD86 expression on the DC by Tregs was sig-

nificantly weakened in the patients with PBC.

Conclusion: The Tregs were declined in number, proportion, and

function during the progression of PBC, which contributed to an

ineffective ability to inhibit T cell proliferation and co-stimulation

expression on DCs. It indicated that the maintenance on balance of

co-stimulation and Tregs could be beneficial for PBC.

PP0855

Preventive and therapeutic effects of splenectomy against
autoimmune hepatitis and liver fibrosis through promoting
the polarization of M2 macrophages

Yong Juan Wang1, Guohui Jiao2, Lu Zhou2, Wenwen Li3, Lili
Luo2, Bangmao Wang2, Jie Zhang2

1Tianjin Medical University General Hospital, Tianjin; 2Tianjin

Medical University General Hospital, Tianjin; 3Weifang Medical

University, Weifang

Background: Objective: To investigate the preventive and thera-

peutic effects of splenectomy on autoimmune hepatitis and liver

fibrosis induced by concanavalin A (ConeA) through promoting the

polarization of M2 macrophages.

Methods: Female Balb/c mice aged 8 weeks were randomly divided

into normal control group, ConeA model group, ConeA + sham-op-

eration and ConeA + splenectomy treatment group. The serum levels

of alanine aminotransferase (ALT) and aspartate aminotransferase
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(AST) were measured; hematoxylin-eosin and Masson staining and

Knodell HAI and Ishak scoring systems were used to evaluate the

degress of liver inflammation and fibrosis. Flow cytometry was used

to measure the proportion of macrophages and M2 macrophages in

peripheral blood of mice and Rt-PCR was performed to measure the

levels of arginine(Arg), inducible nitricoxide synthase (iNOS),

interleukin-6 (IL-6), interleukin-10 (IL-10) and interleukin-4 (IL-4) in

the liver of mice. The t-test was used for data comparison between

groups.

Results: The splenectomy treatment group showed a significant

reduction in serum ALT and AST levels compared with ConeA model

group and sham-operation group (P \ 0.05), respectively. Liver

inflammatory injury was reduced significantly, and there was no

obvious fibrous tissue proliferation. The number of macrophages in

the peripheral blood of mice was significantly lower in splenectomy

treatment group than ConeA model group (11.8 + 1.3% vs 17.8 +

2.1%, P \ 0.05) and ratio of M2 macrophages were increased in

splenectomy treatment group (P \ 0.05). The level of iNOS, IL-6

were significantly decreased in splenectomy treatment group, while

the level of Arg, IL-4 and IL-10 were increased in splenectomy

treatment group compared with ConeA model group and ConeA +

sham-operation group (P\ 0.05).

Conclusion: Splenectomy can promote the differentiation of M2

macrophages, reduced the expression of iNOS and IL-6 in liver cells,

slow down the progression of chronic hepatitis induced by ConeA

into liver fibrosis, and thus prevent liver fibrosis.

PP0856

Study on patients with autoimmune liver disease
with incompleted response

Yong Juan Wang1, Lu Zhou1, Guohui Jiao1, Bangmao Wang1, Jie
Zhang1

1Tianjin Medical University General Hospital, Tianjin

Background and aims: Some AILD patients are not satisfied with the

standard treatment. The purpose of this study was to specify the

relationship between perihepatic lymph nodes and the prognosis of

autoimmune liver disease.

Study: Lymph nodes in the hepatoduodenal ligament were assessed

both using ultrasonography and computed tomography in 74 patients

with autoimmune liver disease. Compare the clinical and pathological

characteristics of 74 patients with completed response and incom-

pleted response in AILD.

Results: 28 out of 74 individuals performed incompleted response

after standardized treatment. 20 cases were patients with PBC and

AIH-PBC in incompleted response group. Perihepatic lym-

phadenopathy (78.6% vs 52.17%), cholestasis (28% vs 4.3%) and

cholecystolithiasis (35.7% vs 15.2%) were more common in incom-

pleted response group than completed response group (P \ 0.05),

while it showed no significant difference in Gp210 (21.4% vs 8.7%)

and TBIL (38.4 ± 29.3 vs 35.9 ± 48.2) between the two groups (P[
0.05). The logistic regression analysis showed that cholestasis (OR

5.78, 95% CI (1.067, 31.246)) was related with the prognosis of

AILD.

Conclusions: The majority of patients were patients with PBC and

AIH-PBC in incompleted response group. Incompleted response is

predictable when patients presented with cholestasis in autoimmune

liver disease.

PP0857

Portal cavernoma associated biliopathy (PCB) in extrahepatic
portal vein obstruction (EHPVO)

Varghese Thomas1,2

1Calicut Medical College, Kozhikode, India; 2Department of

Gastroenterology, Kozhikode, India

Background: EHPVO is not uncommon in India. Most of the

EHPVO patients survives and grows into adulthood, but they may

develop the rare complication of portal biliopathy. OBJECTIVE: To

study occurrence and clinical features of portal cavernoma associated

biliopathy in a cohort of patients with EHPVO attending a tertiary

care centre.

Methods: Patients with EHPVO, who attended the Department of

Gastroenterology with variceal bleed initially and those who were on

follow-up for more than 10 years were evaluated for the presence of

PCB. All patients were evaluated clinically. Complete blood counts,

liver function tests, ultrasound scan of the abdomen and MRCP were

done in all.

Result: 61 consecutive patients with EHPVO were studied, the split

up of patients were as follows: Group I symptomatic patients (n = 15,

24.6%), Group II asymptomatic patients with abnormal LFT (n = 11,

18%), Group III asymptomatic patients with normal LFT (n = 35,

57.3%). The male: female ratio was 8:7, 7:4, and 21:14 each group.

Mean age was 38.67, 39.27, and 35.74 years respectively. Most

common symptom was jaundice. Cholangitis was present in 2 (3.2%)

patients. Mean total and conjugated bilirubin were 5.2/2.12, 2.12/0.9,

0.94/0.4 mg/dl respectively. Mean ALT (iu/m/) and ALP (iu/ml) were

38.53/329.07, 45.18/183.27 and 28.83/91.6 respectively. USG

abnormality affecting biliary system was seen in nine (60%), one

(9.1%) and two (5.7%) patients respectively. MRCP was abnormal in

15 (100%), 10 (90.9%) and 29 (82.9%) patients respectively. Some

evidence of portal biliopathy was present in 54/61 patients (88.5%).

Conclusion: Symptomatic PCB was seen in 24.6% of patients. Mean

total bilirubin, conjugated bilirubin, serum alkaline phosphatase

levels were significantly higher in group I (symptomatic) compared to

group III (asymptomatic) (p\0.05). Majority of PCB patients (75%)

were asymptomatic. But those with symptoms of biliary disease had a

higher likelihood of having PCB (100%).

PP0858

Investigation on the expression of intrahepatic chemokine
CXCL13 in a mouse model of primary biliary cholangitis

Jinhong Liu1, Xuanqiu He2, Weibin Wang1, Yang Zhou1, Xinchun
Zheng1, Libo Tang1, Jinlin Hou1

1Hepatology Unit, Nanfang Hospital, Southern Medical University,

Guangzhou; 2Peking University Shenzhen Hospital Infectious

Diseases, Shenzhen

Background: The expression of intrahepatic chemokine (C-X-C

motif) ligand 13 (CXCL13) in Primary biliary cholangitis (primary

biliary cholangitis, PBC) patients is significantly increased, but its

origin and mechanism is not clear. To investigate the expression of

CXCL13 in the liver of mice through establishing a mouse model of

PBC.

Methods: C57BL/6 mice of the experimental group were intraperi-

toneally injected with polyriboinosinic polyribocytidylic acid (Poly

I:C) and mice of the control group were injected with PBS. Serum

levels of AMA were quantified by ELISA and intrahepatic
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inflammatory cells were assessed by HE staining. Kupffer cells, liver

sinusoidal endothelial cells, and infiltrating lymphocytes in the liver

of mice were collected. The transcriptional level of intrahepatic

CXCL13 in liver tissues and cell subpopulations were detected by

qPCR.

Result: The serum titers of AMA in mice injected with Poly I: C were

significantly higher than that in mice injected with PBS at week 12 (P

\0.05). Intensely infiltrating inflammatory cells were observed in the

liver of mice injected with Poly I:C while not in the control mice. The

mRNA levels of CXCL13 in the liver of PBC mice were significantly

increased when compared with the control mice (P\0.05). Notably,

the mRNA levels of CXCL13 in intrahepatic Kupffer cells were

significantly higher than that in liver sinusoidal endothelial cells or

infiltrating lymphocytes of PBC mice (P\ 0.05).

Conclusion: CXCL13 is predominantly produced by Kupffer cells in

the liver of PBC mice established by Poly I:C injection.

PP0859

A case report of intractable hypopotassaemia caused
by glycyrrhizinic acid preparations

Xiangjun Pang1, Na Zhao1, Shouqing Wang3, Guijie Xin1

1Department of Hepatology, The First Hospital of Jilin University,

Changchun; 2The First Hospital of Jilin University, Changchun

Background: With previous history of traditional Chinese medicine,

a 54-year-old woman was hospitalized because of severely jaundiced

skin and sclera with fatigue and anorexia.

Methods: Ancillary testing: liver function tests :AST 881.0 U/L, ALT

467.3 U/L, c-GT 136.7 U/L, ALP 145.9 U/L, CHE 3490 U/L, ALB

33.9 g/L, GLB 50.7 g/L, T-BIL 292.8 lmol/L, D-BIL 228.7 lmol/L,

I-BIL 64.1 lmol/L, TBA 149.8 lmol/L. TG 3.78 mmol/L. ANA

series 1: granular type 1:100 positive, actin type 1:330, Anti-SLA/LP

+++, Immunoglobulin G 33.00 g/L, HBV markers of HBsAb, HBeAb,

HBcAb are positive. Quantification of hepatitis B virus\50 IU/mL.

The ceruloplasmin level is normal. The whole abdominal CT showed

fatty liver and right lobe of liver cysts. Pathological diagnosis of liver

biopsy is a tendency of autoimmune hepatitis, with drug-induced liver

injury.

Result: After admission to the hospital, Polyene Phosphatidylcholine,

compound glycyrrhizin gysteine sodium chloride, and Succinic Acid

Adenosine Methionine were used for her. Serum potassium was 3.13

mmol/L the next day. Potassium supplement treatment was given

everyday. However, the potassium level continued to fall and it

became 2.92 mmol/L 3 days later. Keeping on potassium supplement

treatment, compound glycyrrhizin cysteine sodium chloride was

stopped. The potassium level was normal after 2 days of withdrawal.

When the result of pathological diagnosis of liver biopsy was given,

this patient refused hormonotherapy and immunosuppressive. So

compound glycyrrhizin cysteine sodium chloride was tried to used

again and the potassium level decreased to 2.84 mmol/L after 4 days

of treatment. Potassium supplement treatment was given again, but

the potassium level was only 2.97 mmol/L after 3 days. When

compound glycyrrhizin cysteine sodium chloride was stopped, the

potassium level returned to normal just 1 day later.

Conclusion: The level of ALT may recover markedly when given

compound glycyrrhizin cysteine sodium chloride, but intractable hy-

popotassaemia could appear. So patients and doctors need to be

vigilant for the effect of the low potassium level when compound

glycyrrhizin cysteine sodium chloride is given.

PP0860

The clinical results of autoimmune liver disease patients
undergoing liver transplantation in Korea

Young Seok Doh1, Seong Kyun Na1, Jihyun An2, Danbi Lee2, Ju
Hyun Shim2, Kangmo Kim2, Young Suk Lim2, Han Chu Lee2,
YoungHwa Chung2, Yung Sang Lee2

1Department of Gastroenterology, Asan Medical Center, University

of Ulsan College of Medicine, Seoul, Republic of Korea; 2Department

of Gastroenterology, Asan Liver Center, Asan Medical Center,

University of Ulsan College of Medicine, Seoul, Republic of Korea

Background: Liver transplantation (LT) is relatively rare in patients

with autoimmune liver disease (AILD), accounting for 1–3% of liver

transplantation in Europe. Especially the prognosis after LT in Asian

patients with AILD are rarely known. Therefore we investigated the

prognosis of LT patients with AILD in Korea.

Methods: From a total of 73 adult-LT with AILD performed at our

center between 2000 and 2014, we compared the clinical character-

istics and prognosis among the autoimmune hepatitis (AIH), the

primary biliary cirrhosis (PBC), and the overlap syndrome (OS)

patients.

Result: A total of 38 AIH, 21 PBC, and 14 OS patients were included.

Each follow-up was 49 [IQR 14.8–98.0] months in AIH, 48.0

[21.5–90.5] in PBC, 42.5 [23.0–82.5] in OS patients.

The recurrences were 6 of 34 (17.6%) AIH patients, 3 of 21 (14.3%)

PBC, and 1 of 14 (7.1%) OS. Log-rank test showed 5-year recurrence

16.8% in AIH patients, 15.3% in PBC, and 7.7% in OS (p = 0.525).

A total of 11 graft losses included 7 deaths. Seven graft losses (5

deaths) were confirmed in AIH, 3 graft losses (1 death) in PBC, and 1

graft loss as death in OS patients. Log-rank test showed 93.3, 95.2,

and 92.9% as 5-year survival rates without re-transplantation (p =

0.762).

Conclusion: The post-LT recurrences of AIH, PBC, and OS patients

were 17.6, 14.3, and 7.1% at our center in Korea. Five-year survival

rates without re-transplantation showed favorable prognosis com-

pared to western reports.
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PP0379

Predictors of mortality in intermediate/advanced stage
hepatocellular carcinoma and its relationships to outcomes

Koki Yamada1, Kaoru Kikuchi1, Hiroaki Takara2

1Okinawa Chubu Hospital, Department of Gastroenterology and

Hepatology, Ginowan, Japan; 2Okinawa Chubu Hospital, Department

of Radiology, Ginowan, Japan

Background: Trans-arterial Chemoembolization (TACE) is main-

stream treatment to Intermediate Stage (Barcelona-Clinic Liver

Cancer; BCLC stageB) Hepatocellular Carcinoma (HCC). Addition-

ally, hepatic arterial infusion chemotherapy or Sorafenib is often

applicable for Advanced stage HCC (BCLC stageC) treatment in

Japan for better survival. However, overall survival varies widely in

each case.

Methods: A retrospective, analytical study of 234 consecutive, adult

patients diagnosed HCC between January 2000 to January 2016 in

Okinawa Chubu Hospital data base. Finally, 92 patients were diag-

nosed Intermediate or Advanced stage HCC and analyzed in dataset.

We studied patients background, treatment and predictors of survival

in each stage of HCC Patients.

Result: Data were divided into 39 Intermediate stage HCC patients

and 53 Advanced stage HCC patients. Average patients age was 67.1/

67.9 years old in each group including 24/40 male patients. 19

patients (49%) developed Intermediate stage HCC secondary to

Hepatitis C related cirrhosis. Average Child-Pugh score, maximum

tumor diameter were 6.2/6.7, 57 mm/74 mm between two groups.

28(72%)/26(49%) patients were conducted TACE as initial treatment.

One year survival in each stage were 75/25% and mean survival time

were 27.6/5.27 months (Log-rank test; P = 0.0001). Finally, linear

regression analysis indicated only TACE (OR 7.92; 95% CI

7.48–46.49, p = 0.008) was significant predictors of overall survival

in Intermediate HCC. No significant predictor was extracted in

Advanced HCC group.

Conclusion: TACE was only independent predictor for survival in

Intermediate stage HCC patients. In advanced stage HCC, hepatic

arterial infusion chemotherapy, even though sorafenib combined

therapy did not show significant difference compared to other treat-

ment. Further treatment option should be pursued for better survival.

PP0861

Clinical and virological features of acute hepatitis E in Gunma
prefecture, Japan between 2004 and 2015

Yuichi Yamazaki1, Atsushi Naganuma2, Yosuke Arai3, Suguru
Takeuchi1,4, Takeshi Kobayashi1, Satoshi Takakusagi5, Takeshi
Hatanaka4, Takashi Hoshino2, Masashi Namikawa3, Hiroaki
Hashizume1, Daichi Takizawa4, Tatsuya Ohyama1, HIdeyuki
Suzuki6, Norio Horiguchi1, Hitoshi Takagi2,5, Ken Sato1, Satoru
Kakizaki1, Motoyasu Kusano1, Shigeo Nagashima7, Masaharu
Takahashi7, Hiroaki Okamoto7, Yamada Masanobu1

1Gunma University Hospital, Maebashi, Japan; 2Takasaki General

Medical Center, Takasaki, Japan; 3Kiryu Kosei General Hospital,

Kiryu, Japan; 4Isesaki Municipal Hospital, Isesaki, Japan; 5Kusunoki

Hospital, Fujioka, Japan; 6Haramachi Red Cross Hospital,

Haramachi, Japan; 7Jichi Medical University, Shimotsuke, Japan

Background: The annual case of acute hepatitis E (AH-E) in our

institutions has been increasing since 2012 when the commercial anti-

hepatitis E virus (HEV) IgA test covered by universal health insur-

ance became available in Japan, although there was no

epidemiological data about HEV infection in this prefecture. More-

over, some AH-E patients that were recently diagnosed in Gunma

prefecture were in an immunocompromised state. Therefore, we

conducted the present study to elucidate the clinical and virological

features of 30 AH-E cases definitively diagnosed in our institute and

its affiliated hospitals from 2004 to 2015, and we evaluated the HEV

infection in the immunocompromised patients.

Methods: Thirty patients with AH-E diagnosed at our university

hospital and its affiliated hospitals from 2004 to 2015, were studied.

We evaluated the detailed medical histories and laboratory exami-

nations of all subjects, and we analyzed the HEV genomes in 23

patients.

Result: Of the 30 patients, 21 patients were male, with a median age

of 61 years. Three of these patients had a history of recent oversea

travel. Fourteen patients had eaten raw or undercooked meat/viscera

from animals and two patients had contracted transfusion-transmitted

AH-E. Eight patients were immunocompromised, including those

with hematological disease, cancer receiving systemic chemotherapy,

and kidney transplant or connective tissue disease undergoing

immunosuppressive medications. The ALT and T-Bil levels were

significantly reduced in these immunocompromised patients than in

non-immunocompromised patients. Severe thrombocytopenia, an

extra-hepatic manifestation of AH-E, occurred in one case. Among

the 22 HEV strains whose subgenotype was determined, two were

imported strains (1a and 1f) and 11 strains formed four distinct

phylogenetic clusters within subgenotype 3b. The remaining nine

strains differed from each other by 9.8–22.4% and were classified into

four subgenotypes (3a, 3b, 3e and 3f).

Conclusion: Markedly divergent HEV strains (3a, 3b, 3e and 3f) were

found to circulate in Gunma. Although immunosuppression appears

to play a crucial role in establishing chronic sequels, AH-E in eight

immunocompromised patients, including transfusion-transmitted

HEV infection in two patients, did not become chronic.
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PP0862

Metadherin/PRMT5 complex enhances metastasis
of hepatocellular carcinoma through WNT/beta-catenin signaling
pathway

Kai Zhu1, Jian Zhou2

1Zhongshan Hospital, Fudan University, Shanghai; 2Zhongshan

Hospital, Fudan University, Shanghai

Background: Accumulating data have suggested that metadherin

(MTDH) may function as an oncogene. Our previous study showed

that MTDH can promote HCC metastasis via epithelial-mesenchymal

transition (EMT), and it can also promote the transformation of

endothelial cells to carcinoma-associated fibroblasts.

Methods: Co-Immunoprecipitation and Mass Spectrometry (CO-IP)

was used to investigate the relationship between MTDH, and PRMT5.

Result: Using CO-IP, we found that MTDH can form a complex with

PRMT5. By examining the expression of MTDH, PRMT5 and beta-

catenin in a tissue microarray containing samples from 323 HCC

patients, we found that when MTDH level was high in HCC cells,

PRMT5 was also highly expressed, and beta-catenin was translocated

from cytoplasm to nucleus, which was followed by the up-regulation

of WNT/beta-catenin signaling pathway. Further CO-IP confirmed

that a single domain in the 49–69 region of MTDH is essential for

PRMT5 binding, and PRMT5 competes with beta-catenin in binding

with MTDH.

Conclusion: PRMT5 and beta-catenin competitively bind to the same

domain of MTDH, and this process might mediate the regulation of

beta-catenin and WNT signaling pathway by MTDH.

A single domain in the 49–69 region of MTDH is essential for

PRMT5 binding.

PRMT5 competes with beta-catenin in binding with MTDH

PP0863

Cripto-1 mediated liver cell apoptosis resistance by activating NF-
jB signaling pathway on TAK-1 dependent manner

Ying Shi1, Xiumei Chi1, Xiaomei Wang1, Xiuzhu Gao1, Ruihong
Wu1, Hongqin Xu1, Junqi Niu*1

1Department of Hepatology, First Hospital of Jilin University, No.71

Xinmin Street, 130021, Changchun

Background: Cripto-1 has been considered as an oncogenic protein

belonging to EGF-CFC family which highly correlated with types of

solid tumor formation and metastasis. However, little is known about

its role in hepatocellular carcinoma (HCC). As apoptosis resistance is

a typical feature of tumor cells, in this study, we demonstrated wether

Cripto-1 could mediate the anti-apoptosis ability of cells derived from

liver.

Methods: The growth inhibition of cytarabine/cis-platinum/taxol on

hepatocytes, including human normal cell line L02 and hepatoma cell

line HepG2, were measured with MTT assays. Protein expression

level of Cripto-1, caspase-3, survivin and p65 were detected by

Western Blot, as well as the activity of transduction factor in NF-jB

and PI3K/AKT signaling pathway. The activity of NF-jB signaling

pathway was also measured by Luciferase gene-reporter assay and

immunofluorescence. In addition, secretory cripto-1 was checked by

ELISA.

Result: In the present study, we investigated the cytomembrane

anchored Cripto-1, but not the secretory form, could increase anti-

apoptosis ability of human hepatocytes to chemotherapy drug, leading

to variated IC50. Cripto-1 mediated anti-apoptosis ability of normal

hepatocyte L02 and hepatocarcinoma cell HepG2 by activating NF-

jB signaling pathway. Mechanistically, cytomembrane anchored

Cripto-1 enhanced phosphorylation of TAK-1, followed by degrada-

tion of IjB and nucleus translocation of p65, resulting in endogenous

Survivin level increased, to inhibit apoptosis initiation. Moreover,

TAK-1 phosphorylation was required for Cripto-1 mediated anti-

apoptosis in HepG2 cells, which could be reversed by TAK-1 inhi-

bitor. Either cytarabine or cis-platinum, or taxol incorporated with

TAK-1 inhibitor could significantly enhance their cytotoxicity on

HepG2 cells. Although Cripto-1 also induced Survivin by PI3K/AKT

signaling pathway, but unlike TAK-1, AKT activity was extremely

impaired after chemotherapeutics treatment.

Conclusion: These findings indicate that Cripto-1 is over expressed in

hepatoma carcinoma cell and plays very important role in regulating
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apoptosis resistance, primarily through NF-jB signaling pathway on

TAK-1 dependent manner. Although the detailed process of Cripto-1

activated TAK-1 has not been identified, TAK-1 inhibition might

provide an feasible therapeutic method for HCC treatment.

PP0864

Effects of pogostone on proliferation and apoptosis of human
gallbladder carcinoma cells and its mechanism

Yuan Huang1, Shi Yao Wu2, Hong Jia Dong1

1Center for Hepatobiliary and Pancreatic Diseases, Beijing Tsinghua

Changgung Hospital, Medical Center, Tsinghua University, Beijing;
2Department of Gastroenterology, Second Affiliated Hospital of

Nanchang University, Nanchang

Background: Pogostemon cablin is a commonly used traditional

Chinese medicine herb to treat gastrointestinal diseases in some

countries. Pogostone, an important active ingredients of Pogostemon

cablin, has been shown an anti-cancer property via inducing autop-

hagy and apoptosis in cancer cells. However, the potential effects and

molecular mechanism of pogostone in gallbladder cancer (GBC)

remains unclear.

Methods: The effects of pogostone on the proliferation of human

gallbladder carcinoma SGC-996 cells was analyzed by MTT assay

and Colony formation assay, respectively, after treating with pogos-

tone at concentrations of 0, 10, 40, 80, 100 and 120 lg/mL for

different times (24, 48, 72 h) and concentrations of 0, 10, 20 and 30

lg/mL for 7–14 days. The effects of pogostone on apoptosis and cell

cycle of SGC-996 cells were investigated by flow cytometry assay.

Moreover, The expression level of apoptosis related protein(cleaved

caspase-9, caspase-3, PARP-1, Bax, Bcl-2) and cell cycle related

protein(cyclin D1, A, B1) was detected by Western blotting.

Result: Pogostone showed an observably dose- and time-dependent

inhibit effect on the cell viability of SGC-996 cells (P \ 0.05) and

suppressed the numbers of colons of SGC-996 cells in a dose-de-

pendent manner (P \ 0.05). Pogostone markedly induced the

apoptosis of SGC-996 cells (P\0.05) and S phase cell cycle arrest (P

\ 0.05). In addition, Pogostone significantly upregulated the protein

expression levels of cleaved caspase-9, caspase-3, PARP-1, Bax in

SGC-996 cells, but downregulated the protein expression levels of

Bcl-2, cyclin D1, cyclin A and cyclin B1, compared with the control

group.

Conclusion: Pogostone makes an anti-tumor action in human gall-

bladder carcinoma through regulating the expression of caspase,

PARP, Bcl-2 protein family and cyclin protein (D1, A, B1). These

findings indicate that pogostone may be a potential therapeutic

strategy for the treatment of gallbladder carcinoma.

PP0865

Pegylated interferon-a inhibits the proliferation of hepatic oval
cells through down-regulation of Wnt/b-catenin pathway

Zhang Ying1, Li Xue-Feng2

1Dalian Sixth People Hospital, Dalian; 2The Second Hospital of

Dalian Medical University, Dalian

Background: Interferon alpha has shown potential benefit in patients

with hepatocellular carcinoma (HCC), which could be mediated via

inhibiting proliferation of hepatic oval cells. However, the detailed

mechanism of anti-proliferative effect of IFNs remains obscure. In

this study, we evaluate the effects of pegylated interferon alpha (PEG-

IFN) on the Wnt/b-catenin pathway, the major driving force behind

the proliferation of hepatic oval cells.

Methods: WB-F344 cells stimulated with Wnt3a were incubated with

16, 160, and 1600 ng/ml of PEG-IFN for 48 h in serum-free medium.

Effects of PEG-IFN on cell proliferation and cell-cycle distribution

were evaluated by Brdu incorporation assays and flow cytometry,

Wnt3a-treated cells without PEG-IFN incubation were taken as

controls. Effects of PEG-IFN on Wnt/b-catenin signal transduction

were examined by qPCR, Western analysis, and immunofluorescence

staining.

Result: PEG-IFN significantly inhibited proliferation of WB-F344

cells induced by Wnt3a. Meanwhile, PEG-IFN at 1600 ng/ml could

induce cell cycle arrest in the G1 phase. Furthermore, PEG-IFN could

significantly suppress the expression of increased b-catenin induced

by wnt3a in WB-F344 cells. These findings were confirmed by

immunofluorescence staining for nuclear localization of b-catenin.

Additionally, PEG-IFN could suppress the transcription and protein

expression of increased C-myc and Cyclin D1 (encoded by a Wnt

target gene) induced by Wnt3a. PEG-IFN could also increase the level

of RanBP3 protein induced by Wnt3a, which resulted in decreased

expression of b-catenin.

Conclusion: PEG-IFN could inhibit hepatic oval cells proliferation

through down-regulation of the Wnt/b-catenin pathway.

PP0866

Retinoic acid synergizes with beta-interferon to enhance GRIM-
19 expression and inducing growth inhibition, apoptosis in human
hepatoma cells in vitro

Li Feifei1, Fu Zhaoqing2, Zhang Jiao3, Qi Jianni3, Ren Wanhua3

1Shandong Provincial Hospital Affiliated to Shandong University,

Jinan; 2Hospital Affiliated to Shandong University of Traditional

Chinese Medicine, Jinan; 3Shandong Provincial Hospital Affiliated to

Shandong University, Jinan

Background: Combination of retinoic acids (RAs) and interferons

(IFNs) has synergistic apoptotic effects and is used in cancer treat-

ment. Some studies found that retinoid-interferon-induced mortality-

19 (GRIM-19) may be plays an essential role in the IFN-beta/RA-
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induced cancer cell death in recent years. However, the underlying

mechanisms were poorly studied. The aim of this article is to study

the synergism of RA and IFN-b in inducing growth inhibition,

apoptosis and GRIM-19 expression in hepatoma cells.

Methods: Immunofluorescence, western blot and RT-PCR were used

to detect the expression of GRIM-19 in hepatoma cells. MTT and

flow cytometry were used to research growth inhibition and apoptosis

of HepG2 cells before and after RA/IFN-b treatment. Western blot

was used to detect the expression of GRIM-19, STAT3, P-STAT3 and

VEGF in HepG2 after RA/IFN-b treatment.

Result: GRIM-19 expression was predominantly located in the

cytoplasm with weak staining in the nucleus in LO2 cells, but only

located in the cytoplasm in HepG2 cells. After RA/IFN-b treatment,

GRIM-19 expression also found in nucleus of HepG2 cells. We also

found an up-regulation of GRIM-19 and down-regulation of STAT3,

p-STAT3, VEGF and a dose-dependent proliferation inhibition in

HepG2 cells after RA/IFN-b treatment.

Conclusion: GRIM-19 associated with the RA/IFN-b could induce

apoptosis in hepatoma cell lines, and GRIM-19 may be a new target

spot in liver cancer gene therapy.

PP0867

The effects of different concentrations of cur curcumin
on steatosis L02 cells

Junping Liu1

1Department of Infectious Diseases, Henan Provincial People’s

Hospital, Zhengzhou

Background: To investigate the effects of different concentrations of

curcumin on steatosis L02 cells.

Methods: First we explore the appropriate concentration of curcumin

by test the activity of the L02 cells cultured with different concen-

trations of curcumin. Then we culture the L02 cells with the mixture

of fat acids and different concentrations of curcumin for 24 and 48 h

especially, then detect the apoptosis and the activity of caspase-3 by

flow cytometry.

Result: When the L02 cells cultured with the lower concentration of

curcumin than 25 lM/L, the activity of the cells is above 80%. 1 lM/

L of curcumin can decreases the apoptosis in fatty L02 cells. The

apoptosis and necrosis in the 5 lM/L of curcumin in the intervention

group is quite with the simple steatosis group, but the 12.5, 25 lM/L’s

group occurred more apoptosis and necrosis.

Conclusion: The high concentration of curcumin would induce the

apoptosis and necrosis in the L02 cells and steatosis L02 cells rather

than protect.

PP0868

High affinity peptides binding to b3 integrin, receptor
of Hantavirus, screened from phage display random peptide
library

Dongqiang Yang1

1Department of Infectious Diseases, Henan Provincial People’s

Hospital, Zhengzhou

Background: To screen and identify peptides with high affinity to b3

integrin, the receptor of Hantavirus, from phage display random

peptide library.

Methods: Using b3 integrin as a ligand, phage clones that bond to b3

integrin were screened from phage display random 7-mer peptide

library through 8 rounds of biopanning. The phage clones presenting

high affinity peptides to b3 integrin was selected and amplified. Their

DNA were extracted for sequencing, and the coding peptide

sequences were deduced from the results and analyzed by bioinfor-

matics including homology analysis through blasting.

Result: According to DNA sequence, we found five peptides,

TGVKGPG, LPLTPLP, KLTSSPT, SPVGPLP and DHRNHLV, have

high repetition rate. The comparison of the amino acid sequences of

foreign peptides of the clones with HTNV glycoprotein shows some

similarity.

Conclusion: Peptides with high affinity to b3 integrin are obtained

from phage display random peptide library, and it provide us a new

data for further experiment to get the anti-hantavirus peptides with

high activity.

PP0869

Phototherapy decreases the serum globulin concentration
in newborn hyperbilirubinemia?

Junwen Zheng1, Dongchi Zhao1

1Pediatric Department, Zhongnan Hospital of Wuhan University,

Wuhan

Background: To assess the impact of phototherapy as the risk factor

on the reduction of serum globulin in neonatal hyperbilirubinemia.

Methods: Total of 430 full term infants aged between 1–28 days,

diagnosed with neonatal hyperbilirubinemia, were enrolled in this

study. Neonates with Intrauterine infection, genetic abnormalities and

congenital diseases were excluded. All newborns received single-side

phototherapy (halogen lamps for 12 h per day, for 3 days) and/or

intravenous albumin (1 g/kg/day, for 2 days) and/or intravenous

immunoglobulin (1 g/kg/day, for 2 days). Total serum bilirubin

(TSB), albumin (ALB) and globulin (GLB) levels were examined

twice at the first day and the fourth day of hospitalization.

Result: TSB concentrations decreased from 299.6 ± 83.9 lmol to

163.6 ± 57.6 lmol/L after the three days of intensive treatment (p\
0.001). Pearson correlative analysis showed that TSB was signifi-

cantly correlated to GLB level (r = 0.245, p \ 0.01) and not

correlated to ALB. There was a significant reduction of GLB level in

each age group after treatment (p\0.001). The GLB concentrations

decreased to 2–4 g/L (10–20% compared to their basic levels) and

dramatically decreased in groups of[7 days of birth age (p\0.001).

The reductions of GLB level were from 21.3 ± 4.1 to 18.5 ± 4.2 g/L

in phototherapy groups, and 23.0 ± 3.9 to 16.6 ± 4.5 g/L in pho-

totherapy plus IVALB (p \ 0.001). The effect of phototherapy on

reduction of GLB levels was correlated to the ages of birth.

Conclusion: Our results demonstrated that phototherapy accelerates

serum globulin loss which implies infants facing to the risk of

immunosuppression, especially in newborns aged over 16 days, while

additional IVALB aggravated the reduction along with the age.
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ALB and ALB1, GLB and GLB1, TSB and TSB1 are the serum

concentrations of basic and fourth day after treatment respectively. *,

p

PP0870

Studies of asialoglycoprotein receptors (ASGPRs) variants
in hepatic-targeted delivery

Jing Hu1, Quan Zhang2, Jian Yin2

1Wuxi School of Medical, Jiangnan University, Wuxi; 2The Key

Laboratory of Carbohydrate Chemistry and Biotechnology, MOE,

School of Biotechnology, Jiangnan University, Wuxi

Background: The asialoglycoprotein receptor (ASGPR) is a high-

capacity C-type lectin receptor expressed primarily on the sinusoidal

surface of the hepatocytes. The primary physiological role of ASGPR

has been considered to be the binding, internalization, and subsequent

clearance from the circulation of glycoproteins that contain terminal

galactose (Gal) or N-acetylgalactosamine (GlcNAc) residues.

Recently, ASGPR has been suggested to have immunomodulatory

properties and can facilitate the trapping and elimination of activated

lymphocytes. ASGPR is also one of the most promising targets for

hepatic delivery. The human ASGPR is comprised of two homolo-

gous polypeptides, H1 and H2.

Methods: Variant H1b is secreted as a soluble protein, encodes

functional soluble ASGPR (s-ASGPR), which is found to possess

hepatic targeting property. A novel cyclodextrin-modified meso-

porous silica nanoparticles will be modified with Gal- or GalNAc-

residues for the drug delivery targeting ASGPR.

Result: The delivery efficiency will be determined with and without

s-ASGPR to develop new strategy for efficient hepatic delivery.

Conclusion: It is possible that s-ASGPR can mediate and improve the

hepatic targeting delivery.

PP0871

Emerging roles of circRNA-0046366 targeting miR-34a
in protecting liver from steatosis and oxidative stress
in nonalcoholic fatty liver disease

Xing Ya Guo1, Qin Pan2

1The Xinhua Hospital Affiliated to Medicine School of Shanghai

Jiaotong University, Shanghai; 2Department of Gastroenterology, The

Xinhua Hospital Affiliated to Medicine School of Shanghai Jiaotong

University, Shanghai

Background: Recent studies have demonstrated that circRNAs par-

ticipate in the initiation and progression of various diseases as

miRNA ‘sponges’. However, there remains to be largely unknown

about the regulatory roles and molecular mechanisms of circRNAs in

NAFLD. Herein, we aim to explore the presence and underlying

mechanisms of circRNA-0046366 in ameliorating steatosis in liver.

Methods: Steatosis model in HepG2 was established and evaluated

by Oil Red O staining and triglyceride determination (TG). The level

of malondialdéhyde (MDA) and superoxyde dismutase (SOD) were

measured as markers of lipid peroxidation and oxidative stress.

Bioinformatics was employed to predict the potential interactions of

circRNA-miRNA and miRNA-mRNA which verified further by

luciferase activity assays. qPCR was used to quantify the specific

expression of circRNA-0046366 and miR-34a in vitro. Transfection

of circRNA-0046366 overexpression plasmid and miR-34a mimics

were performed for gain-of-function experiments. Western blot

analysis was conducted to validate potential miR-34a targets.

Result: We found that circRNA-0046366 is down-regulated in FFA-

treated hepatocytes while miR-34a positively correlated with the

severity of steatosis. CircRNA-0046366 overexpression experiment

decreased the lipid and MDA accumulation at the same time can also

increased the production of SOD significantly, and upregulated the

expression of peroxisome proliferator activated receptor alpha

(PPARa), palmitoyltransferase 1 (CPT1) and solute carrier family 27

member 4 (SLC27A4).

Conclusion: CircRNA-0046366 could upregulate the expression of

PPARa and -related target genesCPT1 and SLC27A4 through com-

peting for miR-34 as a novel competitive endogenous RNA (ceRNA)

with PPARa in vitro. CircRNA-0046366 functions as a positive

regulatory molecule in protecting hepatocytes from steatosis and

extenuating the degree of cellular oxidative stress. Therefore, we

provide a novel insight of circRNA-0046366 to be further used as a

potential target in hepatic steatosis therapy.
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CircRNA-0046366 certification and the expression levels of cir-

cRNA-0046366 and miR-34a in both groups. (A) The determination

of circRNA-0046366 expression levels in both groups. Conducted by

qPCR, the data were normalized against GAPDH expression. (B) The

PP0872

Long non-coding RNA linc-cdh4-2 inhibits the migration
and invasion of HCC cells by targeting R-cadherin pathway

Yunzhen Gao1, Gaoxiong Wang2, Cuilin Zhang1, Minjie Lin1,
Xiaolong Liu1, Yongyi Zeng1, Jingfeng Liu1

1The United Innovation of Mengchao Hepatobiliary Technology Key

Laboratory of Fujian Province, Mengchao Hepatobiliary Hospital of

Fujian Medical University, Fuzhou; 2Department of Hepatobiliary

Surgery, The Second Affiliated Hospital of Fujian Medical

University, Quanzhou

Background: Long non-coding RNAs (LncRNAs) have played very

important roles in the malignancy behaviors of hepatocellular carci-

noma (HCC). Linc-cdh4-2 (TCONS_00027978) is a novel LncRNA

that has been identified in HCC tissues from our previous study. Here,

we further analyzed the biological functions of linc-cdh4-2 in HCC

cell lines (SK-Hep-1 and Huh7), and carefully characterized the

possible molecular mechanisms that linc-cdh4-2 involved into.

Methods: We constructed the stably overexpressed cell lines. siRAN

was used to knockdown the expression level of linc-cdh4-2. Tran-

swell and wound healing assay were used to tested the effects of linc-

cdh4-2 on the migration and invasion abilities of HCC cells. WB and

Real-Time PCR were used to test the expression level of protein and

mRNA associated with linc-cdh4-2.

Result: Overexpression of linc-cdh4-2 in HCC cell lines (SK-Hep-1

and Huh7) significantly decreases the migration and invasion abilities

of these cells, while knockdown the expression of linc-cdh4-2 sig-

nificantly increases the migration and invasion abilities. Interestingly,

neither the over expression nor the knock down of linc-cdh4-2 could

affect the viability and proliferation of HCC cells. Mechanistically,

the linc-cdh4-2 could up-regulate the protein level of R-cadherin

through direct binding that might improve the protein stability. Over

expression of linc-cdh4-2 could significantly increase the protein

levels of R-cadherin and decrease the protein levels of small GTPase

RAC1, and vice versa. Further knockdown R-cadherin in linc-cdh4-2

stably overexpressed cells, could significantly upregulate the protein

levels of RAC1 and improve the cell migration and invasion abilities.

Conclusion: The novel linc-cdh4-2 may negatively regulate the

motility of the HCC cells through targeting R-cadherin-RAC1 sig-

naling pathway.

PP0873

Effects of two co-cultured methods on the liver functions
of hepatocytes

Youshi Zheng1, Naishun Liao1, Xiaolong Liu1

1The United Innovation of Mengchao Hepatobiliary Technology Key

Laboratory of Fujian Province, Mengchao Hepatobiliary Hospital of

Fujian Medical University, Fuzhou

Background: The co-cultured methods using the mimic microenvi-

ronment of liver would benefit to maintain the liver functions of

hepatocytes. However, this assumption has not yet been confirmed.

Methods: Hepatocytes, vascular endothelial cells and adipose tissue-

derived stem cells at a ratio of 14:3:3 or hepatocytes, vascular

endothelial cells and hepatic stellate cells at a ratio of 700:150:3, were

co-cultured in the hepatic cultured mediums. Afterward, the super-

natant was collected and used to analyze the viability of lactic

dehydrogenase, the content of albumin and urea. Immunofluorescence

method was used to detect the expression of ALB, CYP3A4 and

HNF4a.

Result: Comparing the single cultured method, the secretion of ALB

of hepatocytes was all increased by the two co-cultured methods. The

expression of ALB, CYP3A4 and HNF4a was also increased by the

two co-cultured methods as compared to those in single cultured

hepatocytes. Especially, the increased cellular viability and angio-

genesis structure could be observed in the co-cultured system

consisting of hepatocytes, vascular endothelial cells and adipose tis-

sue-derived stem cells.

Conclusion: Our results suggesting that this two co-cultured methods

could use to maintain the hepatocellular functions in vitro.

PP0874

Poly (dopamine) coated superparamagnetic iron oxide
nanocluster for noninvasive labeling, tracking, and targeted
delivery of adipose tissue-derived stem cells

Naishun Liao1,2, Ming Wu1,2, Fan Pan3, Jiumao Lin4, Zuanfang
Li4, Yingchao Wang1,2, Youshi Zheng1,2, Jun Peng4, Xiaolong
Liu1,2, Jingfeng Liu1,2,5

1The United Innovation of Mengchao Hepatobiliary Technology Key

Laboratory of Fujian Province, Mengchao Hepatobiliary Hospital of

Fujian Medical University, Fuzhou; 2The Liver Center of Fujian

Province, Fujian Medical University, Fuzhou; 3Department of

Hepatobiliary Surgery, Fuzong Clinical College, Fujian Medical

University, Fuzhou; 4Academy of Integrative Medicine, Fujian

University of Traditional Chinese Medicine, Fuzhou; 5Liver Disease

Center, The First Affiliated Hospital of Fujian Medical University,

Fuzhou

Background: Tracking and monitoring of cells in vivo after trans-

plantation can provide crucial information for stem cell therapy.
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Magnetic resonance imaging (MRI) combined with contrast agents is

believed to be an effective and non-invasive technique for cell

tracking in living bodies. However, commercial superparamagnetic

iron oxide nanoparticles (SPIONs) applied to label cells suffering

from shortages such as potential toxicity, low labeling efficiency, and

low contrast enhancing.

Methods: Nanoclusters of superparamagnetic iron oxide nanoparti-

cles coated with poly (dopamine) (SPIONs cluster@PDA) were used

for labeling and tracking ADSCs in vitro and in vivo.

Result: The adipose tissue-derived stem cells (ADSCs) were effi-

ciently labeled with SPIONs coated with poly (dopamine) (SPIONs

cluster@PDA), without affecting their viability, proliferation, apop-

tosis, surface marker expression, as well as their self-renew ability

and multi-differentiation potential. The labeled cells transplanted into

the mice through tail intravenous injection exhibited a negative

enhancement of the MRI signal in the damaged liver-induced by

carbon tetrachloride, and subsequently these homed ADSCs with

SPIONs cluster@PDA labeling exhibited excellent repair effects to

the damaged liver. Moreover, the enhanced target-homing to tissue of

interest and repair effects of SPIONs cluster@PDA-labeled ADSCs

could be achieved by use of external magnetic field in the excisional

skin wound mice model.

Conclusion: Therefore, we provide a facile, safe, noninvasive and

sensitive method for external magnetic field targeted delivery and

MRI based tracking of transplanted cells in vivo.

PP0875

Comparison of algorithms for error correction in ion torrent
PGM data: application to hepatitis B virus

Yuan Huang1, Keyue Ding1, Riga Su1, Jiahong Dong1

1Center for Hepatobiliary and Pancreatic Diseases, Beijing Tsinghua

Changgung Hospital, Medical Center, Tsinghua University, Beijing

Background: Ion TorrentTM Personal Genome Machine (PGM)

technology is a mid-length read, low-cost and high-speed next-gen-

eration sequencing platform with special application in microbial

sequencing. However, there is a relatively high insertion and deletion

(indel) error rate in PGM data, and a full systematic assessment of

error-correction algorithms in PGM data applications to viruses (e.g.,

hepatitis B virus (HBV)) has yet to be performed. In 19 quality-

trimmed PGM data for the HBV reverse transcriptase (RT) region, we

found a total error rate of 0.004877 ± 0.001214, and deletion errors

were clearly present in the homopolymers. Comparison of the algo-

rithms indicated different error-correction performance, leading to

different sensitivities and specificities of the variants to be called from

post-corrected alignments. Performing error-correction of simulated

data in different models showed that the error rate and sequencing

depth significantly affected the error-correction performance. A bal-

ance of sensitivity and specificity for error correction was obtained

with combined use of two different algorithms.

Conclusion: In conclusion, we suggested that the combined use of

pollux and coral is a better choice for error correction in the virus Ion

Torrent PGM data.

PP0876

Direct comparison of different coating matrix on the hepatic
differentiation from adipose-derived stem cells

Yuan Huang1, Xuan Zhang1, Riga Su1, Jiahong Dong1

1Center for Hepatobiliary and Pancreatic Diseases, Beijing Tsinghua

Changgung Hospital, Medical Center, Tsinghua University, Beijing

102218

Background: Various extracellular matrix components were

employed as coating materials to promote hepatic differentiation from

ADSCs. However, no consensus was achieved about the optimal

coating matrix due to the lack of direct comparison among different

coating matrix.

Methods:
Result: In this study, several coating extracellular matrix were used

for hepatic differentiation of ADSCs and direct comparison between

them was performed. We demonstrated that liver DCM as coating

matrix could significantly enhance the hepatic differentiation from

ADSCs compared with collagen, fibronectin and Matrigel both in the

presence and absence of GFs, including enhanced hepatocyte-specific

genes expression, hepatocyte related protein secretion with improved

liver functions. And the differentiated cells also exhibited the char-

acteristics of mature hepatocytes.

Conclusion: In conclusion, the study proved an effective hepatic-

inducing method and indicated that DCM could promote the differ-

entiation of ADSCs into hepatocyte-like cells, which demonstrates

feasibility of liver DCM as a bio-scaffold for liver regenerative

medicine and tissue engineering.

PP0877

Double stranded RNA-dependent protein kinase promotes
the tumorigenic phenotype in HepG2 hepatocellular carcinoma
cells by activating STAT3

Yuan Huang1, Xun Wang1, Shiwei Yang1, Riga Su1, Jiahong
Dong1

1Center for Hepatobiliary and Pancreatic Diseases, Beijing Tsinghua

Changgung Hospital, Medical Center, Tsinghua University, Beijing

Background: Previously known as a first-response protein upon viral

infection and other stress signals, double-stranded RNA-dependent

protein kinase (PKR, also termed EIF2AK2) has been found to be

differentially expressed in multiple types of tumor, including hepa-

tocellular carcinoma, suggesting that PKR may be involved in tumor

initiation and development. However, whether and how PKR pro-

motes or suppresses the development of hepatocellular carcinoma

remains controversial. In the present study, PKR expression was

investigated using qPCR and western blot analysis, which revealed

that PKR expression was upregulated in liver tumor tissues, when

compared to that of adjacent normal tissues, which were obtained

from four primary liver cancer patients. Furthermore, in vitro cellular

assays revealed that PKR exerts a key role in maintaining the pro-

liferation and migration of HepG2 human hepatocellular carcinoma

cells. Mouse models with xenograft transplantations also confirmed a

tumorigenic role of PKR in HepG2 cells. Furthermore, a transcription

factor, signal transducer and activator of transcription 3 (STAT3), was

revealed to mediate the tumor- promoting function of PKR in HepG2

cells, as shown by in vitro cellular proliferation and migration assays.

In conclusion, the results suggested a tumorigenic role of PKR in liver

Hepatol Int (2017) 11 (Suppl 1):S1–S1093 S609

123



cancer and a detailed mechanism involving an oncogenic transcrip-

tion factor, STAT3, is described.

Conclusion: PKR may present a potential novel therapeutic target for

the treatment of liver cancer.

PP0878

Expression of scFv-Mel-Gal4 triple fusion protein as a targeted
DNA-carrier in Escherichia coli

Yuan Huang1, Weiyu Wang1, Riga Su1, Jiahong Dong1

1Center for Hepatobiliary and Pancreatic Diseases, Beijing Tsinghua

Changgung Hospital, Medical Center, Tsinghua University, Beijing

Background: Liver-directed gene therapy has become a promising

treatment for many liver diseases.

Methods:
Result: In this study, we constructed a multi-functional targeting

molecule, which maintains targeting, endosome-escaping, and DNA-

binding abilities for gene delivery. Two single oligonucleotide chains

of Melittin (M) were synthesized. The full-length cDNA encoding

anti-hepatic asialoglycoprotein receptor scFv C1 (C1) was purified

from C1/pIT2. The GAL4 (G) gene was amplified from pSW50-Gal4

by polymerase chain reaction. M, C1 and G were inserted into plas-

mid pGC4C26H to product the recombinant plasmid pGC-C1MG.

The fused gene C1MG was subsequently subcloned into plasmid

pET32c to product the recombinant plasmid C1MG/pET32c and

expressed in Escherichia coli BL21. The scFv-Mel-Gal4 triple fusion

protein (C1MG) was purified with a Ni 2 + chelating HiTrap HP

column. The fusion protein C1MG of roughly 64 kD was expressed in

inclusion bodies; 4.5 mg/ml C1MG was prepared with Ni 2 + column

purification. Western blot and immunohistochemistry showed the

antigen-binding ability of C1MG to the cell surface of the liver-

derived cell line and liver tissue slices. Hemolysis testing showed that

C1MG maintained membrane-disrupting activity. DNA-binding

capacity was substantiated by luciferase assay, suggesting that C1MG

could deliver the DNA into cells efficiently on the basis of C1MG.

Successful expression of C1MG was achieved in E. coli, and C1MG

recombinant protein confers targeting, endosome-escaping and DNA-

binding capacity, which makes it probable to further study its liver-

specific DNA delivery efficacy in vivo.

PP0879

Genome-wide inference of transcription factor-DNA binding
specificity in cell regeneration using a combination strategy

Yuan Huang1, Xiaofeng Wang1, Shiwei Yang1, Riga Su1, Jiahong
Dong1

1Center for Hepatobiliary and Pancreatic Diseases, Beijing Tsinghua

Changgung Hospital, Medical Center, Tsinghua University, Beijing

Background: The cell growth, development, and regeneration of

tissue and organ are associated with a large number of gene regulation

events, which are mediated in part by transcription factors (TFs)

binding to cisregulatory elements involved in the genome. Predicting

the binding affinity and inferring the binding specificity of TF–DNA

interactions at the genomic level would be fundamentally helpful for

our understanding of the molecular mechanism and biological

implication underlying sequence-specific TF–DNA recognition.

Methods:
Result: In this study, we report the development of a combination

method to characterize the interaction behavior of a 11-mer

oligonucleotide segment and its mutations with the Gcn4p protein, a

homodimeric, basic leu-cine zipper TF, and to predict the binding

affinity and specificity of potential Gcn4p binders in the genome-wide

scale. In this procedure, a position-mutated energy matrix is created

based on molecular modeling analysis of native and mutated Gcn4p–

DNA complex structures to describe the position-independent inter-

action energy profile of Gcn4p with different nucleotide types at each

position of the oligonucleotide, and the energy terms extracted from

the matrix and their interactives are then correlated with experi-

mentally measured affinities of 19 268 distinct oligonucleotides using

statistical modeling methodology. Subsequently, the best one of built

regression models is successfully applied to screen those of potential

high affinity Gcn4p binders from the complete genome. The findings

arising from this study are briefly listed below: (i) The 11 positions of

oligonucleotides are highly interactive and non-additive in contribu-

tion to Gcn4p–DNA binding affinity; (ii) Indirect conformational

effects upon nucleotide mutations as well as associated subtle changes

in interfacial atomic contacts, but not the direct nonbonded interac-

tions, are primarily responsible for the sequence-specific recognition;

(iii) The intrinsic synergistic effects among the sequence positions of

oligonucleotides determine Gcn4p–DNA binding affinity and speci-

ficity; (iv) Linear regression models in conjunction with variable

selection seem to perform fairly well in capturing the internal

dependences hidden in the Gcn4p–DNA system, albeit ignoring

nonlinear factors may lead the models to systematically underestimate

and overestimate high- and low-affinity samples, respectively.

PP0880

MDM2-p53 pathway in hepatocellular carcinoma

Yuan Huang1, Xuan Meng1, Riga Su1, Jiahong Dong1

1Center for Hepatobiliary and Pancreatic Diseases, Beijing Tsinghua

Changgung Hospital, Medical Center, Tsinghua University, Beijing

Background: Abnormalities in the TP53 gene and overexpression of

MDM2, a transcriptional target and negative regulator of p53, are

commonly observed in cancers. The MDM2-p53 feedback loop plays

an important role in tumor progression and thus, increased under-

standing of the pathway has the potential to improve clinical

outcomes for cancer patients. Hepatocellular carcinoma (HCC) has

emerged as one of the most commonly diagnosed forms of human

cancer; yet, the current treatment for HCC is less effective than those

used against other cancers. We review the current studies of the

MDM2-p53 pathway in cancer with a focus on HCC, and specifically

discuss the impact of p53 mutations along with other alterations of the

MDM2-p53 feedback loop in HCC. We also discuss the potential

diagnostic and prognostic applications of p53 and MDM2 in malig-

nant tumors as well as therapeutic avenues that are being developed to

target the MDM2-p53 pathway.

PP0881

Serine threonine kinase Pim-3 regulates STAT3 pathway
to inhibit proliferation of human liver cancers

Yuan Huang1, Jianqiang Wang1, Riga Su1, Jiahong Dong1
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Background: This study aimed to investigate the effects of serine

threonine kinase Pim-3 on the growth of HepG2 cells and to explore

the role of STAT3 signaling pathway.

Methods: Synthetic Pim-3shRNA and negative con-trol shRNA were

independently transfected into HepG2 cells in the presence of Lipo-

fectamineTM 2000. Cells were divided into 4 groups: Pim-3 shRNA

group, negative control group, liposome control group, and blank

control group. Flow cytometry was performed to detect the apoptosis

of these cells; RT-PCR was employed to detect the mRNA expression

of Pim-3; Western blot assay was done to measure the protein

expression of Pim-3, STAT3, pSTAT3Tyr705, Bcl-Xl, Bad and

pBadSer112.

Result: When compared with blank control group, liposome group

and negative control group, the apoptosis index increased and the

protein expression of Pim-3, pSTAT3Tyr705, Bcl-Xl and pBad Ser112

and the Pim-3 mRNA expression reduced in the Pim-3 shRNA group,

but the protein expression of STAT3 and Bad was comparable among

groups.

Conclusion: Pim-3 shRNA may down-regulate pSTAT3Tyr705 and

pBadSer112 protein expression to inhibit the proliferation of liver

cancer cells and Pim-3 may serve as a target for the treatment of liver

cancer.

PP0882

Effects of pogostone on proliferation and apoptosis of human
gallbladder carcinoma cells and its mechanism

Yuan Huang1, Yaoshi Wu2, Shiwei Yang1, Riga Su1, Jiahong
Dong1

1Center for Hepatobiliary and Pancreatic Diseases, Beijing Tsinghua

Changgung Hospital, Medical Center, Tsinghua University, Beijing;
2Department of Gastroenterology, Second Affiliated Hospital of

Nanchang University, Nanchang

Background: Pogostemon cablin is a commonly used traditional

Chinese medicine herb to treat gastrointestinal diseases in some

countries. Pogostone, an important active ingredients of Pogostemon

cablin, has been shown an anti-cancer property via inducing autop-

hagy and apoptosis in cancer cells. However, the potential effects and

molecular mechanism of pogostone in gallbladder cancer (GBC)

remains unclear.

Methods: The effects of pogostone on the proliferation of human

gallbladder carcinoma SGC-996 cells was analyzed by MTT assay

and Colony formation assay, respectively, after treating with pogos-

tone at concentrations of 0, 10, 40, 80, 100 and 120 lg/mL for

different times (24, 48, 72 h) and concentrations of 0, 10, 20 and 30

lg/mL for 7–14 days. The effects of pogostone on apoptosis and cell

cycle of SGC-996 cells were investigated by flow cytometry assay.

Moreover, The expression level of apoptosis related protein (cleaved

caspase-9, caspase-3, PARP-1, Bax, Bcl-2) and cell cycle related

protein (cyclin D1, A, B1) was detected by Western blotting.

Result: Pogostone showed an observably dose- and time-dependent

inhibit effect on the cell viability of SGC-996 cells (P \ 0.05) and

suppressed the numbers of colons of SGC-996 cells in a dose-de-

pendent manner (P \ 0.05). Pogostone markedly induced the

apoptosis of SGC-996 cells (P\0.05) and S phase cell cycle arrest (P

\ 0.05). In addition, Pogostone significantly upregulated the protein

expression levels of cleaved caspase-9, caspase-3, PARP-1, Bax in

SGC-996 cells, but downregulated the protein expression levels of

Bcl-2, cyclin D1, cyclin A and cyclin B1, compared with the control

group.

Conclusion: Pogostone makes an anti-tumor action in human gall-

bladder carcinoma through regulating the expression of caspase,

PARP, Bcl-2 protein family and cyclin protein (D1, A, B1). These

findings indicate that pogostone may be a potential therapeutic

strategy for the treatment of gallbladder carcinoma.

PP0883

Invasion and metastasis-related long noncoding RNA expression
profiles in hepatocellular carcinoma

Yunzhen Gao1, Geng Chen1, Yongyi Zeng1, Minjie Lin1, Xiaolong
Liu1, Jingfeng Liu1

1The United Innovation of Mengchao Hepatobiliary Technology Key

Laboratory of Fujian Province, Mengchao Hepatobiliary Hospital of

Fujian Medical University, Fuzhou

Background: Recurrence, invasion, and metastasis are the major

reasons of the low 5-year survival of hepatocellular carcinoma.

However, the mechanisms of recurrence, invasion, and metastasis are

still poll understood. Long noncoding RNAs (LncRNAs, [200 nt)

have been demonstrated to play important roles in both tumor sup-

pressive and oncogenic signaling pathways. However, the roles of

LncRNAs in the recurrence, invasion, and metastasis of HCC are

largely unknown.

Methods: We employed the LncRNAs microarray technology to

study the LncRNAs expression profiles at genomewide in hepato-

cellular carcinoma (HCC) tissue samples with early recurrence (less

than 1 year, with invasion and metastasis out of liver) and late

recurrence (longer than 2 years, without invasion and metastasis out

of liver), which had different recurrent/metastatic potentials, by using

normal liver tissue as control to screen the dysregulated LncRNAs

which are potentially involved in the recurrence, invasion, and

metastasis process of HCC.

Result: Overall, 1170 LncRNAs were identified to differentially

expressed between the early and late recurrence samples. These dif-

ferentially expressed LncRNAs were further characterized by

integrating examination of genomic context, co-expression network

analysis, and gene ontology (GO) enrichment of their associated

protein-coding genes. Furthermore, 15 LncRNAs selected randomly

from top 50 differentially expressed LncRNAs were validated by

quantitative PCR (qPCR) in cell lines MHCC97H and MHCC97L,

which have exactly the same genetic background but with different

invasion potentials. Meanwhile, the prognostic potential of three

verified LncRNAs at cell line level was further validated in 59 HCC

samples.

Conclusion: Our results demonstrated that the aberrant expression of

LncRNAs might be responsible for the HCC invasion and metastasis

and provide fundamental information for further study the LncRNAs

involved molecular mechanisms of the invasion and metastasis of

HCC.

PP0884

PNPLA3 rs1010023 predisposes chronic hepatitis B to hepatic
steatosis, but improves glycolipid metabolism

Qin Pan1
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Background: High prevalence of chronic hepatitis B (CHB) and

growing incidence of hepatic steatosis (HS) induce concurrence of

CHB and HS in China. Whether PNPLA3 polymorphisms associate

with the genetic susceptibility to concurrent CHB and HS remain to

be explored.

Methods: We enrolled Han patients with biopsy-proven CHB, with or

without HS (CHB group, n = 47; CHB + HS group, n = 52), and

normal controls (normal group, n = 45) from Southern (Zhangzhou),

Central (Shanghai), and Northern (Tianjin) China. Their PNPLA3

polymorphisms were genotyped by gene sequencing. The association

between PNPLA3 polymorphisms and concurrent CHB and HS was

further investigated on the basis of anthropometric characteristics,

glycolipid metabolism, liver function tests, hepatic pathology, and

METAVIR scoring, respectively.

Result: When compared to the TT genotype, C-allele at PNPLA3

rs1010023 (CC and TC genotypes) conferred higher risk to HS in

CHB patients (odds ratio [OR] = 1.768, 95% confidence interval [CI]

1.027–3.105; P = 0.045) independent of age and gender. However,

C-allele of PNPLA3 rs1010023 demonstrated no association with HS

severity. In contrast to their role in the susceptibility to HS, CC and

TC genotypes of PNPLA3 rs1010023 were correlated with significant

lowered levels of serum triglyceride, body mass index (BMI),

homeostasis model assessment index (HOMA-IR) and fasting blood

glucose as compared to those of TT genotype in patients of the CHB +

HS group.

Conclusion: PNPLA3 rs1010023 may predispose CHB patients to

HS, but protects them from hypertriglyceridemia, central adiposity,

and insulin resistance via hepatic and peripheral lipid redistribution.

PP0885

Effects of ursolic acid on the NOX-Hh signal pathway induced
by TGF-b during the activation of Q-HSC

Chen Biao1, Zhu Xuan1

1The First Affiliated Hospital of Nanchang University, Nanchang

Background: To clarify the effect of Ursolic Acid (UA) on the

activation of NOX and the downstream signaling pathway of NOX-

Hedgehog during Q-HSC into myofibroblastic hepatic stellate cells

(MF-HSC) induced by transforming growth factor beta (TGF-b).

Methods: Primary HSC which separated from SD rats and cultured to

5 day were randomly separated into the following groups: blank

control group, UA control group (40 lM), TGF-b group (5 lg/L), UA

intervention group (TGF-b treated along with UA 40 lM),

diphenyleneiodonium (DPI) intervention group (TGF-b treated along

with DPI 10 lM). Primary HSC were treated with medicine for 12 h

and mRNA expression of rac1, a-SMA, Shh, smo, Gli2 were analyzed

with RT-qPCR. Primary HSC were treated with medicine for 24 h and

protein expression of rac1, Shh, smo, Gli2, a-SMA were analyzed

with Western Blotting.

Result: 1. a-SMA at the mRNA level of TGF-b group (2.86 ± 0.10)

was higher than that of blank control group (1.00 ± 0.12); The mRNA

level of UA intervention group (0.21 ± 0.08) was lower than that of

TGF-b group, and the differences were statistically significant (all P\
0.05). a-SMA at the protein expression level of TGF-b group (1.43 ±

0.20) was higher than that of blank control group (1.00 ± 0.00); The

protein expression level of UA intervention group (0.40 ± 0.22) was

lower than that of TGF-b group, and the differences were statistically

significant (all P\0.05). 2. Rac1 at the mRNA level of TGF-b group

(2.47 ± 0.27) was higher than that of blank control group (1.00 ±

0.04); The mRNA level of UA intervention group (0.70 ± 0.13) was

lower than that of TGF-b group, and the differences were statistically

significant (all P\0.05). Rac1 at the protein expression level of TGF-

b group (1.48 ± 0.44) was higher than that of blank control group

(1.00 ± 0.00); The protein expression level of UA intervention group

(0.42 ± 0.04) was lower than that of TGF-b group, and the differ-

ences were statistically significant (all P\0.05). 3. Shh, Smo, Gli2 at

the mRNA level of TGF-b group (1.41 ± 0.16, 1.59 ± 0.21, 1.26 ±

0.05) was higher than that of blank control group (1.00 ± 0.03, 1.00 ±

0.20, 1.00 ± 0.13); The mRNA level of UA intervention group (0.41

± 0.02, 0.33 ± 0.11, 0.55 ± 0.13) was lower than that of TGF-b
group, and the differences were statistically significant (all P\0.05).

Shh, Smo, Gli2 at the protein expression level of TGF-b group (1.43

± 0.34, 1.18 ± 0.12, 1.60 ± 0.33) was higher than that of blank

control group (1.00 ± 0.00, 1.00 ± 0.00, 1.00 ± 0.00); The protein

expression level of UA intervention group (0.48 ± 0.22, 0.64 ± 0.11,

0.33 ± 0.09) was lower than that of TGF-b group, and the differences

were statistically significant (all P\ 0.05).

Conclusion: NOX could regulate the activation of Hedgehog path-

way during Q-HSC into MF-HSC induced by TGF-beta, and one

mechanism of UA inhibiting the activation of Q-HSC is probably via

its inhibiting NOX subunit Rac1 and then NOX-Hh signaling

pathway.

PP0886

The expression of NADPH oxidase subunits and the effects
of ursolic acid intervention during the activation of quiescent
HSC

Yu Shanshan1, Zhu Xuan1

1The First Affiliated Hospital of Nanchang University, Nanchang

Background: To observe the expression of NADPH oxidase subunits

and the effects of ursolic acid intervention during the activation of

quiescent HSC.

Methods: The quiescent HSCs in our experiment were isolated from

healthy SD rats by using liver perfusion in situ and density gradient

centrifugation. The primary HSCs which were cultured naturally for

five days were randomly divided into five groups and treated with

different medicine: normal control group (cultured naturally); UA

control group (40 lmol/L); TGF-b group (5 lg/L);UA intervention

group (treated with UA 40 lmol/L and TGF-b 5 lg/L); DPI inter-

vention group (treated with DPI 10 lmol/L and TGF-b 5 lg/L). The

mRNA expression of NOX subunits Rac1, p22phox and collagen I

were analyzed by RT-PCR. Subsequently, the protein expression

levels of the NOX subunits gp91phox, p22phox, p67phox and the specific

mark of active HSCs a-SMA were detected by Western Blot.

Result: (1) After treating the primary HSCs TGF-b for 12 h, the

Rac1, p22phox mRNA expressions were significantly higher than

blank control group (both P \ 0.01). The UA control group had

obviously lower Rac1, p22phox mRNA expression compared to blank

control group (both P\0.05). The UA intervention group had lower

Rac1, p22phox mRNA level than pure TGF-b treatment group (both P

\0.05). (2) After treating the primary HSCs with TGF-b for 24 h, the

gp91phox, p67phox, p22phox protein expressions were significantly

higher than blank control group (both P \ 0.01). The UA control

group had obviously lower gp91phox, p67phox, p22phox expression

compared to blank control group (both P \ 0.05). The UA inter-

vention group had remarkably lower gp91phox, p67phox, p22phox

expression level than pure TGF-b treatment group (both P\0.01). In

the meantime, there was also no statistic difference between the UA
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intervention group and DPI intervention group (both P [ 0.05). (3)

The a-SMA protein expression and collagen I synthesis of TGF-b
group were significantly higher than blank control group (both P \
0.05). The UA group had obviously lower a-SMA and collagen I

expression compared to blank control group (both P\0.05). The UA

intervention group had remarkably lower a-SMA and collagen I level

than pure TGF-b treatment group (both P \ 0.01), there was no

statistic difference between UA intervention group and the NOX

inhibitor DPI intervention group (both P[ 0.05).

Conclusion: The protein and mRNA expressions of NOX subunits

gp91phox, p67phox, p22phox, Rac1 were remarkably up-regulation of

during the activation of primary quiescent HSC. UA intervention

could inhibit the HSC activation and collagen synthesis, and it’s

mechanism was related to the UA’s inhibiting effect on NOX subunits

expression.

PP0887

Inhibiting effect of ursolic acid on hepatocyte apoptosis induced
by TGF-b1 and its mechanism

Zhou Juanjuan1, Li Bimin1, Zhu Xuan1

1The First Affiliated Hospital of Nanchang University, Nanchang

Background: To study the effect of ursolic acid (UA) intervention on

hepatocyte apoptosis induced by TGF-b1 and its potential mechanism.

Methods: Extract primary hepatocytes by situ perfusion from healthy

SD rats, culture 12–24 h, then randomly divide the cells into the

following groups: blank control group, UA control group (UA 25

lmol/L), TGF-b1 group (TGF-b1 2.5 ng/ml), UA intervention group

(UA 25 lmol/L and TGF-b1 2.5 ng/ml), DPI intervention group (DPI

0.5 lmol/L and TGF-b1 2.5 ng/ml). Treat primary hepatocytes with

drugs for corresponding time and detect their proliferation and

apoptosis with flow cytometry, then analyze expression of CD95 (Fas)

mRNA with RT-qPCR, analyze expression of protein CD95 and

membrane translocation of NADPH oxidase (NOX) subunit p47phox

with Western Blotting, and analyze reactive oxygen species (ROS)

generation in primary hepatocytes with reactive oxygen detection kit.

Result: UA intervention at 30 min before TGF-b1 stimulate hepato-

cytes markedly reduced hepatocyte apoptosis (63.97 ± 3.19 vs 80.53

± 1.56, P \ 0.01) and promoted hepatocyte proliferation (18.67 ±

1.60 vs 10.83 ± 2.03, P \ 0.01). UA intervention notably down-

regulated the expression of CD95 mRNA and protein (1.28 ± 0.15 vs

2.40 ± 0.25, P \ 0.01; 1.05 ± 0.15 vs 1.37 ± 0.18, P \ 0.05),

restrained membrane translocation of p47phox (1.13 ± 0.12 vs 1.76 ±

0.22, P \ 0.01), and decreased ROS level in primary hepatocytes

induced by TGF-b1 (2.12 ± 0.45 vs 3.23 ± 0.53, P\ 0.01).

Conclusion: The mechanism of UA inhibiting hepatocyte apoptosis

induced by TGF-b1 was likely to be that UA intervention reduced

hepatocyte apoptosis by inhibiting NOX activation and decrease

generation of ROS so as to down-regulate expression of CD95 in

hepatocytes.

PP0888

HBx interacted with Smad4 to deprive activin a growth inhibition
function in hepatocyte HL7702 on CRM1 manner

Ying Shi1, Haipeng Zhang2, XuGuang Mi3

1Department of Hepatology, The First Hospital of Jilin University,

Changchun; 2The First Clinical Medical College of Jilin University,

Changchun; 3Tumor Biological Treatment Center of Jilin Province

People’s Hospital, Changchun

Background: Hepatitis B virus (HBV) is implicated in the patho-

genesis of hepatocellular carcinoma, which has been found to be

associated with TGF-beta signaling. Activin A is a TGF-b family

cytokine that exhibits cell proliferation inhibition on normal hepato-

cyte. How HBV-encoded X oncoprotein play in activin’s activity on

hepatocyte has not been developed.

Methods: In this study, a nontumor hepatic cell line HL7702 with

HBX ectogenic expression has been established. MTT and BrdU

assays were used to investigate growth of cells in vitro. Activin sig-

naling pathway was detected by gene reporter and Luciferase Assay.

The interaction between HBX and Smad4 were measured by mam-

malian two-hybrid and coimmunoprecipitation assays. The Smads

nucleus translocation were revealed using immunofluorescence stain.

Result: HBx promoted growth of HL7702 cells in vitro and down-

regulated activin signaling.

Deregulated activin signaling pathway by HBX failed to activate

target gene p21/waf1 and p15 transcription. HBX could directly

interact with activin signaling transduction protein Smad4, making

activated Smad2/3/4 nucleus translocation suppressed. Furthermore,

we detected that leptomycin B, the inhibitor of CRM1 protein, could

recover nuclear translocation of endogenous Smads complex in

HL7702 with HBX expression, indicating that HBX antagonized

Smads nucleus translocation, at least partially, on CRM1-dependent

manner.

Conclusion: HBX antagonized activin signaling in normal human

liver cells by interacting with Smad4 might one of the considerable

causes of HBX-induced hepatocyte transformation, which deprived

activin’s cell growth inhibition function at an early stage of

tumorigenesis.

Hepatol Int (2017) 11 (Suppl 1):S1–S1093 S613

123



PP0889

The conserved T cell receptor repertoire in human

Xianliang Hou1, Hongyan Diao1

1State Key Laboratory for Diagnosis and Treatment of Infectious

Diseases, Collaborative Innovation center for Diagnosis and

Treatment of Infectious Diseases, The First Affiliated Hospital,

College of Medicine, Zhejiang University, Hangzhou

Background: To ward off a wide variety of pathogens, the human

adaptive immune system harbors a vast array of T-cell receptors,

collectively referred to as the TCR repertoire. The T-cell receptor

(TCR) repertoire is a mirror of the human immune system that reflects

processes caused by infections, cancer, autoimmunity, and aging.

Next-generation sequencing (NGS) has become a powerful tool for

deep TCR profiling. Herein, we used this technology to study the

repertoire features of TCR beta chain CDR3 region in the blood of

systemic lupus erythematosus (SLE) patients and healthy individuals.

Methods: Peripheral blood samples were collected from ten SLE

patients and ten healthy donors. T cells were isolated with anti-human

CD3 magnetic beads according to the manufacturer protocol. We

utilized Multiplex-PCR technology to amplify the TCR-b CDR3

region. PCR products were sequenced using an Illumina Genome

Analyzer (HiSeq2000). ImMunoGeneTics (IMGT)/HighV-QUEST (

http://www.imgt.org) was used for medium-scale TCR-seq data

handling and annotation. Statistical significance was calculated using

the independent sample T test using SPSS19. P values \ 0.05 were

considered significant.

Result: We first analyzed the repertoire features of the unique CDR3

sequences in each sample (irrespective of clonal expansion), and

found that the usage frequencies of the T cell receptor beta variable

(TRBV), Beta Joining (TRBJ), and beta diversity (TRBD) gene

segments were similar among T cells from different individuals.

Notably, the usage frequency of individual nucleotides and amino

acids within complementarity-determining region (CDR3) intervals

was remarkably consistent between individuals (Figure 1). What’s

more, the usage frequency of individual nucleotides in TRBV, TRBJ,

and TRBJ regions was also found to be remarkably consistent

between individuals (Figure 2A, 2B, and 2C). In the TRBV and

TRBD regions, G was the most frequent nucleotide, while T was the

most frequent nucleotide in the TRBJ region. Our data also showed

that terminal deoxynucleotidyl transferase (Tdt) activity was biased

towards the insertion of G (31.92%) and C (27.14%) over A (21.82%)

and T (19.12%) nucleotides. Further analysis showed that the fre-

quencies of insertion of individual nucleotide in the V-D and D-J

junctions were also consistent among individuals (Figure 2D, 2E). It

was noteworthy that greater variability was observed in the total

TCR-b repertoires (including the abundance of each clonotype)

compared with that of the repertoire of unique TCR-b clonotypes

(irrespective of clonal expansion). The repertoire features mentioned

above existed in both SLE patients and normal individuals, so it was

the common feature of TCR-b CDR3 repertoire.

Conclusion: The TCR CDR3 protein is known to be one of the most

diversified and complex proteins in humans. But some conserved

features in the composition of CDR3 could be observed.

Figure 1. Nucleotide composition (Left) and amino acid (Right)

composition of the unique TCR-CDR3 sequences (irrespective of

clonal expansion) in ten SLE patients and ten healthy donors.

Figure 2. Separate analysis of the usage frequencies of individual

nucleotides in the CDR3 intervals of unique TCR-clonotypes. Usage

frequency of individual nucleotides in TRBV regions (A), TRBJ

regions (B), TRBJ regions (C), V-D junction (D) and D-J jun.
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Activation of hepatocyte nuclear factor 4 alpha promotes in vitro
hepatic repolarization

Jin-Lian Yang1,2, Yan Wang1,2

1State Key Laboratory of Organ Failure Research, Guangdong

Provincial Key Laboratory of Viral Hepatitis Research, Department

of Infectious Diseases, Nanfang Hospital, Southern Medical

University, Guangzhou; 2Biomedical Research Center, Southern

Medical University, Guangzhou

Background: Hepatocyte polarization is the structural basis for

hepatocytes’ physiological function. Hepatocyte Nuclear Factor 4

Alpha (HNF4a) binding to promoters of 12% of genes expressed in

mature hepatocytes is one of the key regulators of the performance

and maintenance of normal liver function. As repolarization can be

helpful for liver tissue construct to function physiologically in vitro,

we aimed to investigate the effect of HNF4a expression on hepato-

cyte repolarization in vitro.

Methods: We used HepG2 cells as the hepatic cellular model.

Recombinant HNF4a adenovirus expression vector (Ad-HNF4a) or

adenovirus control vector (Ad-Mock), the oligonucleotides encoding

short hairpin HNF4a RNA recombinant lentivirus (LV-HNF4a) or

lentivirus control vector (LV-Mock) were respectively transfected

into the cells. Then, the cells were cultured and analyzed at days 1 to

5 after plating: in morphology, the dynamic distribution of ZO-1 and

E-cadherin along the borderline of biliary canaliculi (BC), measured

by indirect immunofluorescence assay, while F-actin measured by

Alexa fluor 488 phalloidin; and in function, the dynamic excretion of

fluorescein diacetate (FDA) into BC, measured by confocal micro-

scopy; Western blot and RT-PCR assay were used to measure the

expression of HNF4a, F-actin, ZO-1 and E-cadherin.

Result: Morphological analysis showed that hepatocyte polarization

began at 96 h in HepG2, advanced to 72 h in HepG2 with overex-

pressed HNF4a, while it failed to start even at 120 h in HepG2 with

inhibited HNF4a expression. The expression levels of F-actin, ZO-1

and E-cadherin along the borderline of BC have significant differ-

ences between the above HepG2 cells at 72 h, and gradually improved

over time; and so did the areas of FDA. In further analysis of Western

Blot and RT-PCR, we found that the protein or mRNA expression of

F-actin, ZO-1 and E-cadherin in HepG2 with overexpressed HNF4a
were also significantly improved along the course of polarization,

compared to the ones with normal or inhibited HNF4a, which was

consistent with the above characteristics of morphology and function

of hepatocyte polarization.

Conclusion: Activated expression of HNF4a can accelerate hepato-

cyte repolarization in vitro, which might be induced by up-regulating

the expression of F-actin, ZO-1 and E-cadherin.

PP0891

Erythropoietin protects mesenchymal stem cells from injury
induced by tumor necrosis factor a

Long Xiao1, Hong Zang1, Shao LI You1, Bing Zhu1, Hongling
Liu1, Hou Jun1, Guoming Xie1, Yan Hu1, Rong Gao1, Shaojie
Xin1, Panyong Mao1

1Beijing 302 Hospital, Beijing

Background: Mesenchymal stem cells (MSCs) have been expected

as a potential source of stem cell therapy for transplantation in liver

failure treatment. However, aberrant expression or secretion of

inflammatory factors in microenvironment, e.g. Tumor Necrosis

Factor a (TNF-a) or Interferon c (IFN-c), during liver injury may

hinder transplanted MSCs regeneration and induce apoptosis of

MSCs.

Methods: In this work, TNF-a was used to mimic the microenvi-

ronment containing inflammatory factors. Treatment of TNF-a
induced injury and apoptosis of MSCs. The biological behavior of

MSCs was determined by colony formation or flow cytometer

analysis.

Result: Pretreatment of Erythropoietin (EPO) protected MSCs

against injury induced by TNF-a. Mechanism data indicated that EPO

may function via modulating the expression of pro-apoptosis protein,

inflammatory factors, or cleaved Caspase-3.

Conclusion: Erythropoietin Protects Mesenchymal Stem Cells from

Injury Induced by Tumor Necrosis Factor a

PP0892

Murine models for ductular reaction in chronic liver diseases

Guanzhong Chen1, Jing Ma1, Jiezhao Lin1, Ziyu Liao1, Yan
Wang2

1The Second School of Medicine, Southern Medical University,

Guangzhou; 2State Key Laboratory of Organ Failure Research,

Guangdong Provincial Key Laboratory of Viral Hepatitis Research,

Department of Infectious Diseases and Hepatology Unit, Nanfang

Hospital, Southern Medical University, Guangzhou

Background: Ductular reaction (DR) is an important component of

pathogenesis for the development and outcome of chronic liver dis-

eases. We aimed to identify the suitable murine models for DR

research with particular accordance to different etiologies of chronic

liver disease.

Methods: Based on PubMed database, we first summarized the fea-

tures of DR according to their classification, including type I

(increased intrahepatic bile ducts confined to portal spaces), type II

(irregular proliferation of intrahepatic bile ducts not confined to portal

areas but sprouting into periportal and parenchymal regions), and type

III (massive proliferation of ductular hepatocytes or progenitor cells

in liver with submassive hepatic necrosis). Then we compared the

morphology and severity of DR between murine models and human

diseases according to these features.

Result: Biliary atresia or acute obstructive cholestasis presents type I

DR, which is the same as in the BDL model. In human PSC, DR

progresses from type I to type II. ANIT, DDC and Mdr2-/- model

are commonly used to induce PSC. ANIT model shows type I DR.

DDC (with normal bile) and Mdr2-/- model (with toxic bile) pre-

sent type II DR.

DILI or vascular disorder often has type III DR, the same as CCl4 and

TAA model. In these models DR initiates around central vein, then

occurs to periportal region. Pathologic stages of these models are

similar, but the CCl4 model progresses faster.

NAFLD normally has type II or type III DR. DR progression is

positively correlated with development of fibrosis. The murine model

includes: dietary model and genetic model. The dietary model (e.g.

CDE, MCD and HF) can simulate the histological changes and DR

occurrence; while CDE is severe, HF is mild. The genetic models (ob/

ob) or (db/db) mice can simulate human metabolic syndrome but

often fail to induce inflammation and fibrosis spontaneously.

In ALD, the DR is type II or type III. Methods to induce ALD

mainly include: oral alcohol ingestion, intragastric feeding, and the

‘‘second hit’’. Because of aversion to alcohol, murine models will

progress to fibrosis or cirrhosis stage only if a secondary hepatic
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stressor is provided. Genetic models are widely used, while some

oral-ingestion models also show the increasing number of oval cells.

Chronic viral hepatitis has type III DR. Methods to induce viral

hepatitis mainly include: genetically humanized, human-liver xeno-

graft, and immunocompetent xenograft models, of which no one can

simulate the chronic pathogenesis of viral hepatitis.

Conclusion: The suitable models are supposed as: BDL for biliary

obstructive cholestasis; ANIT for early PSC; DDC for chronic PSC

with normal bile; Mdr2-/- for chronic PSC with toxic bile; CCl4 for

rapidly progressing postnecrotic liver cirrhosis; TAA for slowly

progressing postnecrotic liver cirrhosis; MCD diet-fed db/db mouse

for NAFLD; ‘‘second hit’’ models for ALD; but none for viral

hepatitis.

PP0893

The effect of protein FAM172A on proliferation in HepG2 cells
and investigation of the possible molecular mechanism

Yujie Wang1, Hongshan Wei1, Hong Zhao1, Xiaohua Hao1,
Renwen Zhang1, Hongmin Li1, Hui Ren1, Yufeng Liu1, Wen Xie1

1Beijing Ditan Hospital, Capital Medical University, Beijing

Background: In our previous study, we found that FAM172A

recombinant protein can promote proliferation of L02 cells. However,

the underlying mechanisms are still unknown. The present study

aimed to investigate the effect of FAM172A on proliferation of

HepG2 cells and explore the possible molecular mechanisms.

Methods: FAM172A polyclonal antibody was prepared by immuning

New Zealand rabbits with recombinant protein. The prepared poly-

clonal antibody was analysed by ELISA and Western blot, to ensure

that the polyclonal antibody can be used in following experiments.

Different concentration of protein FAM172A were incubated with

HepG2 cells and cell proliferation was evaluated by MTT. Mean-

while, whole cell proteins were extracted and MAPK/ERK and PI3K/

Akt ways were analysed by Western blot. At last, membrane proteins

were extracted and the possible interacting membrane proteins were

found by co-immunoprecipitation and mass spectrum.

Result: The MTT assay showed that recombinant, protein FAM172A

isoform 1 (FAM172A-1), could induce HepG2 cells proliferation at

the concentration of 10–100 ng/mL, while protein FAM172A isoform

3 (FAM172A-3), at the concentration of 80–100 ng/mL. Western blot

demonstrated that both FAM172A-1 and FAM172A-3 could activate

mitogen-activated protein kinase/extracellular signal-regulated pro-

tein kinase (MAPK/ERK) pathway and phosphatidylinositol 3-kinase/

threonine protein kinase (PI3K/Akt) pathway. Mass spectrum analysis

suggested that there were some membrane proteins interacting with

FAM172A. Several candidate interacting proteins might mediate

proliferated signals induced by FAM172 recombinant protein,

including seven membrane proteins.

Conclusion: FAM172A recombinant protein could induced prolifer-

ation of HepG2 cells partly through activation of the MAPK/ERK and

PI3K/Akt signaling pathways. The receptor of FAM172A on cells is

still needs to be exploited.

PP0894

Keratin participated in primary biliary cirrhosis, bile duct
epithelial cell apoptosis, mitochondrial damage and its signal
transduction mechanism

Yawei Tang1, Shuang Han2, Jing Chen2, Xiaoxia He2, Zheyi Han2,
Ying Han2

1Friendship Hospital, Xi’an; 2Xijing Hospital of Digestive Diseases,

State Key Laboratory of Cancer Biology, Fourth Military Medical

University, Xi’an

Background: Microtubules (MTs) and microfilaments (MFs) are

known to modulate mitochondrial morphology, distribution and

function. However, little is known evidence about the role of inter-

mediate filaments (IFs) in modulating mitochondria.

Methods: To investigate whether or not the IFs regulate mitochon-

drial morphology, distribution, and function, we manipulated the IFs

of cultured epithelial cells to express absence or mutation of CK8.

Result: In contrast to the filamentous expression of K8, absence or

mutation of CK8 induced aggregation of K8/18, showing no fine IF

network in the cells. In absence or mutation K8-transfected cells, the

mitochondria were fragmented into small spheroids, although they

were observed as mitochondrial fibers in un-transfected or wild K18-

transfected cells. Fluorescence recovery after photobleaching of flu-

orescence-labeled mitochondria was markedly less in the mutant

K18-transfected cells, although a significant recovery was confirmed

in wild K18-transfected cells.

Conclusion: These findings suggest that the IFs are important for the

maintenance of normal mitochondrial structures.

PP0895

Overexpression oncogenic LIN28 proteins in immortalized
cholangiocyte cell lines alters gene expression profiling
and cancer-related phenotypes

Nattapong Puthdee1,2, Sira Sriswasdi3, Anapat Sanpavat4, Krit
Suwannaphom4, Trairak Pisitkun5, Pitsit Tangkijvanich1,2,
Sutheera Ratanasirintrawoot6

1Research Unit of Hepatitis and Liver Cancer, Faculty of Medicine,

Chulalongkorn University, Bangkok, Thailand; 2Department of

Biochemistry, Faculty of Medicine, Chulalongkorn University,

Bangkok, Thailand; 3Department of Biological Sciences, Graduate

School of Science, University of Tokyo, Tokyo, Japan; 4Department

of Pathology, Faculty of Medicine, Chulalongkorn University and

King Chulalongkorn Memorial Hospital, The Thai Red Cross Society,

Bangkok, Thailand; 5Systems Biology Center, Department of

Research Affairs, Faculty of Medicine, Chulalongkorn University,

Bangkok, Thailand; 6Department of Research Affairs, Faculty of

Medicine, Chulalongkorn University, Bangkok, Thailand

Background: LIN28A and its paralog LIN28B are RNA-binding

protein playing important roles in cellular functions via suppression

of let-7 miRNA biogenesis or modulation of mRNA translation.

LIN28 proteins are upregulated in several cancers and promoted

tumor progression. Recently, LIN28B has been reported as an onco-

genic driver necessary and sufficient for initiation and maintenance of

liver cancer. Given that cholangiocytes and hepatocytes share com-

mon progenitors, it is possible that both cellular contexts render these

two cell types amenable for similar transformation processes. We

hypothesize that the activation of LIN28 pathway enhances cancer-

related programs in immortalized cholangiocyte. We thus aim to
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overexpress LIN28 genes and determine the differential gene

expression in the immortalized cholangiocyte cell line and observe

early alterations in response to LIN28 to better understand mecha-

nisms underlying cholangiocarcinogenesis.

Methods: Immunohistochemistry was performed on patient cholan-

giocarcinoma (CCA) tissue. Immortalized cholangiocyte cell line,

MMNK-1, was retrovirally infected with empty vector, LIN28A or

LIN28B overexpression constructs and selected using puromycin

treatment to generate stable cell lines. qRT-PCR and Western blotting

were performed to confirm LIN28A, LIN28B, let-7 level. Clones

were selected. RNA was extracted and submitted for microarray

analysis. Bioinformatics analysis was performed using DAVID.

Proliferation and migration were assessed using MTT and wound

healing assay.

Result: Immunohistochemical staining of LIN28 showed positivity of

LIN28B in CCA tissue. Our qRT-PCR and Western blot confirmed

that selected stable cell lines expressed LIN28A and LIN28B at a

level greater than LIN28A-expressing induced pluripotent stem cells

(iPSCs) and LIN28B-expressing hepatocellular carcinoma cell line

(HepG2). Let-7 miRNAs were suppressed in these lines as expected.

Analysis of microarray results identified enriched gene sets including

pathways associated with apoptosis, proliferation, metabolism, cell

motility, inflammatory and immune response. Proliferation and

migration assays revealed enhanced proliferative and migratory

capability of the LIN28 overexpressing cells compared to empty

vector control.

Conclusion: LIN28B is overexpressed in patient tissue suggesting its

relevance in CCA. Stable LIN28-overexpressing MMNK1 cell lines

showed enhanced proliferation and cell motility gene expression

profiles and phenotypes. Having LIN28 proteins upregulated as an

early event in cellular transformation, thus, potentially promotes

several cancer-related phenotypes in the context of

cholangiocarcinogenesis.

PP0896

A small number of senescent hepatocytes influences liver
regeneration and tumor incidence

Anna Potpaova1, Sabrina Hemala Joseph1, Viktoriia Iakovleva1,
Tae-Won Kang2,3, Lars Zender2,3, Torsten Wuestefeld1

1Stem Cell and Regenerative Biology, Genome Institute of Singapore,

Singapore, Singapore; 2Division of Translational Gastrointestinal

Oncology, Department of Internal Medicine I, University of

Tuebingen, Tuebingen, Germany; 3Translational Gastrointestinal
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Heidelberg, Germany

Background: Aging as well as chronic damage is associated with an

accumulation of senescent cells, a decline in the regenerative capacity

and an increased risk of cancer development. To probe the ability of

senescent cells to influence tissue homeostasis we used a mouse

model combining oncogene-induced senescence and liver

regeneration.

Methods: In this model we delivered oncogenic NRasG12V by

hydrodynamic tail vine injection to the liver, leading to stable ge-

nomic integration and expression in a small number of hepatocytes.

Analysing liver regeneration in the context of 4–8% senescent cells,

we detected a reduced proliferation rate, reduced mitotic index and

increased p21 positive, cell cycle arrested hepatocytes post partial

hepatectomy (PH) in immune compromised as well as competent

animals. In immune competent mice, senescent hepatocytes trigger

senescence surveillance, leading to elimination of these cells by the

immune system and suppression of tumorigenesis. Even in immune-

deficient mice spontaneous senescence escape is very inefficient.

Underlining the importance of cellular senescence for cancer

suppression

Result: Already an acute liver damage halts immune surveillance, led

to efficient senescence escape and resulted in liver tumor develop-

ment. Immunohistochemistry shows a significant expansion of NRas

positive cells, indicative for senescence escape and transformation,

already at 44d post (PH). Transcriptome analysis reveals a senescence

escape gene signature. These genes are significantly up- or down-

regulated during senescence escape, implicating them to play a key

role in this process and to be potential therapeutic targets. From this

gene signature we validated TFF3 by functional genetic experiments.

We generated efficient shRNAs for knockdown of TFF3 and co-de-

livered these with our senescence inducing oncogene. Knockdown of

TFF3 in senescent hepatocytes further attenuated the regenerative

response after liver damage by enhancing paracrine senescence.

These effects strongly reduced senescence escape as also indicated in

the strong reduction in expansion of NRas positive cells at 44d post

PH. The changes in the senescence associated secretory phenotype

not only enhanced the paracrine senescence effect but in addition also

changed the immune response towards senescent hepatocytes.

Conclusion: Taken together, our findings show on one hand the

ability of the evolutionary conserved liver regeneration program to

override the senescence program and on the other hand, the capability

of senescent cells to attenuate the efficacy of the regeneration process.

This is consistent with the decline in the regenerative capacity during

aging and chronic disease and an increase in cancer incidence. It also

supports the idea for an active role of senescent cells in both condi-

tions. We further identified TFF3 as a potential therapeutic target to

reduce senescence escape under these circumstances.

PP0897

The influence of BBB permeability change in fulminant hepatic
failure to hepatic encephalopathy

Yan Li1, Xianzhi Lou2

1The Affiliated Central Hospital of Shenyang Medical College,

Shenyang; 2The Affiliated Central Hospital of Shenyang Medical

College, Shenyang

Background: With deepen research in hepatic encephalopathy, we

analyse the influence of BBB permeability change of mouse model in

fulminant hepatic failure to hepatic encephalopathy.

Methods: Choose male Balc/c mouse, divide them randomly into

saline group, LPS group, GalN group, LPS failure group, TNFaAb

group, AntiTNaF-R1Ab group, TNFa group and TNFa failure group.

Analyse TNFa effection in hepatic failure and change of BBB

permeability.

Result: In LPS failure group, TNFa possess two peaks in 2 and 9 h,

the differences are statistically significant compare with other groups

(P \ 0.05). After injection of TNFa-IgG Ab and TNFa-R1 Ab, the

mortality decrease obviously; ATL decrease obviously; Pathological

change alleviate obviously. In LPS failure group and TNFa group,

from 2 h after injection, EB increase obviously in different time

points, the differences are statistically significant compare with other

groups (P\ 0.05), but the differences are not statistically significant

in different time points (P [ 0.05). After obstruction with the two

kinds of Ab, EB alleviate compare with LPS group in 9 h (P\0.05).

Conclusion: The development of hepatic encephalopathy in fulmi-

nant hepatic failure possess intimate relationship with BBB

permeability change. Just due to endotoxin accumulation, the BBB
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permeability increasing promote development of hepatic

encephalopathy.

PP0898

Evolution of full-length genomes of hepatitis B virus quasispecies
in sera of patients with a coexistence of HBsAg and anti-HBs
antibodies

Tai-cheng Zhou1, Xiao Li1, Long Li1, Xiao-jin Li1, Xin Lai1, Liang
Zhang1, Jia Wei1

1Central Lab, Liver Disease Research Center, The Second People’s

Hospital of Yunnan Province, Kunming

Background: Although the evolutionary changes of viral quasis-

pecies may be correlated to the pathological status of a disease, little

is known about the meaning of coexistence of hepatitis B surface

antigen (HBsAg) and antibodies to these antigens (anti-HBs anti-

bodies). Thus the investigation aim to examine evolutionary changes

in hepatitis B virus and their relationship to the coexistence of HBsAg

and anti-HBs antibodies.

Methods: Hepatitis B virus (HBV) genomes in patients with a

coexistence of HBsAg and anti-HBs antibodies (n = 91, experimental

group) and HBsAg positive without anti-HBs (n = 87, control group)

were amplified with PCR, cloned and sequenced. HBV phylogenetic

trees, complexity, diversity, hot spot mutations, selection pressure,

and positive selection were then assessed.

Result: The HBV-DNA levels of the experimental group were sig-

nificantly lower than the control group. Concurrently, HBV

quasispecies complexity have no statistical difference between the

experimental group and the control group, while diversity was sig-

nificantly higher in the experimental group for large HBsAg

(LHBsAg), middle HBsAg (MHBsAg), and HBsAg genes. LHBsAg

harbored dN/dS values eight times higher in the experimental group;

however, the mean dN/dS ratios in genes HBxAg or PreC/C of the

control patients were significantly lower than the experimental

groups. Phylogenetic trees in the experimental group were more

complex and had longer branch lengths than the control group. Pos-

itive selection sites were detected in 7/10 positions in the

experimental group at a high frequency, but only 3/10 were found in

the control group. Experimental group patients also have higher fre-

quencies of mutations in the core promoter and precore region. A

double mutation (A1762T/G1764A) in gene HBxAg was observed

more frequently in the experimental group. More nonsense mutations

and deletions were observed in the experimental group, particularly in

specific regions of the preC/C and preS. Furthermore, several amino

acid variants in T- or B-cell epitopes, may be potentially associated

with the viral immune evasion mechanism.

Conclusion: Cumulative evolutionary changes in HBV genome that

facilitate immune evasion provide insights into the genetic mecha-

nism of a coexistence of HBsAg and anti-HBs antibodies.

PP0899

Activation of heat shock proteins and oxidative stress in rat liver
during heat stress conditions

Avinash Gupta1, Ramesh Chand Meena1, Nishant Ranjan1,
Daipayan Chowdhury1, Ajeet Singh1, Amitabha Chakrabarti1,
Lilly Ganju1, Shashi Bala Singh2

1Defence Institute of Physiology and Allied Sciences, Delhi, India;
2DRDO Headquarter, Delhi, India

Background: Liver executes primary molecular process like energy

metabolism and synthesis of major plasma proteins as well as factors

involved in coagulation pathway. On exposure to severe heat stress,

body starts responding by exhibiting physiological stress responses.

One of the major physiological stress response is modulation in redox

state of biomolecules in the cell. Oxidative stress leads to alteration in

structure and basic functions of proteins, lipids and nucleic acids.

Methods: To investigate the intonation of crucial molecular players

of liver cells due to heat stress; rats (Sprague–dawley) were used as

animal model to observe effect of increase in core body temperature.

Rats were exposed to 45 �C ± 1 in a specifically designed animal heat

simulation chamber with 30% ± 5 humidity to attain core body

temperature up to 40 �C (heat stress) and 42 �C (Heat stroke).

Oxidative stress parameters such as lipid peroxidation, protein car-

bonylation and nitric oxide formation was measured.

Result: Blood pressure and heart rate was increased by 22.8–36.8 and

11.1–32.9% respectively in stress conditions with respect to control

rats (37 �C). Nitrite converted from nitric oxide in plasma has been

found significantly higher (p value\0.0001 and R2 = 0.9997, Fig. 1)

in production i.e. 16.2% up-regulated in heat stress and 67% in stroke

condition as compared to control. Expression levels of heat shock

protein (HSP) 70 and HSP 90 were found to be increased approxi-

mately 20–23% in hyperthermic conditions.

Conclusion: Results show induction of oxidative stress in liver during

hyperthermia. Moreover, preliminary data of caspase 3 and caspase 9

also suggests the up-regulation of apoptotic pathway during thermal

stress. Further investigations are under progress to understand inter-

action of caspase molecules with HSPs to regulate fate of cell

survival.

PP0900

Blebbing and budding: early canalicular response to altered
canalicular pressure in obstructive cholestasis

Kapish Gupta1, Qiushi Li1, Ziwei Song2, Eliza Li Shan Fong3,
Hanry Yu1,2,3

1Mechanobiology Institute, National University of Singapore,

Singapore, Singapore; 2Institute of Bioengineering and

Nanotechnology, Agency for Science, Technology and Research

(A*STAR), Singapore, Singapore; 3Department of Physiology,

National University of Singapore, Singapore, Singapore

Background: Obstructive cholestasis is a group of diseases which

leads to multiple pathological responses in the liver. Although the

chronic effects of obstructive cholestasis including changes in

cytoskeletal dynamics, expression level and microenvironment of

hepatocytes have been elucidated, there are only a few studies

detailing the acute, immediate response. To improve our under-

standing on the initial events that occur in response to obstructive

cholestasis, we focused specifically on understanding the early

changes that occur at the bile canalicular level during obstructive

cholestasis.

Methods: Investigations into the effects of obstructive cholestasis

were performed in a LifeAct-GFP (green fluorescent protein) mice

using a bile duct ligated model. We also used isolated hepatocytes

cultured in sandwich configuration transfected with various proteins

(tagged with fluorescent protein) and treated with multiple pharma-

cological inhibitors of actomyosin contractility for mechanistic

studies.
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Result: We report for the first time that the bile canalicular membrane

is highly dynamic and responsive to changes in canalicular pressure.

As a homeostatic response to increased canalicular pressure, local

breaks in the pericanalicular actin occur, resulting in the formation of

inward blebs. Beyond a certain canalicular pressure threshold, these

inward blebs completely bud off the canalicular membrane to

regurgitate bile. We further examined the biophysical mechanism of

this homeostatic phenomenon and found that the formation of both

inward blebs and vesicles is a result of an imbalance in forces gen-

erated by canalicular pressure and the pericanalicular actomyosin

cytoskeleton. Importantly, we demonstrate that the rate of bile

regurgitation via vesicle budding can be controlled by using phar-

macological manipulators of the actomyosin cytoskeleton, hence

suggesting that cholestasis may be managed through the use of

actomyosin-targeting drugs.

Conclusion: The work provides insight into the biophysical regula-

tion of canalicular dynamics in the early phases of obstructive

cholestasis. This early regulation is physical in nature and aimed at

compensating the increased canalicular pressure due to obstruction.

We believe that this new understanding of the early biophysical

canalicular response to obstructive cholestasis can be used for the

development of new therapeutics and diagnostic tools.

PP0901

Effect of SCP on the expression of Bcl-2 and Caspase-3 in SMMC-
7721 cells of hepatocarcinoma

Wei Li1

1Department of Digestive Diseases, 254 Hospital of Liberation Army,

Tianjin

Background: To investigate the inhibitory function of SCP on human

hepatocarcinoma a cell line SMMC-7721 and determine the effect of

SCP on the expression of Caspase-3 and Bcl-2 in the hepatocarci-

noma a cell line.

Methods: Using experiment in vitro, we added SCP of different

concentrations into the medium in which the SMMC-7721 cells were

cultured. The cells growth inhibition was measured by MTT method.

Cells morphologic changes were determined by Hoechest33342/PI

staining. The level of cell was detected by flow cytometry. The level

of Bcl-2 and Caspase-3 protein was measured with

immunocytochemistry.

Result: SCP could inhibit SMMC-7721 cells growth in a dose-and

time dependent manner (P \ 0.05). The IC50 value of SCP for

SMMC-7721 cells for 24, 48, 72 h was 1.27, 1.86 and 0.84 mg/ml

respectively. SMMC-7721 cells treated with 1 mg/ml SCP for 24 h

appeared some typical apoptosis characteristics such as nuclei chro-

matin condensation and apoptotic body. The proportion of apoptosis

cells strikingly increased in time dependent manner (P\ 0.05). The

level of Bcl-2 protein in SMMC-7721 cells treated with SCP was

obviously decreased, while the level of caspase-3 was increased.

Conclusion: SCP could inhibit the proliferation and induce apoptosis

of SMMC-7721 cells by SCP, and its mechanisms might be probably

involved in the down-regulation of Bcl-2 expression and the activa-

tion of caspase-3 in this process.

PP0902

The fluid shear stress promotes hepatocyte regeneration
by activating Ras/MAPK signaling pathway key protein ERK1/2

Zhi-Yong Yu1, Jia Wei2, Yan Den1, Ze-Hai Gao1, Qiang Cai1,
Xin-yi Ma1, An-Dong Xiang1

1Department of Liver and Gallbladder Pancreatic Surgery, Liver

Disease Research Center, The Second People’s Hospital of Yunnan

Province, Kunming; 2Central Lab, Liver Disease Research Center,

The Second People’s Hospital of Yunnan Province, Kunming

Background: To explore whether fluid shear stress can promote

hepatocyte regeneration by activating Ras/mitogen activated protein

kinase (MAPK) signaling pathway key protein extracellular regulated

protein kinase 1/2 (ERK 1/2).

Methods: The BRL-3A liver cell lines were randomly divided into

three groups: control group without shear stress; experimental group

of fluid shear stress loaded with 24 dyn/cm2 size; and experimental

intervention group of fluid shear stress loaded with 24 dyn/cm2 size as

well as inhibition of Ras/MAPK signaling pathway by ERK1/2

inhibitor (PD98059) in advance. The direct cell counting and CCK-8

assay to observe the hepatocyte regeneration after culturing 12, 24

and 72 h time points. Using Western blot method to detect Cyclin D1

protein expression levels and Rt-PCR to detect the level of gene

expression at the culturing 24 h time point.

Result: At the same time, the direct cell counting shown that both

loading 24 dyn/cm2 size shear stress pressure group and intervention

group compared with not loaded cutting stress group have obvious

hepatocyte regeneration, and, the three groups cell counting are more

than the control group; the regeneration of liver cells reach the peak

after 24 h cultured, pressure group (10.75 ± 2.35) 9 104/ml signif-

icant higher than intervention group (3.21 ± 0.40) 9 104/ml

(P\0.05). The CCK-8 detection value of IOD, from the 0 to 24 h,

control group, pressure group, Intervention group IOD value

increased gradually, at 24 h time point reached the peak, then

decreased gradually, IOD value of pressure group (2.08 + 0.41) is

significantly higher than the control group (1.12 + 0.03) and inter-

vention group (0.98 + 0.20). Intervention group IOD value is lower

than the pressure group (P\ 0.05). Using western blot to detect the

expression of cyclin D1 protein at 24 h, the control group is 0.903 +

0.112, pressure group is 1.975 + 0.325, intervention group is 1.215 +

0.183. The expression level of cyclin D1 protein of the pressure group

higher than the control group and intervention group, and the

expression level of intervention group is lower than compression

group (P\0.05). Using Rt-PCR to detect the expression of cyclin D1

gene level, control group is 0.903 + 0.112, pressure group is (1.975 +

0.325), intervention group is 1.215 + 0.183, cyclin D1 gene expres-

sion level of the pressure group is higher than the control group and

intervention group, and the expression level of intervention group was

higher than control group (P\ 0.05).

Conclusion: Fluid shear stress promote hepatocyte regeneration by

activating the Ras/MAPK signaling pathway, however, the Ras/

MAPK signaling pathway is not the only way to promote the pro-

liferation of hepatocytes.
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PP0903

Elevated expression of FABP3 correlates with the fatty liver’s
forming in vitro cell model

Liang Wei1, Wei Lai1

1Peking University People’s Hospital, Peking University Hepatology

Institute, Beijing

Background: Fatty acid-binding proteins (FABPs) are a group of

molecules that coordinate lipid responses in cells and are also strongly

linked to metabolic and inflammatory pathways. Among the family

members, FABP3 was involved in the uptake of fatty acids and their

subsequent transport toward mitochondrial b-oxidation system, which

contributes to the fatty liver pathogenesis.

Methods: A fatty liver’s vitro model were established through

moderate palmitic acid stimulating a Huh-7 cell line. The control and

subject groups were treated 24 h in different conditioned medium, the

lipid storage in the Huh-7 cells were observed by microscope. At the

same time, we collected the two groups’ RNA and tested the

expression of FABP3 by real time-PCR.

Result: Our study showed that a vitro model of fatty liver in Huh-7

cells can be established in 24 h simulation, mRNA expression of

FABP3 in the model was higher when compared to controls.

Conclusion: The up-regulation of FABP3 can be associated with the

fatty liver’s pathogenesis of this vitro model.

Huh-7 cells in control group

Huh-7 cells in vitro model

PP0904

Inflammatory cytokine oncostatin M suppresses growth of liver
cancer cells via Myc-induced senescence

Zhang Yanyan1,2, Luo Ying2,3, Wang Peng2,3, Zhu Zhengyan2,3,
Yang Bin2,3

1The Third Central Clinical College of Tianjin Medical University,

Tianjin; 2Municipal Key Laboratory of Artificial Cell, Tianjin;
3Hepatobiliary Disease Institute, The Third Central Hospital, Tianjin

Background: Oncostatin M (OSM) belongs to the Interleukin-6

subfamily, which is mainly produced by immunity cells. IL-6 family

cytokines active STAT3, MAPK and PI3K signaling, thus have

diverse roles in tumor development. Elevated OSM has been reported

to be associated with liver disease. However, there remains debate

over whether such an inflammatory cytokine acts solely to promote

tumor development, or actually suppress tumor growth. By investi-

gating the effects on growth of hepatoma cells and its molecular

pathway, this study aims to provide a possible mechanism underling

OSM affects tumor growth, especially during the earliest stages of

hyperplastic growth.

Methods: Cell growth rates were analyzed after OSM treatment in

human liver cancer cell line SMMC-7721 and HepG2. According to

the growth arrest and morphologic phenotype of cells, cellular

senescence was detected by senescence-associated b-galactosidase

(SA-b-gal) staining. Cell cycle profile was examined by flow cyto-

metric analysis. The expression of key regulators of cell proliferation

including cyclin-dependent kinase inhibitors (p16, p21, p27) and

c-Myc were analyzed at the level of mRNA and protein.

Result: First, OSM suppressed cell proliferation in a dose-dependent

manner. Of note, upon drug treatment, morphologic changes of cells

implicated a senescent phenotype, which was further supported by the

positive SA-b-gal staining. Meanwhile, OSM induced an increased

proportion of cells at G0/G1 phase. Correspondingly, the expression

of p21 and p27 elevated at the level of mRNA and protein. While

expectedly, c-Myc was also dramatically unregulated upon OSM

treatment.

Conclusion: As a key regulator of cell proliferation and survival,

c-MYC can be unregulated though OSM-activated STAT3 pathway.

While in short-term, such hyperactive oncogene would induce cellular

senescence as a barrier to transformation, in those cells with intact

p53 machinery. This findings suggest the elevation of OSM during the

earliest stages of liver cancer might serve as a tumor suppressor.

PP0905

The increased expression of miR-22 negatively regulated by FXR
promotes the progression of NAFLD

Xiaojun Zheng1,2,3, Yongjian Zhou1,2,3

1Department of Gastroenterology and Hepatology, Guangzhou First

People’s Hospital, Guangzhou Medical University, Guangzhou;
2Guangzhou Digestive Disease Center, Guangzhou First People’s

Hospital, Guangzhou; 3Guangzhou Key Laboratory of Digestive

Disease, Guangzhou First People’s Hospital, Guangzhou

Background: The incidence of nonalcoholic fatty liver was signifi-

cantly increased in the past decade due to changes in lifestyle and

eating habits. FXR is closely related to nonalcoholic fatty liver dis-

ease. FXR regulates the effect of miR-22 on glycolipid metabolism,

but the mechanism of miR-22 on glycolipid metabolism is unclear.
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Methods: Non-alcoholic fatty liver models were established in L02

normal human hepatocytes and AML12 normal mice hepatocytes.

Overexpression of overexpression plasmids and siRNAs and knock-

down of miR-22 were observed in FXR, and then transfected by miR-

22 mimic and miR-22 inhibitor overexpressed and knocked down

miR-22 to observe changes in miR-22 target genes. Real-time PCR

and Western blot were used to detect the mRNA and protein levels of

FXR, mir22 and its downstream signaling pathways. The expression

of TG, ALT and AST in fatty liver were examined by oil red O

staining and liver function test.

Result: When the expression of FXR decreased, the expression of

miR-22 increased, and the genes of FGF21, SIRT1 fatty acids and

gluconeogenesis were inhibited. Oil red O staining showed lipid

droplets become larger, TG, ALT, AST prompted liver function

deterioration, fatty liver weight.

Conclusion: It is suggested that FXR negatively regulates lipid

synthesis and attenuates fatty liver.

PP0906

GMSCs protect acute-GVHD by suppressing expansion
and killing of effector CD8+ cells through CD39/Adenosine A1R
and A2BR pathways

Jian Gu1, Hao Lu2, Yunjie Lu1, Haoming Zhou2, Ling Lu2

1The First Affiliated Hospital of Nanjing Medical University,

Nanjing; 2Nanjing Medical University, Nanjing

Background: Human gingival tissue-derived MSCs (GMSCs) have

been identified as an important treating strategies for cell therapies

particularly in autoimmune disease recently. However there is no

report for GMSCs in acute-GVHD.

Methods: Two different models have been used to test the effect of

GMSCs in treating acute-GVHD. The expansion and survival of

donor and host cells in vivo were tested by flow cytometry. CD4 and

CD8 T cells were co-cultured with GMSCs with the addition of IL-2

and TGF-b to test the effect of GMSCs in regulatory T cells gener-

ating in vitro. In some experiment, CD39 inhibitor (POM1) and

Adenosine receptor A1, A2A, A2B, A3 inhibitors were used to esti-

mate the mechanism of GMSCs in treating acute-GVHD.

Result: GMSCs infusion markedly suppressed the engraftment of

donor CD8+ cells, the expression of Granzyme A and B, the cytotoxic

effect of donor CD8+ cells and the production of T cell cytokines in

acute-GVHD. Our result showed that GMSCs have strong ability in

treating acute-GVHD and increase survival. Meanwhile the inhibition

of GMSCs is dependent on CD39 signaling. Adenosine receptor A1

and A2B are partly involved in GMSCs induced acute-GVHD

protection.

Conclusion: We suggest that therapeutic approaches to treat acute-

GVHD can be effective by using GMSCs.

GMSCs increased the expression of Foxp3 and suppressive ability of

T cells under inflammatory conditions.

GMSCs protected acute GVHD through CD39 and CD25 signal.

PP0907

IL-22 antibody attenuates acute graft-versus-host disease
via increasing Foxp3+ T cells through modulating the function
of CD11b+ cells

Jian Gu1, Yunjie Lu1, Ling Lu1

1The First Affiliated Hospital of Nanjing Medical University, Nanjing

Background: The transfer of splenocytes isolated from B6 mice into

normal B6D2F1 mice induces acute graft-versus-host disease

(aGVHD), which is mediated by the elimination of recipient B lym-

phocytes by donor cytotoxic T cells. IL-22 is a cytokine that is

structurally related to IL-10 and is secreted by Th1 cells, Th17 cells

and innate immune cells.

Methods: To investigate the association between IL-22 and aGVHD,

anti-mouse IL-22 antibody (IL-22Ab) was used to ablate the activity

of this cytokine in a mouse model of aGVHD, CD25 and CD11b cells

were depleted in the model of aGVHD to determine the mechanism of
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IL-22 Ab in protecting aGVHD. In vitro experiments were done by

co-culture the naı̈ve T cells and CD11b cells obtained from aGVHD

to generate the iTregs.

Result: Our results proved that administration of IL-22Ab signifi-

cantly reduced the progression of aGVHD in B6D2F1 recipients of

B6 grafts. In addition, IL-22Ab treatment decreased the percentage of

interferon-c+ and tumor necrosis factor-a+ T cells but increased the

numbers of forkhead box p3+ regulatory T cells (Tregs) in vivo. In the

presence of Tregs and donor CD11b+ cells, IL-22Ab protected

against aGVHD. Furthermore, the process of Treg induction was

more efficient when CD4+CD25- T cells were differentiated in the

presence of CD11b+ cells obtained from IL-22Ab-treated GVHD

mice compared to untreated control cell co-culture.

Conclusion: IL-22Ab may represent a valid approach towards

aGVHD prevention.

IL-22 antibody regulates acute GVHD in vivo.

PP0908

Morphology and function of erythrocyte in acute-on-chronic liver
failure (ACLF) patients

Qin Wan Yuan1, Mei Cheng1, Huang Ze Bing2, Fang Xue Gong2,
Li Ning1

1Department of Blood Transfusion, Xiangya Hospital, Central South

University, 87 Xiangya Road, Changsha, Hunan Province;
2Department of Infectious Diseases and Hunan Key Laboratory of

Viral Hepatitis, Xiangya Hospital, Central South University,

Changsha

Background: The aim of this study was to evaluate the clinical value

of erythrocyte parameters, ultrastructure and oxygen carrying

capacity of erythrocytes in acute-on-chronic liver failure (ACLF)

patients, and to explore the reason of anima in ACLF patients.

Methods: Blood routine examination of 40 healthy controls, 30

chronic hepatitis B (CHB) patients and 50 ACLF patients were

detected by blood cells counts. Scanning electron microscope (SEM)

and transmission electron microscope (TEM) were performed to

investigate the changes of erythrocyte ultrastructure. Direct

antiglobulin test (DAT) was used to detect red blood cell antibodies.

2,3-diphosphoglycerate (2,3-DPG) levels and Na+-K+-ATPase activ-

ity were detected to evaluate red blood cells carry oxygen capacity.

The expression of red cell membrane age-related proteins CD35 and

CD47 molecular were analyzed by western blot.

Result: The hemoglobin concentration, value of red blood cell (RBC)

count and hematocrit in ACLF patients were significantly lower than

that in CHB patients and healthy controls (P\ 0.001), while the red

cell distribution width were significantly higher in ACLF patients

compared to CHB and healthy controls (P \ 0.001). Abnormal ery-

throcytes, including echinocyte, acanthocyte, stomatocyte and elliptic

cells were observed by SEM in ACLF and CHB patients. The pro-

portion of normal mature red blood cells in ACLF were significantly

lower compared with CHB and healthy controls (11.70 ± 10.4, 35.3

± 12.9, 94.2 ± 4.5; p \ 0.001). Most of abnormal erythrocytes in

CHB patients were echinocytes-1, echinocytes-2, meanwhile

echinocytosis 4 and acanthocytes were evident in ACLF patients. And

the sections of most mature erythrocytes and reticulocytes presented

spikes in transmission electron microscope views. The positive rates

of DAT in ACLF patients, CHB patients and healthy controls were

62.8, 13.3 and 0%, respectively. ACLF patients with DAT-positive

results showed lower Hb levels than DAT-negative patients.After the

capillary centrifugal of red blood cells in ACLF patients, the aged red

blood cells showed higher DAT agglutination strengths compared to

young red blood cells. The Na+-K+-ATPase activity in red cell in

ACLF patients was significant lower than healthy controls and CHB

patients (p\0.001). The concentration of 2,3-DPG in red cells form

ACLF patients was decreased significantly than healthy controls (p\
0.05). The CD47 and CD35 on red blood cells membrane reduced

significantly in ACLF patients.

Conclusion: The erythrocyte of ACLF patients shows the charac-

teristics of the aging, which may be associated with the anemia in

these patients.

PP0909

Mitochondrial DNA haplogroup D5 may confer a genetic
susceptibility to chronic HBV infection

Tai-Cheng Zhou1, Xiao Li1, Chang-Hui Wu1, Li-Lin Tao1, Liang
Zhang1, Jia Wei1

1Central Lab, Liver Disease Research Center, The Second People’s

Hospital of Yunnan Province, Kunming

Background: Hepatitis B is one of most common human diseases in

the world. It is caused by Hepatitis B virus (HBV) infection. How-

ever, the mitochondrial genetic factors for hepatitis B susceptibility

remains unknown. In this study, we aimed to assess the association

between mitochondrial DNA (mtDNA) and chronic HBV infection.

Methods: A total of 272 patients with chronic HBV infection and 312

healthy control subjects from Kunming, Yunnan province of South-

west China, were enrolled. The mtDNA haplogroups were determined

by PCR and DNA sequencing, and the mtDNA copy number was

measured by quantitative PCR. Data analysis was performed using

SPSS 17.0. A 2-tailed P value\0.05 indicated a statistically signifi-

cant difference.

Result: According to the obtained mtDNA variants information, all

584 individuals composed of 272 HBV infected patients and 312

controls could be classified into 47 mtDNA haplogroups. Principal

component analysis showed that research samples from southwest

China were closely clustered, indicating no apparent potential popu-

lation stratification between the case and control samples. Haplogroup

D5 had a significantly higher frequency in chronic HBV infected

group (8.09%) than in control group (3.21%) from southwest China.

Association of haplogroup D5 with chronic HBV infection risk was

also identified (22 cases vs. 10 controls; p = 0.02, OR 2.50, 95%

confidence interval [CI] 1.17–5.34). However, no significant differ-

ence was observed between the relative copy numbers of haplogroup

D5 of cases and controls.
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Conclusion: The mtDNA haplogroup D5 may confer a genetic risk to

chronic HBV infection, but its copy number variation is not signifi-

cantly associated with HBV infection.

PP0910

Melioidosis presenting as migrating pulmonary infiltration:
the first case of child in China

LI SHI1, Tao Wu1, Feng Lin1

1Hainan General Hospital, Haikou

Background: B. pseudomallei was commonly found in the environ-

ment in regions of endemic city, with infection generally occurring

from contact with contaminated water or soils. No case for child has

yet been reported in our country. We report a case of a 9-year-old

child with melioidosis for fever associated with headache and vom-

iting the stomach contents. The bilateral lungs were involved with

multiple or diffuse distribution on the chest radiography. The initial

diagnosis of sepsis was made. Symptoms, the laboratory results did

not improve despite the treatment with Azithromycin and

piperacillin/sulbactam antibiotics. CT images show multiple infiltra-

tions in the bilateral lungs and multiple splenic abscess.

Methods: As splenic abscess is the character of melioidosis, which is

much less common in other diseases. Melioidosis was suspected and

confirmed by PCR and targeting the 23S rDNA gene partly confirmed

by sequencing with the sample of blood.

Result: High dose meropenem (0.5, q6 h) was given intravenous

injection combined with oral SMZco and the syndrome was improved

significantly. For the more, 7 days later, Gram-negative bacteria were

isolated from the specimens of sputum and were later identified as B.

pseudomallei by the method of the traditional isolation/morphological

appearance/biochemical identification.

Conclusion: The bacteriological diagnosis of melioidosis can be

difficult to establish because of the delayed growth and the specific

techniques that are required, which illustrates the urgent need to

diagnosis melioidosis with a sensitivity, specificity and short time and

bacteriological independent method because of the high mortality.

PP0911

Hanging culture of Hep G2 cells on cover glass

Dequan Zhang1, Fei Liu1, Ying Ma1, Jiasi Bai1, Qing Mao1,
Jianqiang Ding1

1Department of Infectious Diseases, the 1st Affliated Hospital, The

3rd Military Medical University, Chongqing Municipality

Background: D cell culture is an artificial created environment in

which cells are permitted to grow or interact with their surroundings

in all directions. Hep G2 cell is a hepatoblastoma derived cell line and

a suitable in vitro model system for the study of hepatocyte. Here, we

cultured Hep G2 cells on cover glass reversely or vertically which we

named it as hanging culture (H-culture) to figure out if Hep G2 cells

still grow and function well against gravity with the disadvantage of

surface tension of glass plate.

Methods: Hep G2 cell line and human foreskin fibroblast (HFF-1)

were kindly provided by Stem Cell Bank, Chinese Academy of Sci-

ences, originated from ATCC. Cover glasses 33 mm 9 5 mm 9 0.16

mm were custom made as a gift from Citotest Labware Manufac-

turing Co., Ltd. Hep G2 and HFF-1 cells were cultured in DMEM

supplemented with 10% FBS, L-glutamine, sodium pyruvate and p/s

at 37 �C with 5% CO2. 2.5 9 104 cells of Hep G2 or HFF-1 were

initiated in 2 ml medium in 6-well plates containing cover glass.

Cover glasses were turned upside down supported with glass bars

(reversely) or stood up (vertically) after 48 h incubation. 1 9 106 cells

were added to 2 ml medium for 24 h in the 90% confluence test. Cell

proliferation was calculated w/Photoshop according to their propor-

tion on the surface of the glass. HFF-1 cell was used as control.

Result: 24 h after regular incubation, proliferation rates were 35.53 ±

1.41% or 30.09 ± 6.4% (n = 9) in Hep G2 or HFF-1 cell groups on

cover glass respectively. After 48 h, proliferation rates increased to

52.87 ± 1.50% or 54.84 ± 1.88% (n = 9) in Hep G2 or HFF-1 cell

groups respectively. Proliferation rates of Hep G2 cell decreased to

25.88 ± 0.60% or 28.57 ± 0.84% (n = 3) in reverse or vertical groups

respectively but increased to 65.52 ± 0.89% or 71.26 ± 1.52% (n =

3) for HFF-1 cell in reverse or vertical groups respectively comparing

to proliferation rates of 79.99 ± 1.58% or 85.75 ± 1.50% (n = 3) in

Hep G2 or HFF-1 cell groups under regular cell incubation. Prolif-

eration rates on cover glass initiated with 92.53 ± 0.59% (n = 3)

confluence of HFF-1 cells were 94.35 ± 1.09% or 95.26 ± 1.04% (n

= 3) in reverse or vertical groups respectively after 24 h and increased

to 96.09 ± 0.44% or 98.26 ± 0.66% (n = 3) after 48 h. But for Hep

G2 cells, Proliferation rates decreased from initial 85.41 ± 1.57% (n

= 3) to 65.07 ± 1.81% (48 h) and 53.93 ± 0.50% (72 h) or 68.12 ±

1.91% (48 h) and 60.26 ± 1.11% (72 h) in reverse or vertical groups

(n = 3) respectively.

Conclusion: Hanging Culture (H-culture) of Hep G2 cells on cover

glass indicated that the physical gravity would great affect cell growth

on the reverse or vertical directions but the consequence is somehow

cell-type dependent. This finding could be considered in cell engi-

neering and 3D cell culture. More work is needed for the study of

cell’s function under H-culture circumstance.

PP0912

Caspase-3 involvement of matrine-induced apoptosis in liver
cancer cells

Xie Shan1

1The First Affiliated Hospital of Nanchang University, Nanchang

Background: The mechanism of matrine in liver cancer cells is

unclear. We investigate the function and mechanism of matrine-in-

duced apoptosis in liver cancer cells.

Methods: An experimental model in which HepG2 and SMMC-7721

cells was exposed to matrine was established.

Result: Initially, apoptosis was prompted by matrine in the dose of

1.6 mg/ml through AnnexinV-FITC/Propidium iodide assay. Subse-

quently, RT-PCR and western blotting analysis indicated that BCL-2

was attenuated by matrine in hepatic cancer cells, but caspase-3 was

up-regulated by matrine. Furthermore we employed small interfering

RNA inhibition of caspase-3 to assess its effect on matrine-induced

apoptosis in liver cancer cells. We found that blockage of caspase-3

inhibited apoptosis through AnnexinV-FITC/Propidium iodide assay,

indicating that caspase-3 is involved in matrine-induced apoptosis in

liver cancer cells.

Conclusion: Apoptosis was stimulated by matrine possibly linked to

BCL-2 and caspase-3.
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PP0913

TFE3 upregulates Rag GTPase C/D expression

Mi Young Kim1, Ju Man Park1, Tae Hyun Kim1, Yong Ho Ahn1

1Yonsei University College of Medicine, Seoul, South Korea

Background: Transcription factor E3 (TFE3) has been shown to

increase insulin sensitivity in liver by activating insulin signaling

pathways with amelioration of hyperglycemia in mouse models of

diabetes. TFE3 is a basic helix-loop-helix protein that belongs to the

microphthalmia associated transcription factor (MiTF) and TFE

(MiTF/TFE) family, which include TFEB, MITF, TFEC and TFE3.

TFEB and TFE3 are shown to be phosphorylated by mTORC1 by

generating a binding site for 14-3-3, a cytosolic chaperone that keeps

those transcription factors sequestered in the cytosol. Recently it was

reported that MiTF/TFE family might function as critical factors in

nutrient sensing and maintenance of cellular homeostasis. In starva-

tion state, TFE3 is translocated to the nucleus and bound to the

CLEAR elements present in the promoter region of varieties of

lysosomal genes. The mammalian target of rapamycin complex 1

(mTORC1) is the central component of a signaling network that

couples a vast range of internal and external stimuli to cell growth,

proliferation and metabolism. mTORC1 dysregulation is associated

with a number of human pathologies, including varieties of cancers

and metabolic disorders.

Methods: Nutrient-sensing pathways are commonly dysregulated in

human metabolic disease. It was shown that Rag GTPases are key

modulators of amino acid signalling mTORC1. Since TFE3 interacts

with active Rag GTPases and exhibited mTORC1-dependent phos-

phorylation, we hypothesized that transcription factor TFE3 could

regulate the gene expression of Rag GTPases.

To investigate the target gene of TFE3, micro assay was performed

using Affymetrix chip with mouse liver exogenously overexpressing

TFE3. ChIP assay and luciferase assay showed that TFE3 activates

the RagC/D promoter activity. TFE3 mediated up-regulation of RagC/

D was tested using RT-qPCR and western blot assay.

Result: In silico search suggested that there are several CLEAR

elements in the Rag GTPase C and D (RagC/D) promoter. In this

study, we demonstrate that TFE3 is responsible for the up-regulation

of RagC/D gene expression in mouse liver. ChIP assay showed that

TFE3 binds directly to RagC/D gene promoter. Transduction of

adeno-TFE3 to mouse liver increased RagC/D mRNA and protein

level. Adenovirus mediated shTFE3 treatment downregulated gene

expression of RagC/D in Hepa1-6 cell line.

Conclusion: From this study, it is concluded that TFE3 activates the

gene expression of RagC/D by direct binding on the CLEAR element

of the promoter. Thus, TFE3 might act as direct transcription factor

modulating RagC/D gene expression.

PP0914

Autologous stem cell transplantation in decompensated liver
cirrhosis: long-term efficacy

Su Lin1, Xiaojuan Gao1, Yueyong Zhu1

1The First Affiliated Hospital of Fujian Medical University, Fuzhou

Background: Stem cell transplantation has been demonstrated to be

effective in patients with advanced liver disease. However, long-term

efficacy and safety of this therapy has not been reported. This study

aimed to investigate the efficacy and safety of stem cell transplanta-

tion in decompensated liver cirrhosis.

Methods: A retrospective cohort study was conducted involving

patients with decompensated liver cirrhosis hospitalized in First

Affiliated Hospital of Fujian Medical University from January 2008 to

December 2010. Patients were followed up at least 5 years. They were

divided into stem cell transplantation group (transplantation group)

and non-transplantation group depending on whether receiving

autologous stem cell transplantation or not. A propensity score

matching (PSM) method was used to adjust the confounders between

two groups. COX regression was used to explore the hazard risk of

survival rate and occurrence of hepatocarcinoma (HCC).

Result: A total of 159 patients with decompensated liver cirrhosis,

including 27 cases of stem cell transplantation group and 132 cases of

non-transplantation group were included. The median follow-up time

was 30.5 (1–84) months. Child-Pugh grade, PT, TBIL, etiology and

the positive rate of HBsAg between the two groups were statistically

significant difference before PSM. After PSM, 92 patients, including

23 cases in transplantation group and 69 cases in non-transplantation

group were finally matched. The sex, age, smoking, alcohol drinking,

history of liver cancer in a first-degree relative, presence of diabetes,

etiology of liver disease, Child-Pugh grade, the positive rate of

HBsAg, MELD score, PT, TBIL, ALB, ALT, PLT, AFP and the

HBeAg, HBV DNA between the two groups were not significantly

different (P[0.05). The mortality in stem cell transplantation group

was 47.8% (11/23), of whom 4 cases died of gastrointestinal bleeding,

4 cases died of liver cancer, 2 cases died of liver failure and 1 case

died of cerebrovascular accident. While the mortality of patients in

non-transplantation group was 39.1% (27/69), of which 11 cases died

of gastrointestinal bleeding, 10 cases died of liver failure, 1 case died

of liver cancer, 5 cases died of other reasons (arrhythmia, laryngeal

carcinoma, electrolyte disorder, infection). The long-term survival

rate between the two groups was not significantly different (P[0.05).

The incidence of liver cancer was 47.8% (11/23) in stem cell trans-

plantation group, which was significantly higher than that of non-

transplantation group (12/69, 17.4%). COX regression analysis

revealed that stem cell transplantation and age were the independent

factors for liver cancer (P\ 0.05).

Conclusion: Autologous stem cell transplantation may not improve

long-term survival in patients with decompensated liver cirrhosis, and

HCC should be closely monitored in these patients.

Figure 1 No difference in 5-year survival rate between transplantation

and non-transplantation group.
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Figure 2 The HCC risk was significantly higher in transplantation

group than non-transplantation group.

PP0915

Fatty diet induced change in hepatic genes expression, serum low
molecular weight proteins and tissue architecture of heart
and kidney

Tayyeba Batool1, Tasleem Akhtar1, Nadeem Sheikh1

1Department of Zoology, University of the Punjab, Lahore, Pakistan

Background: Obesity is an epidemic problem linked with low-grade

inflammation and in many cases with poor iron condition, affecting

almost every community. The current research work was aimed to

investigate the effects of obesity on the cellular structure of heart and

kidney along with the serum protein profile and mRNA expression

studies of different hepatic genes involved in iron regulation and

proinflammatory responses in diet induced obese rats.

Methods: Two experimental groups of Rattus norvegicus were

established (provided with different percentage of fats in their diet)

against one control group. After sixteen weeks, animals were dis-

sected and their blood was collected, along with excision of organs

i.e. heart, kidneys and liver.

Result: Microanatomy of heart tissues of obese animals showed

interstitial inflammatory condition (myocarditis), interstitium widen-

ing, hemorrhagic condition along with necrosis of myocardial fibers

and interstitial fibrosis. Microanatomy of kidney of obese showed

mesangial expansion, interstitial fibrosis, glomerular basement

membrane thickening, glomerular distortion along with enlargement

of bowmans capsule. Analysis of serum revealed that level of leptin,

C reactive protein, haptoglobin and serpin A12 proteins was upreg-

ulated while antithrombin III was downregulated in the blood sera of

obese animals as compared to normal ones. Gene expression studies

of different inflammatory and iron regulatory markers (TNF-a,

Hepcidin and Transferrin) showed a significant increase in the

expression of TNF-a (P-value \ 0.001) and hepcidin (P-value \
0.001) while at the same time significant decrease in expression of

transferrin (P-value\ 0.001) was also observed in hepatic tissues of

obese animals in comparison to normal ones.

Conclusion: From all of these findings, it can be concluded that fatty

diet induces many changes in the serum protein profile and expression

of hepatic genes involved in iron regulation and proinflammatory

responses as well as changes in cellular structure of heart and kidney.

The current study was supported by HEC funded project 20-2115.

Authors are thankful to HEC for providing financial support.

PP0916

Histopathological changes in spleen and skeletal muscles, hepatic
genes expression (IFN-a, IFN-b and IFN-c) and serum high
molecular weight proteins variations influenced by fatty diet

Ambreen Asghar1, Tasleem Akhtar1, Nadeem Sheikh1

1Department of Zoology, University of the Punjab, Lahore, Pakistan

Background: The trend of consuming junk food and reduced phys-

ical exercise resulted in an alarming ratio of overweight and obese

subjects worldwide. Prevalence of obesity has led to decreased overall

life expectancy. There is a close relationship between obesity and

immune system, and high fat diet induces many histological and

physiological changes inside the body. Current experiment was

designed and performed to study the histological changes in spleen

and skeletal muscles, variations in serum high molecular weight

proteins and hepatic gene analysis due to high fat diet.

Methods: Two groups were established against control group. Group

I was provided with 33% dry milk, 33% sugar and 34% rat chow and

Group II was supplied with dry milk and rat chow for 16 weeks.

Result: Microanatomy of spleen revealed increased recruitment of

lymphocytes, sinusoidal dilatations, necrotic lymphocytes, increased

ratio of white to red pulp and hemosiderin and iron deposits in red

pulp of experimental groups. Microanatomy of skeletal muscle

showed degenerating fibers, increased fat accumulation and recruit-

ment of macrophages in experimental groups compared to control

group. Variations were noticed in the abundance of proteins with

different molecular weight, there was marked increase in level of high

molecular weight serum proteins in group II and decreased level was

seen in group I. Elevated expression of hepatic mRNA IFN-c and

decreased expression of IFN-a and IFN-b cytokines was observed (P

\ 0.001) in experimental groups as compared to control group.

Conclusion: It can be concluded that fats accumulate in spleen and

skeletal muscles and pro-inflammatory lymphocytes infiltrate in these

organs in response to fatty diet. Furthermore, its effect on serum

protein levels and genes expression and leads to obesity related

metabolic disturbances.

The current work was supported by HEC funded project 20-2115.

Authors are thankful to HEC for providing financial support.

PP0917

Alterations in transaminases activity and serum level of leptin
and hepcidin induced by high fat diet in albino rats

Muhammad Babar Khawar1, Nadeem Sheikh1

1Cell and Molecular Biology Lab, Department of Zoology, University

of the Punjab, Lahore, Pakistan
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Background: Obesity is a commonly growing life threatening

problem of modern world. The aim of the present study was to assess

alterations in transaminases level as well as leptin and hepcidin level

of sera through ELISA after high fat diet consumption for 16 weeks

by albino rats (n = 5).

Methods: Rats were randomly divided into three groups namely

control group, group 1 and group 2. Control group was fed on normal

rat chow and water ad libitum. Group 1 was fed on high fat diet

having a composition of 33% Rat chow + 33% Sucrose + 33% Milk

Powder. Similarly, group 2 was fed upon another high fat diet with a

mixture of Rat chow and Milk Powder ad libitum. After sixteen

weeks, rats were euthanized and blood was collected for serum

separation.

Result: Serum level of alanine aminotransferases showed a positive

significant increase (P = 0.0325) while a significant negative change

(P = 0.0006) was noted in aspartate aminotransferases level in both

experimental groups compared to control group. Serum leptin level

was found to be increased up to 10.06 fold in Group 1 and 6.11 fold in

Group 2 fed on fat rich diet when compared to control. On the other

hand, serum hepcidin level showed up to 1 fold and 2.59 fold change

compared to control.

Conclusion: Taken together these results it can be concluded that

high fat diet not only disturb normal metabolism it also leads to liver

inflammation which is obvious by the changes in transaminases

activity as well as leptin and hepcidin level. Current study was sup-

ported by Higher Education Commission (HEC) funded project No.

20-2115. Authors are thankful to HEC for providing financial support.

PP0918

Induction of acute phase in response to tacrolimus induced
hepatotoxicity

Tasleem Akhtar1, Nadeem Sheikh1

1Department of Zoology, University of the Punjab, Lahore, Pakistan

Background: Activation of inflammatory pathways may contribute to

the beginning and progression of many complications in the body.

Current study was aimed to evaluate the status of acute phase

response and inflammation by examining the alterations in the level of

acute phase proteins due to the toxic effect of an immunosuppressive

drug (tacrolimus).

Methods: Aqueous suspension of tacrolimus powder (3 mg/ml) was

orally given to four experimental groups of wistar rats (n = 9).

Control group was provided with normal drinking water and dissec-

tions were done after 6, 12, 24 and 48 h of tacrolimus dose.

Result: Densitometric analysis revealed considerable elevated level

of some positive acute phase proteins, specifically C-reactive protein,

haptoglobin and ceruloplasmin. While albumin and transferrin levels

were found to be low as compared to control animals.

Conclusion: The results obtained in this study revealed that tacroli-

mus resulted in the onset of acute phase response in experimental

animals owing to its toxic potential.

PP0919

Alterations in blood cell indices and serological parameters
in response to tacrolimus

Tasleem Akhtar1, Kashif ur. Rehman2, Nadeem Sheikh1

1Department of Zoology, University of the Punjab, Lahore, Pakistan;
2Clinical Pathology Laboratory, Mayo Hospital, Lahore, Pakistan

Background: Tacrolimus (FK506) is the keystone for immunosup-

pression used clinically to avoid immunological rejection of

transplanted organs. It is effective in preventing acute rejection but its

use is greatly limited by its considerable toxicity and inter-individual

variability in pharmacokinetics and pharmacodynamics. The present

study aims to evaluate the potential toxic effect of tacrolimus on

blood cell indices and serological parameters in wistar rats.

Methods: Male wistar rats (200 ± 25 g) were divided into five

groups. Aqueous suspension of tacrolimus (3 mg/ml) was given orally

to four experimental groups and control group was provided with

normal drinking water. Dissections were done after 6, 12, 24 and 48 h.

Blood samples were collected for further studies and data were ana-

lyzed by using one way ANOVA followed by Tukey’s post hoc test.

Result: Hematological analysis showed significant increase in

Hemoglobin (p = 0.0023), HCT (p = 0.0019) and MCV (p = 0.0123)

concentration, while an initial marked decrease in MCHC concen-

tration (p = 0.0003) was observed. Serological analysis revealed

significant elevation in the level of ALT (p = 0.0005), AST (p =

0.0001), TBIL (p = 0.0010), triglycerides (p B 0.0001), cholesterol (p

= 0.0006), HDL-cholesterol (p = 0.0019), LDL-cholesterol (p =

0.0005) and creatinine (p = 0.0198). Amount of urea (P = 0.0008)

and ALP activity (p = 0.0003) were found to be significantly lowered

throughout the experiment as compared to control rats.

Conclusion: Taken together, the data presented indicate that acute

phase conditions associated with tacrolimus use induced remarkable

variations in different hematological and serological parameters,

indicating the toxic potential of this drug.

PP0920

Chronic high-fat diet induced inflammatory changes in intestinal
histology, hepatic genes expression and trace elements

Shakira Shakeel1, Tasleem Akhtar1, Nadeem Sheikh1

1Department of Zoology, University of the Punjab, Lahore, Pakistan

Background: High-fat caloric-intense diet is among the pronounced

causative factors of obesity and metabolic inflammation in tissues.

The effects of chronic fat overconsumption on intestinal histology,

lipid and trace element metabolism, expression of heme oxygenase-1

(HO-1) and transferrin receptor-2 (tfR2) remain elusive. The present

study was conducted to resolve this issue.

Methods: To develop high fat diet (HFD) induced obese rat models

were established. Wistar rats colonies were divided into three groups;

group 1 and 2 were given HFD 66% (w/w) and 50% (w/w) respec-

tively whereas; control group was reared on normal rat chow. All the

animals were sacrificed after 16 weeks. The small intestinal tissues

were stored in 10% formalin for H and E and Sudan black staining.

Hepatic tissues for the study of atomic absorption spectrophotometric

(AAS) metal analysis and mRNA expression were stored at -80 �C
till further use.

Result: Evaluating epithelial changes, inflammatory cell infiltrates

and the mucosal architecture as major categories, significant differ-

ences were observed among control and both experimental groups.

Sudan Black B staining showed that animals fed HFD had a high

triglyceride deposition in intestinal mucosa. Analysis of hepatic HO-1

showed significant elevation in experimental groups as compared to

control rats (P\0.0001). Whereas TfR2 expression was found to be

significantly lowered in experimental groups as compared to control

(P\0.0001). AAS revealed decreased levels of Cu (P\0.05) and Se

concentration (P \ 0.05) in the experimental group 1 and 2 as
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compared to those in control. Whereas, cobalt and manganese levels

did not change significantly among experimental groups and control

group.

Conclusion: These findings indicate that HFD induced inflammation

lead to histopathological changes, altered genes expression and trace

metal content variations. So, reduced HFD intake must be considered

to avoid the related metabolic complications. Current study was

supported by Higher Education Commission (HEC) funded project

No. 20-2115. Authors are thankful to HEC for providing financial

support.
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PP0921

Multifaceted interaction and regulation of hepatitis E virus
infection by mitochondria

Yijin Wang1,2, Qiuwei Pan2, Jingmin Zhao1

1Beijing 302 Hospital, Beijing; 2Erasmus MC-University Medical

Center, Rotterdam, The Netherlands

Background: Mitochondria are essential organelles to generate

energy and regulate various important cellular processes. Liver cells

have the highest copies (2000/cell) of mitochondria. Mitochondrial

dysfunctions in hepatitis patients have been reported in many clinical

studies. However, the molecular interactions of mitochondria with

hepatitis E virus (HEV) infection (causing an emerging global health

issue) has not yet been studied. Thus, we aimed to delineate the

interaction and regulation of HEV infection by mitochondria in

respect to their unique properties, including mitochondrial DNA

(mtDNA), mitochondrial respiratory chain machinery and mitochon-

drial dynamics.

Methods: Human liver Huh-7 cells were used to model HEV infec-

tion and relative viral replication were analysed by quantitative real-

time polymerase chain reaction (qPCR). The interaction and regula-

tion of HEV replication by mitochondrial unique properties were

respectively determined through pharmacological or gene silence

approaches.

Result: Inhibition of mtDNA replication through 2 specific inhibitors

or knockdown of mtDNA polymerase c (POLG) facilitated HEV

infection accompanied by decreased ATP production. Furthermore,

inhibition of mtDNA gene transcription by downregulation of mito-

chondrial transcription (co-)activators also significantly enhanced

HEV infection. Impairment of mitochondrial respiratory chain

resulted in decreased oxygen consumption rate, ATP generation and

mitochondrial intensity, meanwhile facilitated HEV infection. In

conjunction, these data suggested the integrity of mitochondrial is

necessary in efficient defense against HEV infection. Mitochondrial

morphology is dynamic and closely related to mitochondrial function.

Intriguingly, HEV infection altered mitochondrial morphodynamics

by inducing fusion to form elongated mitochondria (Fig. 1). Gene

silencing of key mitochondrial fusion regulators OPA1 and Mfn1

prevented HEV-triggered mitochondrial elongation and concurrently

inhibit viral replication through enhanced cell-autonomous antiviral

immunity and attenuating HEV induced autophagy, suggesting HEV

is able to dampen host immunity by altering mitochondrial

morphodynamics.

Conclusion: Host cells use mitochondria for defense against HEV;

whereas the virus is able to corrupt these mechanisms by altering

mitochondrial morphodynamics. Hence mitochondria may constitute

a novel target for developing rational therapeutic avenues aimed at

combating HEV infection.

PP0922

Prevalence of hepatitis viruses in patients with acute hepatitis
and characterization of the detected genotype 4 hepatitis E virus
sequences in Mongolia

Okamoto Hiroaki1, Tsatsralt-od Bira2, Jichi Medical University

1Professor of Department Infection and Immunity Division of

Virology, Ulaanbaatar, Mongolia; 2Director of School of Medicine

Ikh Zasag International University, Ulaanbaatar, Mongolia

Background: Mongolia is a unique country which is highly endemic

for three blood-borne hepatitis viruses, namely, hepatitis B virus

(HBV), hepatitis C virus (HCV), and hepatitis delta virus (HDV)

[Takahashi et al., 2004; Inoue et al., 2005; Tsatsralt-Od et al., 2005].

In addition, antibodies to hepatitis A virus (HAV) and antibodies to

HEV were detected in 100 and 11%, respectively, of the same cohort

of apparently healthy individuals in Mongolia [Takahashi et al.,

2004], indicating that HAV and HEV are also circulating in Mongolia

and that they may be responsible for acute hepatitis. However, none

of the patients with acute hepatitis were diagnosed with acute hep-

atitis E.

Methods: Sera from the patients were tested for IgM antibody against

HAV (anti-HAV IgM) by a chemiluminescence immunoassay (CLIA)

with a commercial kit (Abbott Japan, Tokyo, Japan). The IgM and

IgA classes of antibodies to HEV (anti-HEV IgM and anti-HEV IgA,

respectively) were assayed by an in-house ELISA as described pre-

viously [Takahashi et al., 2005]. All sera from individuals with or

without anti-HEV IgM/IgA were assayed for HEV RNA by a RT-

PCR method (ORF2-457 PCR) capable of amplifying the 457-nt

sequence within ORF2, as described previously [Mizuo et al., 2002].

In order to confirm the presence of HEV RNA, another RT-PCR

method (ORF1-459 PCR), capable of amplifying the 459-nt sequence

within ORF1 [Mizuo et al.].

Result: The prevalence of hepatitis virus infections among 302

consecutive patients with acute hepatitis in Mongolia, was surveyed

as indicated in Table I. Hepatitis A (anti-HAV IgM-positive) was

diagnosed in 77 patients (25.5%), while type B acute hepatitis (anti-

HBc IgM-positive) was diagnosed in 93 patients (30.8%), all of whom

had detectable HBsAg. There were 48 HBV carriers (15.9%) who had

detectable HBsAg and HDV RNA but who were negative for anti-

HAV IgM, anti-HBc IgM and HEV RNA, suggesting that they

acquired type D acute hepatitis due to HDV superinfection on a

background of chronic HBV infection. Acute hepatitis E was diag-

nosed within one and a half months in the late 2013 (from September
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30 to the end of the observation period of November 15). Of the 12

patients with acute hepatitis E, nine (75%) were male.

Conclusion: In conclusion, the present study confirmed that acute

infection of HAV, HBV, HCV and HDV is prevalent among young

adults in Mongolia, and revealed for the first time that autochthonous

sporadic acute hepatitis E occurred in the late 2013. F The infectious

routes/sources of HEV infections as well as the prevalence and

potential zoonotic risk of HEV in Mongolia require further investi-

gation and evaluation.

PP0923

Research on the change of intestinal flora of the patient
with hepatitis b related cirrhosis by metagenomics sequencing
technology

Wei Mao Chen1, Ting Ting Zheng1

1The First Affiliated Hospital of Guangxi Medical University,

Nanning

Background: To explore the characteristic of intestinal flora changes

of patients of liver cirrhosis with hepatitis B and further clarify the

effect of intestinal flora change in patients of liver cirrhosis with

hepatitis B.

Methods: The morning excrement of 20 cases of the liver cirrhosis

patients and 9 cases of the healthy people were selected to test the

intestinal flora by metagenomics sequencing technology. Then, fecal

bacterial genome DNA extraction kit was used to stool the DNA of

fecal intestinal flora, detected the DNA concentration by NanoDrop

ND-1000 machine and DNA amplification of intestinal flora, 16S

rDNA of metagenomics sequencing technology was applied to ana-

lyze the DNA of intestinal flora. The last of all, the Statistical Product

and Service Solution (SPSS) statistical software was applied to ana-

lyze the sequencing results to compare the difference between the

intestinal flora of the liver cirrhosis patients and healthy people.

Result: Compared with the healthy group, the liver cirrhosis group of

intestinal flora diversity (the number of Shannon is 24.2903) is greater

than the healthy group, the difference is statistically significant (P B

0.05). Besides, by the door classification level of intestinal flora, the

Bacteroidetes and Clostridial in the liver cirrhosis group are given

more priority than the healthy group. Furthermore, the richness of

Bacteroidetes (343.12) and Clostridial (229.96) in the liver cirrhosis

is more than the healthy group and the number of bacteria in the liver

cirrhosis is greater than the healthy group, especially the Acidobac-

teria (0.01), Epsilonproteobacteria (0.32), Lentisphaeria (0.02) only

exist in the liver cirrhosis group. In clustering analysis of the liver

cirrhosis group and healthy group, when the length of branches is less

than 5, the number of the liver cirrhosis group C21, C31, C32 are

clustering together; A6 and C17; A4 and C23 clustering together.

When the length of branches is less than 10, the number of A7 and

A8; C25 and Cpooling; C28 and C24 and C29 are clustering together.

Conclusion: The alteration of intestinal flora was observed in the

liver cirrhosis and maybe caused by the degree of liver injury. The

liver cirrhosis group of intestinal flora diversity is more than the

healthy group and the richness of Bacteroidetes and Clostridialin in

the liver cirrhosis group is more than the healthy group by the door

classification lever. In the clustering analysis, the composition of the

intestinal flora is similar in the same sample.

PP0924

Clinical features and risk factors of 236 cases of acute hepatitis E

Xiaolin Wang1, Dongmei Shi1, Qing Xie1

1Shanghai Ruijin Hospital, Shanghai Jiaotong University School of

Medicine, Shanghai

Background: Acute hepatitis E is frequently complicated by

cholestasis and protracted coagulopathy. However, the risk factors for

HEV induced severe jaundice and liver failure have not been suffi-

ciently studied.

Methods: A total of 236 patient with acute hepatitis E treated at our

hospital from 2011 to 2014 were retrospectively analyzed. All

patients were divided into 4 groups according to total bilirubin levels

(\2 mg/dl, 2–5 mg/dl, 5–10 mg/dl,[10 mg/dl). The risk factors for

cholestasis were analyzed. Besides, patients with severe jaundice

were divided into liver failure group and non-liver failure group. The

risk factors for HEV induced liver failure were analyzed.

Result: Old and male patients may present with severe jaundice.

Patients with history of alcohol intake and biliary stone present with

higher bilirubin (p\ 0.05). Meanwhile, cholestasis was significantly

associated with white blood cell, blood platelet and prealbumin.

Furthermore, the percentage of patients present with cirrhosis or

biliary stone and patients with bacterial infection were significantly

increased in the liver failure group.

Conclusion: The presence of underlying diseases(s) influence the

severity of hepatitis E. Cirrhosis, biliary stone and bacterial infection

were risk factors for liver failure.
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Table 1

Table 2

PP0925

HBV X protein induced tumor suppressor gene p16 promoter
methylation and lowered its expression

Yanhong Kang1

1Department of Infectious Disease, Henan Province People Hospital,

Zhengzhou

Background: Confirmed HBV X protein (HBx) by inducing p16

tumor suppressor gene promoter methylation and lowered its

expression, HBx investigate the mechanisms involved in the devel-

opment of HBV-related HCC from epigenetic perspective.

Methods: The human hepatoma cell line HepG2, stable expression of

HBx in HepG2 cell line; by Western blot to detect the expression

levels of p16 protein in HepG2, GFP/HepG2, GFP-HBx/HepG2 cells,

in order to make clear HBx influence of p16 protein expression; Use

5-Aza-20-DC demethylation agent treatment GFP-HBx/HepG2 cells,

by methylation specific PCR (MSP) assay methylation of p16 gene in

HepG2, GFP/HepG2 cells and drug-treated and untreated GFP-HBx/

HepG2 cells.

Result: GFP-HBx/HepG2 cells, Western blot analysis showed that

p16 protein levels were significantly lower than HepG2, GFP/HepG2

cells; GFP-HBx/HepG2 cells in the presence of p16 gene promoter

methylation of CpG sites section MSP detection shows, HepG2,

HepG2/GFP cells were not detected methylation, and drug-treated

GFP-HBx/HepG2 cells were able to recover unmethylated status of

p16 gene.

Conclusion: In HCC cell lines, HBx can induce p16 gene promoter

methylation, lowered its expression.

PP0926

Clinical feature analysis of patients with acute hepatitis E virus
infection

Li Wang1, Zhiqiang Zou1, Xiangzhong Liu1, Qing Lin1

1Infectious Disease Hospital of Yantai, Yantai

Background: Hepatitis E, caused by infection with hepatitis E virus

(HEV), is a common cause of enterically-transmitted acute hepatitis

in developing countries. In this study, we aimed to analysis clinical

features of acute hepatitis E patients and evaluate risk factors asso-

ciated with poor prognosis.

Methods: 115 cases enrolled in our hospital from January 2014 to

December 2015 were analyzed retrospectively. Patients were divided

into survivals of mild, survivals of liver failure and death groups

based on clinical and laboratory test. Ages, gender, biochemical,

coagulation and hematological parameters were compared between

groups. Logistic regression was used to confirm risk factors of

mortality.

Result: Of 115 cases, 103 (89.5%) were mild, 8 cases (7.0%) were

survivals of liver failure and 4 cases (3.5%) died. Acute infections

mostly affect adults, 28 to 85 (58.5 ± 11.3) years of age. Age, alanine

aminotransferase (ALT) and aspartate aminotransferase (AST) levels

have no significant difference between groups. Total bilirubin (TB),

direct bilirubin (DB), D-dimer, prothrombin time (PT), international

normalized ratio (INR), white blood cell (WBC), neutrophil (NEU),

neutrophil/lymphocyte ratio (N/L) and red cell distribution width

(RDW) elevated markedly in survivals of liver failure and death

groups compared with mild group. Blood urea nitrogen (BUN) and

serum creatinine (sCr) levels elevated notably only in death group in

comparison with mild group. Prothrombin time activity percentage
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(PTA), plasma fibrinogen(FIB) level, percent of lymphocyte (LYM)

and monocyte (MON) and platelet count (PLT) decreased markedly

in the latter two groups compare with mild group. INR and N/L were

the independent risk factors of mortality with odd ratio (OR), 8.8 and

1.284, respectively. Area under ROC curves (AUCs) of this two

factors for predicting mortality were 0.917 and 0.873, respectively.

Conclusion: Abnormalities of liver excretory function, coagulation

and hematological parameters were the most outstanding features of

severe acute HEV infection. INR and N/L were independently asso-

ciated with poor prognosis.

Area under ROC curves of INR and N/L for predicting mortality of

acute HEV infection
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Acute hepatitis A infection and HIV co-infection seemed
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Center, Taoyuan; 2Division of Hepatology, Department of
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Background: Hepatitis A virus (HAV) causes an acute hepatitis

associated with significant morbidity and occasional mortality. It

occurs worldwide and more than 10 million people got infected ear

year, especially in Asia. In Taiwan, because of the improvement of

sanitation condition, most children and young adults had no anti-

bodies against HAV. Because of the densely populated Taiwan cities,

the relative lower resistance to HAV for urban citizens, the virus

dissemination in mountainous regions, and the large amount of for-

eign travellers, there might be a great risk for outbreaks of acute

hepatitis A.

Methods: Patients diagnosed of acute hepatitis A (anti-HAV IgM+)

from 2014.12 to 2016.6 in Chang Gung Memorial Hospital, Linkou

branch, Taiwan were recruited. Various clinical parameters including

admission, ICU stay, hemodialysis, hepatic encephalopathy (HE),

ascites, infections, gastrointestinal bleeding(GIB), and laboratory data

including liver biochemistry tests and co-infected HBV, HCV and

HIV status.

Result: Between 2014.12 and 2016.6, there were 43 patients diag-

nosed of acute HAV infection in Chang Gung Memorial Hospital,

Linkou branch, Taiwan. There were 1 patient in 2014.12, 21 patients

in 2015 and 21 patients in the first half-year of 2016. 34 (79.1%) were

male and the mean age of 37.55 ± 17.35. One patient was Filipino

and the others were Taiwanese. 4 (9.7%) had travel history abroad or

Hualien recently and another one had exposure to friend back from

Malaysia. There were 4 (9.3%) with HBV co-infection, 3 (7.1%) with

HCV co-infection, 8 of 16 (50%) with HIV co-infections (all male)

and 2 of 16 patients (12.5%) had HAV + HCV + HIV co-infection,

while 4 (9.3%) had underlying liver cirrhosis (LC). 28 (65.1%)

patients were admitted to hospital while 3 (6.9%) patients were

admitted to ICU and two of them had no LC. Total one patient at age

69.2 year old, with underling disease of congestive LC, coronary

artery disease and congestive heart failure (HF) died at ICU due to

pulmonary edema and HF. 1 (2.4%) patient with LC developed HE, 5

developed ascites (12.2%) while 2 (4.8%) of them were non-LC

patients. 3 (7.3%) patients (no LC) were complicated with sepsis,

pneumonia during admission. Two (4.8%) had peptic ulcer bleeding

during admission. Using non-parametric Mann–Whitney U tests,

AFP, AST, and ALT were factors associated with admission while

BUN, INR were factors associated with ICU stay. The peak value for

AST, ALT and INR since estimated disease onset day is 8.27 ±

13.65, 6.98 ± 12.2 and 6.66 ± 10.07 days.

Conclusion: Acute hepatitis A infections seemed increasing in Tai-

wan, especially in those with HIV co-infections. Travel and exposure

history are less important since 87.8% had neither history. Although

4.8–7.3% patients without underling disease developed complications

such as ascites and infections, comorbidities such as LC and HF were

risks factor for mortalities.
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Investigation of underlying comorbidities as risk factors
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Jingna Xun1,5, Weixai Li4, Liang Chen4

1Shanghai Public Health Clinical Center and Institutes of Biomedical

Sciences, Fudan University, Shanghai; 2Key Laboratory of Medical

Molecular Virology of Ministries of Education/Health, Institute of

Medical Microbiology, Shanghai Medical College of Fudan
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University, Shanghai; 4Department of Hepatology, Shanghai Public

Clinical Center, Fudan University, Shanghai; 5School of Life

Sciences, Hebei Normal University, Shi-Jiazhuang, Hebei

Background: Symptomatic Hepatitis E virus (HEV) infection only

occurs in very few infected subjects. The risk factors for the diseases

are not completely known.

Methods: We performed a large retrospective study to explore the

risk factors for clinical outcomes in acute HEV-infected patients. In

total, the baseline characteristics, clinical outcomes, and laboratory

data of 512 symptomatic HEV-infected cases were analyzed.

Result: All patients were autochthonous sporadically HEV-infected

and mostly elders. Their symptoms varied from asymptomatic to

severe liver diseases. 215 patients (42.0%) had liver failure, decom-

pensation or both; while 45 (8.2%) patients died within 3 months.

Nearly 60% of patients had underlying chronic liver diseases (CLDs),

20% were cirrhotics, and various extrahepatic underlying
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comorbidities were common. Logistic regression analysis revealed

that underlying CLDs, especially cirrhosis, were closely associated

with disease severity (OR 8.78, P\0.001), but not with mortality in

patients with severe liver diseases. In addition to the known factors

including old age, male gender and CLDs, we identified baseline

extrahepatic tumor, diabetes, chronic respiratory and kidney diseases

as novel independent predictors for adverse clinical outcomes.

Importantly, patients without these four extrahepatic comorbidities

showed much lower mortality rate (4.2%, P \ 0.001) compared to

patients with single (18.5%) or more comorbidities (34.5%).

Conclusion: Previous comorbidities, including tumor, diabetes,

chronic liver, lung and kidney diseases, were independent risk factors

for adverse outcomes, especially mortality in HEV-infected patients.

This study provided invaluable data for improving prevention and

control of HEV in the future.

PP0929

Clinical features of acute hepatitis E super-infections on chronic
hepatitis B
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Yuling Zhang2,4, Weixia Li2, Jingjing Yan2, Min Wang2, Jingna
Xun2,4, Chuan Lu2, Yun Ling2, Yuxian Huang2, Liang Chen1,2

1Wenzhou Medical University, Wenzhou 325000, Zhejiang Province;
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4School of Life Sciences, Hebei Normal University, Shi-Jiazhuang,

Hebei Province

Background: The clinical features and the risk factors for adverse

outcomes in CHB superimposed with HEV are not clear.

Methods: This retrospective cohort study included 228 patients with

acute HEV infection (showing clinical acute hepatitis symptomatol-

ogy and positivity for anti-HEV immunoglobulin M) with underlying

CHB (confirmed by positivity for hepatitis B surface antigen and/or

hepatitis B virus (HBV) DNA within the previous 6 months) who had

been admitted to the Shanghai Public Health Clinical Center, which

represents the regional tertiary hospital for infectious diseases in

Shanghai city, China. Data for adverse outcomes were collected, and

included severe liver diseases (defined as liver failure and/or acute

liver decompensation) and liver-related mortality. Logistic regression

modeling was performed to determine the risk factors for adverse

outcomes.

Result: The symptoms caused by superimposed acute hepatitis E

(AHE) were much more severe in cirrhotic patients (n = 94) than in

non-cirrhotic patients (n = 134), as evidenced by significantly higher

liver complications (77.7% vs 28.4%, P = 0.000) and mortality rate

(21.3% vs 7.5%, P = 0.002). Most of the cirrhotic patients (n = 85,

90.4%) had no prior decompensation. Among the non-cirrhotic

patients, superimposed AHE caused progressively more severe dis-

eases that corresponded with the CHB disease stages, from immune

tolerant to immune reactivation phases. Few risk factors were iden-

tified in the cirrhotic patients, but risk factors for non-cirrhotic

patients were found to be intermediate HBV DNA levels (OR: 5.1, P

= 0.012), alcohol consumption (OR: 6.4, P = 0.020), and underlying

diabetes (OR: 7.5, P = 0.003) and kidney diseases (OR: 12.7, P =

0.005). Only 28.7% of the cirrhotic patients and 9.0% of the non-

cirrhotic patients had received anti-HBV therapy previously and, in

all cases, the efficacy had been suboptimal.

Conclusion: CHB-related cirrhosis and intermediate HBV DNA level

were associated with severe disease in superinfected patients, and

successful antiviral treatment might counter this outcome.
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Background: Nearly 119,000 cases of all cause viral hepatitis were

reported in India in 2012. Whatever may be the cause of acute viral

hepatitis, patient and their care givers modify the diet. Old literature

had recommended fat restriction, but there is now no evidence that

dietary restriction is beneficial in these patients. There is no literature

on the dietary practices in patients of acute viral hepatitis in a cos-

mopolitan city of Mumbai with a population of more than 20 million.

So we carried out this study to evaluate the dietary practices, fads and

fallacies in dietary management at Kasturba Hospital, a referral centre

for all viral hepatitis in the city of Mumbai.

Methods: This is a single centre study prospective study carried out

at Kasturba Hospital of Infectious Diseases, Mumbai from February

2015 to July 2015. All patients admitted with acute viral hepatitis and

fulfilling the case definition of Acute Viral Hepatitis were included

during the period of 6 months. Patients with any other comorbidity

were excluded from the study. A detailed history including the epi-

demiological data, clinical presentations, risk factors and dietary

effects were taken from all patients. Patients’ protein, fat and total

calorie intake per day were calculated by an expert dietician on the

basis of Indian Council for Medical Research dietary chart.

Result: A total of 265 patients seen over a period of six months were

included. Dietary modifications were seen in 208 (78.4%) patients.

The mean premorbid macronutrient intake of these patients was 1560

± 103 kcal, 35 ± 2.6 g proteins and 40 ± 3.2 g fats. After the onset of

illness before the presentation, there was a significant reduction in

total energy intake as the post-morbid calorie intake was 890 ± 44

kcal (P = 0.03). Post morbid protein intake was 15 ± 1.3 g per day

while fat intake was 17 ± 1.1 g per day. The reasons given for

decreased food intake were dietary perceptions/advice (89.9%, n =

187), anorexia (27.8%, n = 28) and nausea/vomiting (20%, n = 41).

The foods which were consumed to a greater extent (Table 1) after the

onset of illness were Plain water, sugarcane juice, coconut water,

sugarcane, other fruits, chickpeas, curd, refrigerated items, green

leafy vegetables and rice. The dietary restrictions (Table 1) made by

the patients included oily/fried food, salted food, non-vegetarian food,

spices (chilli and turmeric), milk and milk products, outside food,

refrigerated items, vegetables (Cucumber, brinjals) and bakery items

(bread, butter). A total of 148 patients of those who modified their diet

knew their weight before the onset of illness.

Conclusion: The major reason for dietary restriction in patients with

acute viral hepatitis is not the illness but the perceptions regarding the

diet. Nutritional counselling should be a part of the management of

acute viral hepatitis.
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Background: Acute viral hepatitis is a common problem in India.

Since there is no specific treatment available for acute viral hepatitis,

patients approach all streams of practitioners for allopathic, non

allopathic and even drugs of unknown composition. The present study

is carried out to study treatment practices at a primary care level in

acute viral hepatitis in a major metropolis, Mumbai.

Methods: All patients attending the Kasturba hospital of infectious

diseases with acute viral hepatitis (A, E and non A to E) were

questioned about details of treatment taken before presentation at our

centre. The questions included prescribing details of the individuals,

days of treatment taken, dosage and formulation of treatment,

licensed or unlicensed, effects and side effects of treatment and cost

incurred by the patient in a prospectively prepared questionnaire.

Result: A total 265 patients were studied over a period of 6 months

from February to July 2015. The mean age was 28.5 ± 0.7 years and

male to female ratio of 3.3:1. Eighty-two percent patients had a his-

tory of previous treatment with a mean 1.62 ± 0.04 consultations. Of

354 total consultations, 39.5% were allopathic, 30.2% were AYUSH

(Ayurveda, Yoga and Naturopathy, Unani, Siddha and Homoeopathy)

and remaining were unlicensed and unknown practitioners. Ayurvedic

drugs (Liv 52� 80%, Ayurvedic syrup/tablet 6.6%), nutritional sup-

plements (Multivitamins 82.5%, folic acid 22.3%, Vitamin C 16%)

and hepatoprotectives (Ursodeoxycholic acid 57%) were the most

common prescriptions from licensed practitioners. Unlicensed prac-

titioners prescribed powders, leaves, chuna (Lime) paste, garlands,

intranasal drops and other topical preparations as treatment.

Conclusion: In absence of specific treatment of acute viral hepatitis,

30% patients approach unlicensed practitioners. Even among licensed

practitioners, drugs of complementary medicine and nutritional sup-

plements remain the choice of treatment.
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Acute hepatitis E with hyperthyroidism: report of two cases
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Background: Hepatitis E infection is a major cause of fecal-orally

transmitted hepatitis. HEV infection has two distinct epidemiological

patterns. In some developing countries, primarily in Asia and Africa,

the disease occurs as outbreaks and as sporadic cases of acute self-

limited hepatitis. Acute hepatitis E with hyperthyroidism has been

reported rarely. Here we reported two cases of acute hepatitis E in

patient with hyperthyroidism.

Methods: Case report: Case 1: A 53-year-old woman was admitted to

our department in March 2014. She presented with a 1-month history

of nausea, anorexia with jaundice. She had a history of hyperthy-

roidism. Case 2: A 29-year-old man was admitted to our department

in September 2016. He presented with a 7-day history of nausea,

pruritus and jaundice. He has consumed poorly cooked seafood dur-

ing the 2 weeks before onset. He denied history of hyperthyroidism.

The two patients both denied the history of liver disease, the family

history and any alcohol consumption and a special medication within

2 years. Physical exam of the two patients showed a marked jaundice

without other signs of chronic liver disease. Lab tests showed anti-

HEV IgM was positive. Anti-HAV IgM, HBsAg and anti-HCV were

negative. Metabolic, hereditary and autoimmune liver disease related

tests were negative. Liver tests showed serious injury and TBil was

more than 10 times upper limit of normal. The results of thyroid

function tests and thyroid 131I Absorption Rate indicated the change

of hyperthyroidism. A clinical diagnosis of acute hepatitis E and

hyperthyroidism was made. Since the case 1 presented with symp-

toms of Hyperthyroidism include rapid heart beat, irritability, and

change in bowel habits, She was treated with radioactive iodine

during the treatment of liver disease. For the case 2, because of

asymptomatic hyperthyroidism with severe liver injury, no special

treatment for hyperthyroidism was proposed. The liver function

gradually recovered. We recommended that he should go to the

thyroid specialist for further treatment after the liver function return to

normal completely.

Result:
Conclusion: Discussion: There are mainly three reasons for liver

function test abnormality in patient with hyperthyroidism. Firstly, it is

a result of thyrotoxicosis. Secondly, antithyroid drug can induce liver

injury. Thirdly, liver injury is caused by other reason, include viral

hepatitis, autoimmune liver disease and so on. The diagnosis of

hyperthyroidism is clear in the two patients. Liver injury due to HEV

infection is made by exclusion other reasons. Because of the serious

hepatic injury, we decided whether to perform therapeutic interven-

tion to the patients according to the severity of the hyperthyroidism.

The satisfactory therapeutic effect was obtained. This may provide

reference for the treatment of similar cases.
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Background: To investigate the clinical features of extrahepatic

manifestations in acute hepatitis E patients and possible effect of

extrahepatic manifestations on natural history of hepatitis E patients.

Methods: Patients with acute hepatitis E patients from Beijing Ditan

Hospital of Capital Medical University from January 2008 to Mach

2016 were collected. The clinical features of extrahepatic manifes-

tations were analyzed retrospectively. We further divided the patients

into the observation group and the control group according to whether

there were extrahepatic manifestations. Biochemical indicators and

risk factors were compared between two groups.

Result: A total of 902 acute hepatitis E patients were enrolled. 884

(98.0%) patients recovered and 18 (2.0%) patients died. A total of 281

patients (31.2%) showed extrahepatic manifestations. The major

extrahepatic manifestations are cholecystitis (12.6%), hypokalemia

(12.1%) and anemia (6.3%). Other extrahepatic manifestations like

Guillain–Barrie syndrome, acute kidney injury, thrombocytopenia,

and thyroiditis were also showed. Patients with extrahepatic mani-

festations showed longer hospital stay than patients without

extrahepatic manifestations (P \ 0.05). While the mean ALT, AST,

TBIL, DBIL and AKP level were not showed significant difference

between the two groups. Hepatitis B virus co infected patients and

simple hepatitis E virus infection patients had no significant differ-

ence in extrahepatic manifestations (P = 0.296). Clinical prognosis

was no significant difference between the extrahepatic manifestations

group and non-extrahepatic manifestations group (P = 0.516).

Conclusion: Acute hepatitis E extrahepatic manifestations is com-

mon. The patients with extrahepatic manifestations require longer

hospital stay, but clinical prognosis is no significant difference.
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Background: To investigate the clinical characteristics of Uighur

children with hepatitis A in Hotan.

Methods: Clinical data of 96 cases of hepatitis A from April 2014 to

April 2015 in Hotan were retrospectively analyzed. The differences of

liver function before and after treatment and length of stay were

compared between the groups of ages, genders, malnutrition and

anemia in children, respectively.

Result: The average age of the children was (3.4 ± 1.9) years. The

ratio of male to female was 1.8:1. The incidence of acute hepatitis

with jaundice was 68.8%. There was no significant difference in

length of stay, ALT, AST, TBIL and DBIL between gender groups.

The level of TBIL and DBIL of school children were higher than

toddlers and preschoolers, while the value of ALT, AST and length of

stay had no statistically significant difference (Table 1). Compared to

other hepatitis A patients, there were no differences of liver function

and length of stay in malnutrition group (Table 2). There were no

differences of liver function and length of stay between hepatitis A

patients with and without anemia (Table 3). All children were treated

with compound glycyrrhizin and glutathione injection. Except for one

patient who died from liver failure, all patients were cured and

discharged.

Conclusion: The children with jaundice accounted for a major part of

the pediatric patient with hepatitis A. The school children had serious

liver damage compared with preschoolers and toddlers.
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Background: Hepatitis E virus is the causative agent of enteric viral

hepatitis. HEV is RNA genome, approximately 7.2 kb with single

strand positive sense. HEV is composed of main 4 genotypes (I–IV)

and 24 subtypes (a, b, etc.). The aim of this study was to investigate

HEV subtype in Thai isolates from 2014 to 2016 and analyze HEV

genomic heterogeneity in a whole genome characterization from two

types of specimen within a same patient.
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Methods: A total of 33 patients infected with acute HEV based on

anti-HEV IgM attending at Siriraj Hospital, Bangkok, Thailand were

investigated for HEV subtype from 2014 to 2016. Both sera and stool

were obtained for the HEV genome determination. Only one index

from a 68-year old patient with HEV infection was explored for HEV

whole genome compared between blood and stool. HEV genome was

screened by nested PCR at ORF2/ORF3 using HE361-HE364 and

HE366-HE363 primer pairs and confirmed by semi-nested PCR at

ORF2 region using HE044-HE040 and HE044-HE041 primer pairs.

In addition, HEV subtyping was performed by semi-nested PCR at

ORF2 using HE6209Fst-HE30 and HE6326Fn-HE30 primer pairs. The

entire genome sequence (50 UTR, ORF1-3, 30 UTR poly a tail) was

amplified using 12 sets of overlapping primers.

Result: According to the 33 acute HEV patients, 60% were HEV

RNA detectable at the time of onset either in both specimen or in

stool. The nucleotide sequence analysis of all HEV isolates was

80.8–99.8% similarity among them. It was found that 75% of 16

human HEV isolates were grouped into subtype 3f, each 12.5% were

subtype 3e and subtype 3i. On comparison at the nucleotide sequences

level of the whole genome, only 10 nucleotide sequences were dif-

ferent among both isolates. Most of them were synonymous

substitution but only nucleotide position at 4088 within RNA poly-

merase domain was nonsynonymous. The average ratio of

nonsynonymous to synonymous changes (dN/dS) seemed to be a

positive selection.

Conclusion: HEV genome detection was found in stool longer period

than in blood. The majority of our HEV isolates were grouped into 3f

subtype which has been reported circulating in Thai swine and human

isolates. Only some isolates were subtypes 3e and 3i which 3e was

genetically related to swine strain from Hungary and France whereas

3i was closely related to wild boar and human. Our result of HEV

infection in Thailand supports the evidence of zoonosis transmission.

Our index Thai HEV shared highest nucleotide identity over the

complete genome with other Thai HEV swine (91.4%) and human

HEV (92.8%). Only one nucleotide variation in RNA polymerase

domain could support the conserve of genetic diversity among each

individual. Therefore, HEV subtype might be the representative the

epidemiology of HEV circulation in Thailand and this HEV complete

genome might be one of the information in the database.
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Background: Hepatitis E virus (HEV) can cause self-limited acute

hepatitis. Recently, chronic infection with persistence of HEV gen-

ome for more than 6 months has been reported in

immunocompromised/immunosuppression hosts. In Thailand, it has

been demonstrated that HEV genotype 3 could be identified from

swine. Additionally, HEV isolated from Thai patients were closely

related to Thai swine isolates, supporting the hypothesis of HEV

zoonosis. Therefore, the aim of this study was to investigate the

occurrence of chronic HEV infection and its subtype in Thailand.

Methods: A total of 9 immunocompromised patients attending at

Siriraj Hospital with diagnosis of acute HEV infection based on anti-

HEV IgM were recruited from 2014 to 2016. Regarding to the acute-

to-chronic course of HEV infection, blood/stool samples from the

patients with positive HEV RNA were followed up for at least

6-month. HEV genome was detected at ORF2/ORF3 overlapping

regions by nested PCR (using HE361-HE364 and HE366-HE363

primer pairs for the first and second round, respectively) and HEV

subtype was analyzed at ORF2 region by semi-nested PCR (using

HE6209Fst-HE30 and HE6326Fn-HE30 primer pairs for the first and

second round, respectively). Phylogenetic analysis of HEV subtype

was performed by neighbor joining method.

Result: Out of the 9 immunocompromised patients, 78% (7 out of 9)

had HEV RNA detectable in blood and/or stool during the onset. It

was found that 5 out of the 7 patients, who had liver or kidney

transplantation, met the inclusion criterion of chronic HEV after the

follow up period. Prolonged HEV RNA shedding in the stool and

persistent serum HEV IgM were found for at least 6–15 months.

However, successful viral clearance and liver enzymes returning to

normal level were achieved after receiving ribavirin therapy. Five

available human HEV isolates were genotype 3 and grouped within

subtype 3f (n = 2, previously recognized in Thai swine and human

HEV isolates), 3e (n = 1) and 3i (n = 1).

Conclusion: Chronic HEV infection could be found in patients with

solid organ transplantation in Thailand. Ribavirin treatment might be

used to minimize the risk of chronic HEV infection in immunosup-

pressed patients. Prolong fecal shedding might be the source of

transmission in the environment. The patients seemed to acquire HEV

infection from HEV-contaminated pork consumption rather than

transfusion of contaminated blood during the organ transplantation.
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Background: Acute hepatitis E is an endemic disease, commonly

reported in Africa, and Southeast and Central Asia. It is a self-limiting

disease like other acute hepatitis except in pregnant patient. Although

sporadic cases of acute hepatitis E also have been reported in

developed countries, most of them are associated with travel history

to HEV-endemic area. In Korea, Hepatitis E is rarely reported.

Moreover, sporadic acute hepatitis E without travel history to HEV-

endemic area is very rare.

Methods: We experienced a sporadic cases of acute hepatitis E,

without travel history.

Result: A 54-year-old female presented with nausea and abdominal

discomfort and elevated aminotransferase. She had not recently

traveled abroad. On the 7th day of hospitalization the patient was

diagnosed with acute viral hepatitis E. It was positive for IgM anti-

HEV and showed no evidence of other viral infections or drug

ingestion history. Phylogenetic analysis of her serum revealed geno-

type-4 HEV, but she denied eating any raw meat. Symptoms and

aminotransferase levels were normalized during hospitalization.

Conclusion: This case suggest that HEV infection occurs sporadi-

cally in Korea and should be considered as a cause of cryptogenic

acute hepatitis.
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PP0938

Dynamic changes of kidney injury associated with HEV infection

Wanyun Gong1, Hang Zeng1, Ling Wang1, Jing Zhang2

1Peking University Health Science Center, Beijing; 2Beijing Youan

Hospital, Capital Medicine University, Beijing Institute of

Hepatology, Beijing

Background: Liver is the primary tissue for HEV replication.

However, many kidney diseases linked to HEV infection is emerging,

such as Glomerulonephritis, nephropathy in solid-organs transplant

patients and even immune-competent individuals. In the majority

cases developing kidney diseases associated with HEV infections, no

tissue samples were shown for the direct relationship. We aimed to

explore the dynamics of kidney injury during HEV infection using

SPF rabbits in order to find some laboratory evidences to confirm the

unknown clinical kidney disease associated with HEV infection.

Methods: 17 acute hepatitis E patients’ samples were retrospectively

analyzed and 12 patients with acute hepatitis E were prospectively

analyzed. 16 3-month old SPF New Zealand white rabbits designated

as G1 (n = 13) and G2 (n = 3). Rabbits in G1 were inoculated

intravenously with 1 ml of HEV-positive inoculum, while G2 group

was challenged with negative inoculum. 3 rabbits were respectively

euthanized for necropsies at the peak values of serum creatinine and

when fecal shedding of HEV disappeared. One rabbit in G1 devel-

oped chronic hepatitis E with persistent fecal shedding of HEV RNA

has been observed more than 24 weeks.

Result: Part of kidney parameters was slightly higher than the normal

range in 17 of 67 serum samples. In prospective analysis, 2 patients

with diabetes were excluded from analysis. Serum creatinine level

was persistently exceeded the standard range for 15 days and peaked

once. Serum creatinine values among weeks presented a dynamics

curve similar to that of ALT level in acute or chronic HEV infection.

HEV-Ag was positive in 2 rabbits when HEV was undetectable in

stool samples. The positive kidney section for HEV antigen was

relatively larger in size compared to the liver tissue after the end of

the fecal virus shedding, while the outcome was converse in acute

phase of HEV infection. This result was further confirmed by the

analysis of HEV RNA using real-time PCR.

Conclusion: The results of this study showed that rabbits with HEV

infection presented the clinical symptoms of acute hepatitis E, part of

them developed into chronicity and kidney injury. ALT and serum

creatinine showed significant discrepancy between pre-inoculation

and post-inoculation and inflammatory changes in kidney associated

with HEV infection. The duration of positivity of HEV-Ag was longer

than that of in feces. The results indicated that kidney diseases in

patients with hepatitis E may result from HEV infection. Besides,

HEV was undetectable in urine samples may be taken as the reference

of withdrawal in hepatitis E treatment.

PP0939

Molecular analysis of acute icteric hepatitis E in Bangladesh-
report from a tertiary centre

Mohd Harun Or Rashid1, Shaikh MOhammad Fazle Akbar2, Md
Khalilur Rahman3, Mohammad Mahbubur Rahman Khan3,
Mamun Al Mahtab4

1Assistant Professor of Hepatology; 2Consultant Toshiba General

Hospital, Tokyo,Japan; 3Associate Professor of Medicine;
4Bangabandhu Sheikh Mujib Medical University, Dhaka, Bangladesh

Background: Acute hepatitis due to hepatitis E virus (HEV) is epi-

demic in Bangladesh, but its epidemiological characteristics and

virological feature and genotype remain obscure. To find out these

parameters this study was done.

Methods: This is a randomized cross-sectional study done in Raj-

shahi Medical College, Bangladesh during January–February 2010

when an outbreak of acute icteric hepatitis E occurred. Total 200

patients with visible jaundice visited in the hospital were included.

Male 177, Female 23. Mean age 29.3 ± 10.1 (range 3–60 year). All

viral markers were done in all patients. 200 patients were positive for

Anti HEV-IgM (ELISA) within a period of 1 month (January–Fe-

bruary 2010).

Result: Clinical and epidemiological data were collected from these

patients using questionnaires. Nucleic acids were isolated from 15

patients who were selected at random to ascertain their genotypes.

Most patients were icteric and complained of vomiting, fever, itching

and abdominal pain. All 15 HEV sequences formed a single cluster

with in genotype 1a. Two of the 7186-nt HEV sequences were 99.8%

identical.

Conclusion: This is the first study to report the clinical, epidemio-

logical, and molecular characterization of an outbreak of acute

hepatitis E in Bangladesh.

PP0940

Incidence trends of acute viral hepatitis in adults: a multi-centre
study from Turkey

Necla Tulek1, Fatma Sebnem Erdinc1, Yunus Gurbuz2, Sila
Akhan3, Meliha Cagla Sonmezer1, Deniz Ozkaya4, Kaya Suer5,
Nese Demirturk6, Fatma Korkmaz7, Aynur Aynioglu8, Esra Kaya
Kilic1, Cigdem ataman Hatipoglu1, Derya Keten9, Fatma Yilmaz
Karadag10, Nazlim Aktug Demir11, Pinar Korkmaz12, Bilgehan
Aygen13, Gule Cinar Aydin14, Zeynep Ture13, Mehmet Ucar15,
Study Group Viral Hepatitis Study Group16

1Department of Infectious Diseases and Clinical Microbiology,

Ankara Training and Research Hospital, Ankara, Turkey; 2SB

Diskapi Yildirim Beyazit Training and Research Hospital, Ankara,

Turkey; 3Kocaeli University Medical Faculty, Kocaeli, Turkey;
4Karsiyaka Hospital, Izmir, Turkey; 5Near East University, Faculty of

Medicine, Nicosia, Turkey; 6Department of Infectious Diseases and

Clinical Microbiology, Kocatepe University Faculty of Medicine,

Afyon, Turkey; 7Department of Infectious Diseases and Clinical

Microbiology, Konya Training and Research Hospital, Konya,

Turkey; 8Zonguldak Ataturk Hospital, Zonguldak, Turkey;
9Kahramanmaraş State Hospital, Kahramanmaraş, Turkey; 10Istanbul

Medeniyet University, Istanbul, Turkey; 11Department of Infectious

Diseases and Clinical Microbiology, Selcuk University Faculty of

Medicine, Konya, Turkey; 12Dumlupinar University, Faculty of

Medicine, Kutahya, Turkey; 13Department of Infectious Diseases and

Clinical Microbiology, Medical School of Erciyes University,

Kayseri, Turkey; 14Afyonkarahisar State Hospital Infectious Diseases

Department, Afyonkarahisar, Turkey; 15Siirt State Hospital, Siirt,

Turkey; 16Turkish Society of Clinical Microbiology and Infectious

Diseases, Istanbul, Turkey

Background: With the implementation of hepatitis B (1998) and

hepatitis A vaccines (2012) and improved infrastructure conditions in

Turkey, the incidence of acute viral hepatitis A and B are expected to

decrease gradually. The aim of this multicentre study is to evaluate

the incidence and clinical course of acute viral hepatitis in adults in

recent years.

Methods: The study is performed by members of Viral Hepatitis

Study Group of Turkish Society of Clinical Microbiology and
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Infectious Diseases (Klimik) The data was collected retrospectively

from 15 centres in seven different regions of Turkey. Acute viral

hepatitis evaluation forms including patient’s demographics, relevant

risk factors, type of hepatitis, prognosis were sent and collected in

yearly basis. Data collection was performed between January and

March 2016. The diagnosis of acute viral hepatitis was made based on

a compatible history, the presence of typical symptoms, and an

increase in serum aminotransferase levels five times above the upper

normal limit. Type of acute viral hepatitis was determined according

to the hepatitis markers measured by using ELISA. Statistical analysis

of the data was performed by using Epi-info.

Result: Of the total 435 patients, 252 (58%) were males, 183 (42%)

were females with a median age of 30 years. The case numbers of

acute viral hepatitis A, hepatitis B, hepatitis C, and non-A, non-B,

non-C, (non-ABC) hepatitis were 157 (36.2%), 259 (59.5%), 11

(2.5%) and 8 (1.8%) respectively. Fulminant liver failure developed

in 16 (6%) patients with acute hepatitis B and in 3 (1.9%) patients

with acute hepatitis A. Death occurred among 1.5% of cases with

acute hepatitis B. The chronicity rate was 9% for acute hepatitis B,

and 64% for acute hepatitis C. The percentages distribution for var-

ious type of acute viral hepatitis and trends according to the recent 6

years are shown in figure.

Conclusion: Acute hepatitis A and acute hepatitis B infections are

still a problem for adults in our country. The impact of childhood

vaccination on the prevalence and incidence of adult cases should be

monitored.

PP0941

Co-infection of acute viral hepatitis A and B: a case report

Meliha Cagla Sonmezer1, Necla Tulek1, Fatma Erdinc1, Gunay
Ertem1

1Ankara Training and Research Hospital, Ankara, Turkey

Background: Most common causes of acute viral hepatitis are hep-

atitis A virus (HAV) and hepatitis B virus (HBV). Although the HAV

and HBV are belong to different classes and their transmission, epi-

demiology, pathogenesis, and clinical course are distinct, they cause

acute viral hepatitis with similar clinical manifestations. Concomitant

HAV infection in the patients with chronic hepatitis B may cause

different clinical presentations through self limiting diseases to ful-

minant hepatitis due to underlying pathology. Acute hepatitis A virus

and acute HBV virus co-infection is a rare condition. In here, we

report a case diagnosed as acute hepatitis A and acute hepatitis B co-

infection.

Methods: Case: Thirty-five years old, male patient, presented with

jaundice, dark urine, fatigue, loss of appetite, noisea. There was no

clear history regarding the transmission of disease. Physical exami-

nation showed, no specific signs except, icterus and right upper

quadrant tenderness. The laboratory findings were as ALT: 908 U/L,

AST: 453 U/L, GGT: 128 U/L, ALP: 143 U/L, total bilirubin: 16.67

mg/dl, direct bilirubin: 10.52 mg/dl, prothrombin time: 17.4 s (N:

9.1–12.1 sn), anti HAV IgG (+), anti HAV IgM (+), HBs Ag (+), anti

HBc IgM (+), HBeAg (+), anti Hbe (-) anti HCV (-), anti delta (-)

and HBV DNA: 156,573 IU/ml. Since the liver enzymes were normal

and HBs Ag was negative two months ago; the patient was diagnosed

as, acute hepatitis B infection and hepatitis A coinfection and hos-

pitalized. After one week, his liver enzymes were decreased (ALT:

310 U/L; AST: 155 U/L) and his clinical findings were regressed. He

was discharged During follow-up total bilirubin, direct bilirubin and

prothrombin time drew back to normal range in the first month, and so

did AST, ALT, ALP, GGT levels in the second month and six months

later HBsAg (-), antiHBs (+).

Result:
Conclusion: We could not differentiate co-infection from superin-

fection in this case. It seems that the course of simultaneous infection

is not worst than that caused by either acute hepatitis A or hepatitis A,

PP0942

Acute hepatitis A and hepatitis E viral infections in Urban India:
a hospital based study

Sarman Singh1, Varun Goel1,2, Dinesh Kumar1

1All India Institute of Medical Sciences, Delhi, India; 2India

Background: Hepatitis A and hepatitis E are both enterically trans-

mitted diseases caused by hepatitis A virus (HAV) and Hepatitis E

virus (HEV). Both occurring in epidemic as well as in sporadic forms.

There is limited data on large scale hospital based studies from India.

This study was done to determine incidence of HAV, HEV and co-

infection of these two, in patients presenting with acute viral hepatitis

to a tertiary care hospital of North India.

Methods: This retrospective observational study was carried over a

period of 5 years (January 2010–December 2014). During this period

data of 3427 consecutive patients presenting with acute viral hepatitis

were included. Serum samples were analysed for the frequency of

IgM anti-HAV and IgM anti-HEV using commercially available kits

(Roche diagnostics, Mannheim, Germany) in fully automated Cobas�

6000 modular analyser.

Result: There was wide age range of patients from 1 to 93 years. The

over all prevalence of anti-HAV-IgM and anti-HEV-IgM antibodies

was 7.2 and 7.3%, respectively. However, anti-HAV-IgM were sig-

nificantly more predominant among the children less than 10 years

(37.7%) and in young adults (13.3%). The incidence decreased

steadily reaching to 1.2% in adults more than 40 years. In contrast

anti-HEV-IgM were significantly more common in the age group of

21–30 years (9.1%). However, the incidence remained not signifi-

cantly unaltered in extremes of age groups, 4.3% in children less than

10 years and 7.1% in adults aged more than 40 years (Table 1). Co-

infection of HAV and HEV was significantly less (2.8%) in our cohort

than the studies reported from South India. Co-infected patients had

poorer outcome.

Conclusion: Overall the incidence of both HAV and HEV was lower

than the incidence rates reported from rural south India. However,

hepatitis A virus infection was more in children while for Hepatitis E

infection, no age was immune, but most cases were seen in most

productive age group. Both the infections were more common in

males than females possibly due to more outdoor activities by the

males.
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Small surface antigen variants of hepatitis B virus associated
with chronic hepatitis B patients’ responses to telbivudine
treatment

Hui Dong1, Bin Zhou2, Weirong Jin3, Jian Sun2, Guoping Zhao1,
Jinlin Hou2, Yungang He4

1Shanghai-MOST Key Laboratory of Health and Disease Genomics,

Chinese National Human Genome Center at Shanghai, Shanghai;
2State Key Laboratory of Organ Failure Research, Guangdong

Provincial Key Laboratory of Viral Hepatitis Research, Department

of Infectious Diseases, Nanfang Hospital, Southern Medical

University, Guangzhou; 3Shanghai Shenyou Biotechnology Co., Ltd.,

Shanghai; 4CAS Key Laboratory of Computational Biology, CAS-

MPG Partner Institute for Computational Biology, CAS Key

Laboratory of Synthetic Biology, Institute of Plant Physiology and

Ecology, Shanghai Institutes for Biological Sciences, Chinese

Academy of Sciences, Shanghai

Background: Nucleos(t)ide analogues (NAs) are widely used to treat

chronic hepatitis B virus infection, but drug resistance is common.

Some critical mutations in the reverse transcriptase domain, such as

rtA181T, rtM204I/V, and rtN236T, are responsible for the develop-

ment of drug resistance to NAs. The role of hepatitis B virus surface

(S) gene variants in drug resistance is unknown. Although telbivudine

is not recommended as first-line antiviral therapy for CHB by major

international guidelines, it is still widely used in China as a cheap-

price medicine. We are trying to investigate the dynamics of S gene

mutations and how they relate to a patient’s virologic response to

telbivudine treatment in this study.

Methods: Thirty patients with chronic hepatitis B were enrolled and

serum samples were collected at multiple time-points during treat-

ment with telbivudine (EFFORT study, NCT00962533). The Ethics

Committee of Nanfang Hospital, Southern Medical University

approved the study, and written informed consent was obtained from

all subjects. HBV DNA was extracted from serum samples and the

coding regions of the small surface antigen (S-HBsAg) were

amplified and sequenced using the 454 GS FLX+ System. Mutation

analysis was performed using SAMtools.

Result: The patients enrolled in this study were categorized into

complete virologic response (CVR) group (n = 10) and partial

virologic response (PVR) group (n C 20). The baseline characteristics

did not differ significantly between the CVR and PVR groups. The

sG44E mutation was detected in 8 of 10 individuals in the CVR group

and in 14 of 20 individuals of the PVR group at baseline, being the

most common mutation among the 30 patients involved in this study.

Various truncated mutations were observed in the CVR and/or PVR

groups, such as sC69*, sW74*, sL95*, sC138*, sW182*, sW201*,

and sL216*. Sequencing results further revealed different dynamics

of nonsynonymous mutations, such as sL9P, sN40S, sG44E, sW172*,

sW182*, and sS187F, between patients with a complete virologic

response and those with a partial virologic response (Figure 1). The

viral population heterogeneity decreased at week 12 of telbivudine

treatment in patients with a complete virologic response, with a

concomitant decline in nonsynonymous mutations (from an average

of 14 to 9.9 per sample) and an increase in the frequencies of major

variants (from 14.3 to 40.4%) (Figure 2).

Conclusion: Our findings suggest that the decrease in viral population

heterogeneity at an early stage of telbivudine treatment is associated

with the subsequent optimal virologic response, and the early

appearance of some specific mutations, such as sG44E, sW172*, and

sW182*, is a potential indicator of a partial virologic response in

continuing therapy.

PP0944

The study of the renal function indexes of patients with chronic
hepatitis B virus infection

Li Hai1

1Department of Hepatopancreatobiliary and Splenic Medicine,

Affiliated Hospital of Logistical College of Chinese People’s Armed

Police Force, Tianjin

Background: Clinically, HBV infection is observed to be associated

with nephropathy. And the renal function must be monitord during the

nucleoside analogs treatment. Identification of reliable and sensitive

markers of early renal dysfunction would be helpful for the selection

of medicines. In this study, we discussed accurate assessment and

early detection of renal dysfunction in CHB.

Methods: 22 patients with HBV infection in our hospital were

enrolled in this study. We collected the informations of general sit-

uation, renal and liver functions, lab tests of early renal damage

(Microalbumin uria, urine transfer (uTrf), urine IgG, urine beta 2

microglobulin (Ub2-MG), urine NAG, serum cystatin C (serum

CysC), serum retinol binding protein (sRBP), serum beta 2

microglobulin (sb2-MG), liver hardness, surface antigen (sAg)

quantification, HBV DNA quantitative, coagulation parameters and

platelet. We also calculated the eGFR by abbreviated MDRD equa-

tion (aMDRD), the China-abbreviated MDRD equation (c-aMDRD),

the Chronic Kidney Disease Epidemiology Col-Laboration (CKD-

EPI) equation and CHINAcr-cys equation. All patients were checked

by 99mTc-DTPA dynamic radionuclide imaging examination to get

mGFR as the reference standard, be calling rGFR for the comparison

with the estimated GFR (eGFR). We tested the accurate of these

eGFR by Bland–Altman. And Logistic analysis of rGFR were done

with lab tests of early renal injury.

Result: The age of 22 patients were 50 ± 11, serum creatinine (sCr)

level was 73.22 ± 21.03 lmol/L, rGFR level was 79.22 ± 21.01 ml/

min/1.73 m2. While the eGFR calculated by f aMDRD, c-aMDRD,

CKD-EPI equation and CHINAcr-cys equation were 103.3 ± 24.80
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ml/min/1.73 m2; 127.4 ± 30.58 ml/min/1.73 m2; 97.48 ± 16.43 ml/

min/1.73 m2; 84.95 ± 20.38 ml/min/1.73 m2 respectively. And the

difference between the four results of eGFR and rGFR were 5.946 ±

24.80 ml/min/1.73 m2; 30.02 ± 30.58 ml/min/1.73 m2; 0.08 ± 16.43

ml/min/1.73 m2 and 5.73 ± 21.27 ml/min/1.73 m2 respectively; All

four width limit is greater than the mean minimum values of 1/2

(39.61). So there were poor consistency between rGFR and these four

kinds of eGFR. Logistical regression analysis showed that urin NAG

(10.65 ± 6.32U; OR 1.73) and sRBP (36.53 ± 18.04 mg/L; OR 4.73)

were the independent risk factors to judge if the patient with lower

rGFR or not. And serum CysC (1.0 ± 30.37 mg/L), sb2-MG (2.31 ±

0.96 mg/L), ub2-MG (0.48 ± 0.82 mg/L), uTrf (2.24 ± 0.25 mg/L),

urine IgG (5.27 ± 2.99 mg/L), microalbumin (15.57 ± 13.03 mg/L)

were poor correlation with rGFR.

Conclusion: HBV-associated renal involvement may be more com-

mon than expected and should be taken more seriously. Although

various GFR estimating formulas could be used to calculate eGFR,

yet in patients with chronic HBV infection, it cannot reflect the ture

GFR (tGFR).

PP0945

High prevalence of occult hepatitis B virus infections in patients
infected with HIV-1 through blood donation or transfusion
in China

Hong-Xia Liang1, Zu-Jiang Yu1, Qing-Lei Zeng1

1Department of Infectious Diseases, The First Affiliated Hospital of

Zhengzhou University, Zhengzhou

Background: Occult hepatitis B virus (HBV) infection (OBI) is a

public health problem, especially in human immunodeficiency virus

(HIV)-infected populations. However, data regarding the prevalence

and characteristics of OBI in untreated patients infected with HIV-1

through blood donation or transfusion are lacking.

Methods: A cross-sectional study was conducted to identify OBI in

187 HIV-1-positive patients infected through blood transmission from

1988 to 1995 in the Henan Province of China who underwent

antiretroviral treatment at our unit from 2000 to 2005. Serum HBV

markers, anti-HCV antibody, HCV RNA level, and CD4 counts were

measured and liver function tests were performed in all patients.

Result: On average, patients were 40.5 years old, and 62.6% of

patients were male. The rate of hepatitis B surface antigen (HBsAg)

negativity was 95.2% (178/187), and 28.3% (53/187) of patients had

OBI. HCV RNA was detected in 73.6% (39/53) of cases with OBI.

The alanine aminotransferase level was higher (68.7 ± 29.5 vs 54.9 ±

29.2 U/L, p = 0.006) whereas the CD4 count (221.8 ± 133.1 vs 329.4

± 172.9 cells/lL, p \ 0.001) was lower in patients with comorbid

HIV-1 infection and OBI than patients with HIV-1 infection alone.

Conclusion: This study indicated that the prevalence of comorbid

HIV-1 infection and OBI was high and liver damage was severe in

patients infected with HIV-1 through blood transmission, which

suggests that HBV DNA testing should be routinely performed on

these patients to identify comorbid OBI.

Figure 1. Derivation and definitions of the study population.

PP0946

Occult HBV infection in immunized neonates born to HBsAg-
positive mothers: a prospective and follow-up study

Ying Lu1, Ya-Lin Liu1, Jing-Jing Nie1, Xiao-Feng Liang2, Ling
Yan1, Fu-Zhen Wang2, Xiang-Jun Zhai3, Jian-Xun Liu4, Feng-Cai
Zhu3, Zhan-Jun Chang4, Jie Li1

1Department of Microbiology and Center of Infectious Disease,

School of Basic Medical Sciences, Peking University Health Science

Center, Beijing; 2Chinese Center for Disease Control and Prevention,

Beijing; 3Department of Infectious Disease, Jiangsu Provincial Center

for Disease Control and Prevention, Nanjing; 4Department of Major

Projects, Zhengzhou Municipal Center for Disease Control and

Prevention, Zhengzhou

Background: Occult HBV infection (OBI) has been reported in

infants born to HBsAg-positive mothers despite immunization. This

study aims to determine the maintenance of this status in a prospec-

tive birth cohort.

Methods: A total of 158 neonates born to HBsAg-positive mothers

were enrolled. All received passive-active immunization against HBV

according to a 0-1-6 schedule. Sera were collected at 7 months of age.

Those diagnosed with OBI were serially followed up at 12, 24 and 36

months of age. HBV serological markers were determined by Abbott

i2000 system. HBV DNA was quantitated by Abbott m2000 system.

Standard PCR followed by direct sequencing were applied for

mother–child HBV pairs. Homology and phylogenetic comparisons

were done by BLAST and Mega 5.

Result: All the 158 neonates were HBsAg-negative and anti-HBs-

positive at 7 months of age, and 32 (20.3%) of them were diagnosed

with OBI, with a median HBV DNA level of 1.97 (1.20–3.71) log IU/

mL. Of them, HBV DNA was positive in 25.0, 21.9 and 7.7% at 12,

24 and 36 months of age, respectively. HBV DNA disappeared at one

of the follow-up points in 31 neonates, however, rebounded to low

levels in 6 of them thereafter. HBV DNA persisted at low levels

during follow-ups in the other one neonate apart from the above 31.
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All remained negative for HBsAg. Only two (6.3%) neonates were

positive for anti-HBc after 24 months of age. HBV showed close

homology and phylogenetic relationships for mother–child pairs.

S-escape mutant, G145R, was not discovered. The first vaccine dose

within 6 h of birth significantly reduced the occurrence of OBI (59.4%

vs. 83.3%, p = 0.003).

Conclusion: HBV may be controlled in immunized neonates of

HBsAg-positive mothers, after being diagnosed with OBI. Timely

vaccination against HBV may provide the utmost protection. Long-

term and close monitorings are needed.

PP0947

Hepatitis B vaccine alone may be enough for preventing hepatitis
B virus transmission in neonates of HBsAg (+)/HBeAg (2)
mothers

Ying Lu1, Xiao-Feng Liang2, Fu-Zhen Wang2, Ling Yan1, Rong-
Cheng Li3, Yan-Ping Li3, Feng-Cai Zhu4, Xiang-Jun Zhai4, Jie
Li1, Hui Zhuang1

1Department of Microbiology and Center of Infectious Disease,

School of Basic Medical Sciences, Peking University Health Science

Center, Beijing; 2Chinese Center for Disease Control and Prevention,

Beijing; 3Guangxi Zhuang Autonomous Region Center for Disease

Control and Prevention, Nanning; 4Department of Infectious Disease,

Jiangsu Provincial Center for Disease Control and Prevention,

Nanjing

Background: To prospectively evaluate the efficacy of vaccine alone

compared with vaccine plus HBIG for preventing HBV transmission

in neonates of HBsAg (+)/HBeAg (-) mothers.

Methods: Combined immunization is currently recommended for

neonates of HBsAg (+) mothers in China. As a result, a randomized

design is infeasible due to ethical reasons. In practice, Guangxi

Zhuang Autonomous Region and Jiangsu Province implement vac-

cine alone and vaccine plus HBIG strategies for neonates born to

HBsAg (+)/HBeAg (-) mothers, respectively. We alternatively

enrolled neonates of HBsAg (+)/HBeAg (-) mothers from these two

regions. Three doses of a recombinant yeast-derived hepatitis B

vaccine were given at 0, 1 and 6 months with or without HBIG at

birth.

Result: At 7 months, sera were collected from 132 neonates in

Guangxi Zhuang Autonomous Region and 752 neonates in Jiangsu

Province. Baseline characteristics of both mothers and neonates were

comparable in the two regions. No differences were revealed

regarding the occurrence of perinatal HBV transmission with or

without HBIG at birth [0.1% (1/752) vs. 0.0% (0/132), p = 1.000].

The anti-HBs response rates were 97.7% (129/132) and 98.5% (740/

751) for the neonates with vaccine alone and with HBIG (p = 0.758),

respectively. Vaccine alone induced a significantly higher anti-HBs

GMC as compared to vaccine plus HBIG at 7 months of age (1555.3

mIU/mL vs. 654.9 mIU/mL, p \ 0.0001). At 12 months of age,

protective levels of anti-HBs remained in 97.4% (596/612) and 98.3%

(118/120) of the neonates receiving and not receiving HBIG,

respectively (p = 0.771). The neonates receiving combined prophy-

laxis had a markedly lower anti-HBs GMC (210.7 mIU/mL vs. 297.0

mIU/mL, p = 0.011). Horizontal HBV transmission occurred in none

of the successfully immunized neonates for both compared groups at

12 months of age.

Conclusion: Vaccine alone may be enough for preventing HBV

transmission in neonates of HBsAg (+)/HBeAg (-) mothers.

PP0948

A prospective study to determine the threshold of maternal HBV
DNA levels for antiviral treatment to reduce HBV perinatal
transmission

Ying Lu1, Xiao-Feng Liang2, Feng-Cai Zhu3, Jian-Xun Liu4,
Xiang-Jun Zhai3, Fu-Zhen Wang2, Zhan-Jun Chang4, Fu-Qiang
Cui2, Ling Yan1, Kai-Ping Wei1, Xin Zhang1, Po-Lin Chan5, Jie
Li1, Hui Zhuang1

1Department of Microbiology and Center of Infectious Diseases,
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Beijing; 3Department of Infectious Diseases, Jiangsu Provincial

Center for Disease Control and Prevention, Nanjing; 4Department of
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Prevention, Zhengzhou; 5World Health Organization China

Representative Office, Beijing

Background: Perinatal HBV transmission occurs in infants of

mothers with high viral loads despite timely passive-active immu-

nization. This study aims to prospectively investigate the rate and risk

factors of immunoprophylaxis failure.

Methods: A total of 1,177 neonates of HBsAg-positive mothers

received passive-active immunoprophylaxis. Post-vaccination sero-

logic testing was done at 7 months of age. HBV serological markers

were determined by Abbott i2000 System. Pre-delivery maternal

HBV DNA was quantitated by Abbott m2000 System.

Result: HBeAg-positive mothers (419/1177, 35.6%) had significantly

higher viral loads than their HBeAg-negative counterparts (8.12 log

IU/mL vs. 2.54 log IU/mL, p \ 0.001). The proportions with viral

loads of C7 log IU/mL were 77.3% (324/419) and 0.7% (5/758)

among HBeAg-positive and HBeAg-negative mothers, respectively.

Twenty neonates born to HBeAg-positive mothers with high viral

loads (median 8.38; range 7.82–9.22 log IU/mL) were perinatally

infected. The rates of immunoprophylaxis failure were 0.0% (0/848),

4.4% (4/90), 6.4% (15/233) and 16.7% (1/6) at maternal viral loads of

\7, 7–8, 8–9 and C9 log IU/mL, respectively. After adjustment for

maternal age, HBeAg status, HBsAg titer, newborn gender, birth

weight, birth type and feeding practice, maternal viral load was the

only risk factor of immunoprophylaxis failure with statistical signif-

icance (adjusted OR for each log IU/mL increase, 3.78; 95% CI

1.46–9.80; p = 0.006).

Conclusion: Timely passive-active immunoprophylaxis completely

prevents perinatal HBV transmission in infants with maternal viral

loads of\7 log IU/mL. Antivirals should be considered for mothers

with HBV DNA levels of C7 log IU/mL in late pregnancy to reduce

perinatal HBV transmission.

PP0949

Breastfeeding and natural vaginal delivery is safe for newborns
even born to mothers carrying high hepatitis B virus load
after combined passive-active immunoprophylaxis

Chong Wang1, Chuan Wang2, Jing Jiang1, Junqi Niu1

1First Hospital of Jilin University, Changchun; 2Beijing Chaoyang

Maternal and Child-Care Centre, Beijing

Background: Mother-to-child transmission (MTCT) of hepatitis B

virus(HBV) occurs despite active–passive immunoprophylaxis in

babies with high maternal viral load. This study was designed to
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explore the risk factors especially feeding pattern and delivery mode

associated with MTCT of HBV in mothers carrying high HBV DNA.

Methods: A total of 449 HBsAg positive mothers with HBV DNA

above 6 log 10 IU/ml and their infants were selected as the study

subjects at First Hospital of Jilin University from July 2012 to April

2015. All infants received three doses of 20 lg hepatitis B vaccine (at

birth within 2 h, 1 and 6 months of age) and one-dose of 100 IU HBIG

(at birth within 2 h). 70 mothers had received Telbivudine therapy

starting at 32 weeks of pregnancy. The infants’ venous blood was

collected at 7 after birth for the detection of HBV markers. Factors

associated with immunoprophylaxis failure were analyzed by

unconditional logistic regression.

Result: Totally 449 infants born to 449 HBV-infected mothers were

analyzed, with 141 breastfed and 308 formula-fed, and 108 vaginal

delivery and 341 cesarean. The MTCT rate was 3.34% (15/449).

Further logistic regression analysis showed that HBV DNA levels

C108 IU/ml (OR 11.25, 95% CI 1.45–87.28) was independently

associated with immunoprophylaxis failure. After adjusting for other

factors, delivery mode (Adjusted OR 2.81, 95% CI 0.91–8.67, P =

0.073) and feeding pattern (Adjusted OR 1.33, 95% CI 0.44–4.01, P

= 0.611) were not found associated with MTCT of HBV. After

removing 70 babies whose mothers had received antiviral therapy

during pregnancy, the failure rate was 4.0% (15/379). The same risk

factor analysis results existed in this non-antiviral subgroup.

Conclusion: Mothers carrying high HBV DNA load are not necessary

to modify delivery mode for MTCT reasons if HBV vaccine and

HBIG for infants are used. Breastfeeding after immunoprophylaxis

does not add MTCT transmission risk.

PP0950

The power of GPR for predicting liver fibrosis and cirrhosis may
be affected by different scoring systems of liver fibrosis in patients
with chronic hepatitis B

Jingwen Wu1, Beidi Zhu1, Minhui Dong1, Sisi Yang1, Jing Li1,
Xun Qi1, Richeng Mao1, Xueping Yu1,2, Jiming Zhang1

1Department of Infectious Diseases, Huashan Hospital Affiliated to

Fudan University, Shanghai; 2Department of Infectious Diseases,

First Hospital of Quanzhou Affiliated to Fujian Medical University,

Quanzhou

Background: Maud Lemoine et al. found that gamma-glutamyl

transpeptidase (GGT)-to-platelet ratio (GPR) was significantly better

than aspartate transaminase-to-platelet ratio index (APRI) and Fib-4

(based on age, ALT, AST and platelet count) in predicting liver

fibrosis and cirrhosis staged by Metavir score in sub-Saharan Africa.

However, whether the predictive efficiency of these 3 markers may be

heterogeneous in different race, etiology of liver disease and scoring

systems of liver pathological remains unknown.

Methods: We retrospectively analyzed 126 CHB patients who were

biopsied at the first hospital of Quanzhou between January 2005 and

December 2009. The degree of liver necroinflammation and fibrosis

were scored according to the Scheuer score.

Result: Our results showed that the GPR, aspartate transaminase-to-

platelet ratio index (APRI) and Fib-4 (based on age, ALT, AST and

platelet count) were all significantly increased with the progress of

liver fibrosis. In addition, the GPR, APRI and Fib-4 were also

markedly higher in patients with moderate to severe fibrosis (CS2, n

= 81) than those with no or mild fibrosis (\S2, n = 45). However, the

area under the receiver operating characteristic curve (AUROC) for

predicting liver fibrosis were 0.732 (0.646–0.807) for GPR, 0.751

(0.666–0.824) for APRI and 0.685 (0.596–0.765) for Fib-4. And the

lowest AUROC value was seen in GPR 0.708 (0.621–0.786) when

compare with APRI (0.717 [0.630–0.794]) and Fib-4 (0.870

[0.799–0.924]) in predicting liver cirrhosis (S4, n = 11).

Conclusion: The GPR did not have the best AUROC value for pre-

dicting liver fibrosis and cirrhosis, which scored according to the

Scheuer score, in patients with CHB in Chinese population.

Figure 1 The non-invasive markers were associated with liver fibrosis

(A) GPR; (B) APRI; (C) Fib-4. (D) ROC curve predict liver moderate

to severe fibrosis (S2) and liver cirrhosis (S4). GPR, gamma-glutamyl

transpeptidase (GGT) -to- platelet ratio; APRI.

PP0951

To observe of clinical effectiveness by adding-on adefovir
in lamivudine- resistant decompensated cirrhosis cases

Wang Fang1, Kou Jun Feng1

1PLA General Hospital, Lanzhou Military Area Command, Lanzhou

Background: This study was carried out to observe the effectiveness

and safety for decompensated cirrhosis cases with lamivudine-resis-

tant HBV mutants using lamivudine combined adefovir.

Methods: 14 cases of decompensated cirrhosis with lamivudine-re-

sistant HBV mutants, HBsAg, HBeAg, HBcAb-positive and HBV

DNA level [105 copies/mL, were treated with lamivudine 100 mg

combined adefovir 10 mg once daily. The clinical effectiveness after

6 months and adverse events during treatment were observed.

Result: The level of ALT, AST, Tbil, Alb, and PTA were improved

distinctly after 6 months (P \ 0.05). The rates of serum ALT, AST

and Tbil normalization were 57.1, 42.8, 50.0%, respectively. HBV

DNA levels undetectable (\1000 copies/mL), HBeAg seronegative

and seroconversion were 50.0, 28.4 and 7.1%, respectively (P\0.05).

These cases with ascites were all subsidised. There was no obvious

renal toxicity and adverse events. No adefovir-related HBV mutations

were identified.

Conclusion: The effection of lamivudine combined adefovir is

stable and safe for decompensated cirrhosis with lamivudine- resistant

HBV mutants.
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PP0952

Simultaneously high prevalences of hepatitis B and C virus
infections in a population in Putian County

Yuan Huang1, Wenping Lu1, Shiwei Yang1, Riga Su1, Jiahong
Dong1

1Center for Hepatobiliary and Pancreatic Diseases, Beijing Tsinghua

Changgung Hospital, Medical Center, Tsinghua University, Beijing

Background: This study investigated a rare area of endemicity with a

high prevalence of both hepatitis B virus (HBV) and hepatitis C virus

(HCV) infections, in Putian County, China. Among 1050 subjects, the

overall prevalence of HBsAg seropositivity was 15.8%, and that of

anti-HCV seropositivity was 28.9%. Intrafamilial viral transmission

might be the major cause of the high prevalence of HBV infection in

this region. However, HCV infection was shown to be associated with

the use of inadequately sterilized medical equipment.

PP0953

Fibrosis improves after HBsAg loss in chronic hepatitis B patients

Zhan-Lian Huang1, Patrick Marcellin2, Zhi-Liang Gao1, Reda
Nait Arab2, Nathalie Boyer2, Michelle Martinot-Peignoux2

1The Third Affiliated Hospital of Sun Yat-sen University,

Guangzhou; 2Hospital Beaujon, Universite Paris-Diderot, Paris,

France

Background: The fibrosis changes in HBV inactive carriers and

HBsAg loss patients are still unknown. Fibroscan is a noninvasive

method to assess liver fibrosis with good accuracy in chronic viral

hepatitis patients. In this study, we use Fibroscan to assess the fibrosis

changes in HBV inactive carriers and patients with HBsAg loss.

Methods: The study was a retrospective cohort study. All the medical

records in the outpatient clinic of hepatology department in Hospital

Beaujon (Paris, France) were checked to find out HBV inactive car-

riers and patients with HBsAg loss. Fibroscan was used to assess the

fibrosis of these patients.

Result:
All together 77 HBV inactive carriers and 22 HBsAg lost patients

were screened out in which 13 inactive carriers and 17 HBsAg lost

patients had at least two Fibroscan examination in an interval of not

less than 1 year. The average value of the first fibroscan of HBV

inactive carrier group and HBsAg loss group were 5.7 ± 1.9 and 6.0

± 2.1 Kpa respectively. In inactive carrier group, the follow-up time

between the first and last fibroscan was 4.8 ± 2.4 years. Fibroscan

drop 0.5 ± 2.4 kpa from 5.7 ± 1.9 to 5.2 ± 1.2 kpa during the

followed-up time. In HBsAg lost group, the follow-up time was 6.0 ±

2.1 years. Fibroscan drop 1.1 ± 1.6 Kpa from 6.0 ± 2.1 to 5.3 ± 2.7

Kpa during the followed-up time (Figure 1).

Conclusion: The fibrosis remains stable in HBV inactive carriers and

improves after HBsAg loss in chronic hepatitis B patients.

PP0954

Single nucleotide polymorphisms in the vitamin D metabolism-
related genes are not associated with risk of hepatitis B virus
related hepatocellular carcinoma development in Thai population

Umaporn Limothai1, Yong Poovorawan1, Pisit Tangkijvanich2

1Center of Excellence in Clinical Virology, Department of Pediatrics,

Faculty of Medicine, Chulalongkorn University, Bangkok, Thailand;
2Research Unit of Hepatitis and Liver Cancer, Department of

Biochemistry, Faculty of Medicine, Chulalongkorn University,

Bangkok

Background: Vitamin D has been shown to play an important role in

cancer development. Moreover, single nucleotide polymorphisms

(SNPs) of gene involved in the vitamin D pathway have been widely

studied. We aimed to investigate the association of 25-hydroxyvita-

min D-1 alpha-hydroxylase (CYP27B1), vitamin D binding protein

(DBP) and vitamin D receptor (VDR) gene polymorphisms with

hepatocellular carcinoma (HCC) development in Thai population.

Methods: A total of 557 subjects were divided into 3 groups

including chronic hepatitis B (CHB) patient with HCC (n = 198),

CHB without HCC (n = 249) and healthy controls (n = 110). The

SNP CYP27B1 rs4646536 was genotyped by TaqMan method and the

DBP rs7041 and VDR rs2228570 polymorphisms were genotyped by

polymerase chain reaction-restriction fragment length polymorphism

(PCR–RFLP).

Result: Distribution of CYP27B1 rs4646536 AA, GA and AA

genotypes in CHB with HCC were 36 (18.2%), 101 (51.0%) and 61

(30.8%) respectively, while the corresponding genotypes in CHB

without HCC were 55 (%22.1), 115 (46.2%) and 79 (31.7%) and in

healthy controls group were 21 (19.1%), 47 (42.72%) and 42 (38.2%)

respectively. The distribution of DBP rs7041 GG, GT and TT geno-

type in CHB with HCC were 19 (9.6%), 86 (43.4%) and 93 (47.0%)

and in CHB without HCC were 29 (11.6%), 105 (42.2%) and 115

(46.2%) as in healthy controls group were found 13 (11.8%), 44

(40.0%) and 53 (48.2%) respectively. For VDR rs2228570 CC, TC

and TT in CHB with HCC were 61 (30.8%), 95 (48.0%) and 42

(21.2%) and in CHB without HCC group were 75 (30.1%), 121

(48.6%) and 53 (21.3%) whereas the corresponding genotypes in

healthy controls were 31 (28.2%), 46 (41.8%) and 33 (30.0%)

respectively. Compare to CHB without HCC and healthy controls
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group, the genotypes of CYP27B1 rs4646536, DBP rs7041 and VDR

rs2228570 were not associated with the occurrence of HCC (P value

[ 0.05). After adjusting for variables such as age and sex in the

logistic regression analysis, minor allele of CYP27B1 rs4646536,

DBP rs7041 and VDR rs2228570 were also not significantly corre-

lated with the development of HCC in Thai population (P value [
0.05).

Conclusion: This study demonstrated for the first time that there was

no correlation between vitamin D metabolism-related SNPs and the

risk of HCC in Thailand. Thus, these SNPs could not be used as

genetic markers for HCC in Thai population.

PP0955

Hepatitis D virus infections among hepatitis B virus (HBV)
infected individuals with or without HIV co-infection:
a retrospective cross-sectional study in one hospital in Beijing

Yan Wang1,2,3, Fengting Yu1,2, Liming Wang1,2,4, Yu Hao1,2, Hui
Zeng1,2, Hongxin Zhao1,2, Fujie Zhang1,2

1National Center for AIDS/STD Control and Prevention, China

Center for Disease Control and Prevention, Beijing; 2Clinical and

Research Center of Infectious Diseases Beijing Ditan Hospital,

Capital Medical University, Beijing; 3Clinical Center for HIV/AIDS,

Capital Medical University, Beijing

Background: Hepatitis D virus (HDV), which is a defective RNA

virus, requires the present of hepatitis B virus (HBV) for HDV virion

assembly and transmission. Studies have shown that patients with

HBV and HDV co-infection have more severe liver diseases than

those with HBV infection alone. Longitudinal studies have shown a

decrease in HDV prevalence in some endemic areas with successful

HBV vaccination programs. However, the recrudescence of HDV

infection may occur among people immigrating from endemic areas

and/or with high-risk behaviors such as intravenous drug use. Because

HBV and HIV share common routes of transmission, HDV trans-

mission can also spread with HBV among HIV infected individuals.

In China, HDV infection could be prevalent due to the high HBV

epidemic in the community, but the data is limited. Our study is

aiming to exam the HDV infections among HBV surface antigen

(HBsAg) positive patients with or without HIV infection in one ter-

tiary hospital in China.

Methods: We tested 453 serum specimens collected in Beijing Ditan

Hospital for HDV. These specimens were from 363 identified as

serologically positive for HBsAg and 90 HIV/HBV co-infected sub-

jects during August 2014 to August 2016 in the hospital. Anti-HDV

antibody (IgM and IgG) was measured using enzyme-linked

immunosorbent assay kit (Wantai Biopharm Co., China). Serum HDV

RNA was tested by using Real Time quantitative PCR. The infection

of HDV was compared between patients with HIV/HBV co-infection

and with HBV infection alone.

Result: There was no anti-HDV (IgM and IgG) being detected among

90 HIV/HBV co-infected individuals. In 363 HIV uninfected indi-

viduals, 35 (9.6%) were diagnosed with liver cancer and 155 (42.7%)

cirrhosis. None of these 363 HBV mono-infected patients was serum

IgM anti-HDV positive and only 2 (0.6%) were serum IgG anti-HDV

positive. One of the two patients developed severe hepatitis with

hepatic decompensation. The HBV DNA was 1,600,000 copies/ml

with HBeAg positive. The liver function parameters such as alanine-

aminotransferase (ALT), aspartate-aminotransferase (AST), serum

total and direct bilirubin were significantly increased. HBV DNA for

the other patient was 50 copies/ml and HBeAg was negative. Total

serum bilirubin and bilirubin direct increased slightly, meanwhile

ALT and ASL were normal. The HDV RNA of the two patients were

negative, which indicated the two patients might be a past exposure to

HDV infection.

Conclusion: The HDV prevalence is low among HBV infected

patients with or without HIV Co-Infection in Beijing Ditan Hospital.

PP0956

The association of adverse outcomes in the mother with disease
progression in offspring in families with clusters of hepatitis B
virus infection and unfavorable prognoses in Northwest China

Yuan Yang1, Li Jin1, Zhen Tian1, Dandan Guo1, Naijuan Yao1,
Qian Li2, Zicheng Jiang3, Daokun Yang4, Xianmei Tang5,
Hongbing Li6, Yingli He1, Jinfeng Liu1, Tianyan Chen1, Yingren
Zhao1

1Department of Infectious Diseases, First Affiliated Hospital, School

of Medicine, Xi’an Jiaotong University, Shanghai; 2Xian Center for

Disease Control and Prevention, Xi’an; 3Department of Infectious

Disease, Ankang City Central Hospital, Wuhan; 4Department of

Infectious Disease, Xinxiang Medical University, Xinxiang;
5Department of Infectious Disease, Hanzhong Central Hospital,

Hanzhong; 6Department of Infectious Disease, Weinan Central

Hospital, Weinan

Background: To investigate the transmission routes of hepatitis B

virus (HBV) in families with clusters of infection and unfavorable

prognoses and to analyze the prevalence of liver cirrhosis (LC) or

hepatocellular carcinoma (HCC) in the offspring of these families.

Methods: Families with clusters of HBV infection and unfavorable

prognoses were enrolled in the study, and general information and

serum samples were collected. The prevalence of LC or HCC was

compared in offspring of different genders whose parents were

diagnosed with LC or HCC.

Result: This analysis comprised 102 probands with 51 siblings, 15

parents, 284 children and 74 spouses. Interestingly, 88.2% of the

siblings and 76.8% of the children of these probands were positive for

hepatitis B surface antigen (HBsAg), compared with only 9.5% of the

spouses (P \ 0.001). There were 266 nuclear families from 102

clustering families. The prevalence of LC or HCC in sons (44.8%)

was higher than that in daughters (8.2%; P \ 0.05) in families with

mothers with LC or HCC, but there was no difference in families with

fathers with LC or HCC. Moreover, the prevalence of LC or HCC in

sons from families with mothers with LC or HCC (44.8%) was higher

than in the families with fathers with LC or HCC (21.0%, P = 0.016).

Conclusion: The development of LC or HCC in offspring showed a

greater relationship with the adverse outcomes induced by HBV

infection in the mother compared with the father, and the prevalence

of LC or HCC was much higher in male offspring.
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DNA methylation patterns of matrix metalloproteinase-1 gene
associated with liver fibrosis in chronic hepatitis B

Tian Ming-Ming1, Fan Yu-Chen2, Wang Kai2

1Department of Hepatology, Qilu Hospital of Shandong University,

Jinan; 2Institute of Hepatology, Shandong University, Jinan

Background: Chronic hepatitis B virus (HBV) infection continues to

be a major public health issue worldwide, and DNA methylation

contributes to the outcome of chronic HBV infection. This study

aimed to evaluate the methylation status of matrix metalloproteinase-

1 (MMP-1) in patients with chronic hepatitis B (CHB).

Methods: We detected methylation status of serum MMP-1 in 137

patients with CHB, and 28 healthy controls (HCs) using methylation-

specific polymerase chain reaction (MSP).

Result: The methylation frequency of MMP-1 in patients with CHB

was significantly higher compared with that in HCs (59.12% vs.

10.71%, P\ 0.001). Furthermore, results showed MMP-1 hyperme-

thylation was more frequently observed in patients with CHB with

advanced fibrosis progression or inflammation grade (HCs: 10.71%;

S0: 19.35%; S1: 63.27%; S2: 68.42%; S3–4: 94.74%; G0: 26.32%;

G1: 52.94%; G2: 68.75%; G3–4: 94.44%).

Conclusion: This is the first work that explored MMP-1 hyperme-

thylation in CHB patients. Obtained results showed that methylation

rate of MMP-1 was significantly increased related to fibrosis pro-

gression and inflammation grade. These data suggest that MMP-1

may have its potential role in indicating CHB and liver fibrosis

progression.

PP0958

Characterization of pre-existing HBV drug resistance mutations
before the clinical approval of nucleos(t)ides analogues:
bioinformatics analysis by GenBank data mining

Xizhan Xu1, Kuanhui Xiang1, Mingze Su1, Yao Li1, Hui Zhuang1,
Tong Li1

1Department of Microbiology and Center of Infectious Disease,

School of Basic Medical Sciences, Peking University Health Science

Center, Beijing

Background: Previous studies have reported a wide range of

prevalence of pre-existing reverse transcriptase (RT) resistance

mutations to nucleos(t)ides analogues (NUCs) in treatment-naı̈ve

patients with chronic hepatitis B virus (HBV) infection. However, all

studies were carried out after clinical approval of NUCs. Thus, it has

been hard to conclude that the identified RT resistant mutations were

due to natural mutations, horizontal transmission or lack of critical

validation for treatment-naivety at patient enrollment. In this study,

we aimed to analyze HBV sequences before clinical approval of

NUCs to characterize the true pre-existing drug resistance mutations.

Methods: We performed a GenBank database search using key words

‘‘hepatitis B virus’’ or ‘‘HBV’’ to identify sequences deposited before

December 1998, the year just before clinical approval of NUCs. The

exclusion criteria were as follows: synthetic constructs, chromosomally

integrated HBV sequences with human genes, non-human HBV

sequences, other hepatitis virus sequences, expression vectors, and

HBV sequences without RT region. For mutation analysis, we focused

on eight well-characterized primary drug resistance mutation sites

(rtI169, rtA181, rtT184, rtA194, rtS202, rtM204, rtN236 and rtM250

and three secondary mutation sites (rtL80, rtV173 and rtL180).

Result: The 394 RT-containing sequences (genotype A: 108, B: 37,

C: 122, D: 66, E: 9, F: 42, G: 2, H: 2 and recombinant genotypes: 6)

from 25 countries (19 from Africa, 91 from America, 165 from Asia

and 119 from Europe) were qualified for mutation analysis (Figure 1).

The available RT sequences had different lengths and harbored var-

ious numbers of amino acid (AA) at the studied AA sites (Figure 2).

NUC resistance mutations were found in 6.9% (27/392) of RT

sequences, in which none had combination mutations. Among these

27 sequences, 11 had mutations at six primary drug resistance sites,

including rtI169L (2/366, 0.5%), rtA181G (1/355, 0.3%), T184A/S

(2/355, 0.6%), rtS202T/R (3/325, 0.9%), rtM204L (2/324, 0.6%) and

rtM250K (1/138, 0.7%), while 16 carried secondary mutations at

rtL80V (7/288, 2.4%) and rtV173G/A/L (9/366, 2.5%). Notably, the

classical drug resistance mutation types, which have been verified

in vitro and in clinical virological breakthrough studies, were only

rtL80V (7/288, 2.4%), rtV173L (2/366, 0.5%) and rtT184A/S (2/355,

0.6%). In addition, all the identified mutations occurred in genotype A

(4/108, 3.7%), B (1/37, 2.7%), C (16/122, 13.1%) or D (6/66, 9.1%).

Conclusion: We confirmed the presence of pre-existing classical

antiviral resistance mutations at rtL80, rtV173 and rtT184 sites with

low frequencies before clinical application of NUCs. The roles and

clinical significance of the other non-classical mutation types occur-

ring at drug resistance-related RT AA sites need further investigation.
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PP0959

Histologic features of chronic hepatitis B virus-infected patients
with persistently normal alanine aminotransferase levels
in eastern China population

Youwen Tan1, Yun Ye1, Xinbei Zhou1, Li Chen1, Chong He1, Dan
Feng Weng1

1The Third Hospital of Zhenjiang Affiliated Jiangsu University,

Zhenjiang

Background: We aim to comprehensively evaluate the characteristics

of histological abnormalities in a large population of Chinese chronic

HBV patients with persistent normal ALT levels (PNALT).

Methods: A total of 628 consecutive patients who had a liver biopsy

were screened. Patients were categorized as having PNALT levels if

they had at least three ALT values taken in the year prior to baseline

liver biopsy, and all values were[40 IU/L and had remained so until

the start of treatment, or the last follow-up if not treated. Moreover,

HBV DNA level[1000 copies/mL.

Result: The occurrence of significant necroinflammation was 10.58%

(31/293) in HBeAg-positive patients with PNALT and 7.46% (25/

335) in HBeAg-negative patients with PNALT, While the occurrence

of significant fibrosis was 11.23% (33/293) in HBeAg-positive

patients with PNALT and 16.72% (56/335) in HBeAg-negative

patients with PNALT, there was significant different between two

groups (x2 = 3.82, P = 0.041). Multiple logistic regression analysis

indicated that age and platelet (PLT) level were associated with sig-

nificant histological fibrosis abnormalities.

Conclusion: Significant histological abnormalities are often seen in

Chinese patients with PNALT levels ever if good or acceptable defi-

nitions of PNALT are used. Age and PLT appears to be predictors of

relating with significant fibrosis in PNALT patients.

PP0960

Differences in distribution of hepatitis B virus genotypes
and related clinical outcomes in China: a meta-analysis

Zhenhua Zhang1, Xiao Wu1, Xu Li1

1Department of Infectious Diseases, The First Affiliated Hospital,

Anhui Medical University, Hefei

Background: Geographic and demographic distributions of hepatitis

B virus (HBV) genotypes in China may be distinct because of

regional differences in population, ethnicity, HBV infection rates, and

lifestyles. The current study aimed to uncover characteristics of dis-

tribution of hepatitis B virus genotypes and related clinical outcomes.

Methods: Studies on HBV genotypes in China were searched by the

Wanfang and NCBI databases. And the data of these studies were

analyzed by meta-analysis to observe the distribution of genotypes

and related clinical significance in each classification.

Result: In China, genotypes A, B, C, B/C, D, and other genotypes,

which included non-A-D-genotypes and other mixed genotypes, were

present, of which 88.62% were genotypes B and C. Moreover,

genotype C predominated in North (69.14%), South (49.01%), and

Northwest (38.37%) regions; genotype B, Central region (62.52%);

and recombinant genotype C/D, Southwest region (59.33%). Addi-

tionally, genotype distribution among different nationalities was

significantly different. Genotype C/D recombinant (49.3%) was

endemic in the Tibetan population, which is mainly distributed in the

Qinghai-Tibet plateau, Southwest China; genotype D was predomi-

nant in Kazak (58.1%) and Uyghur (39.3%) minorities. Furthermore,

genotype C was positively correlated with chronic hepatitis B, liver

cirrhosis, and hepatocellular carcinoma (Odds ratios: 1.979, 3.888,

and 4.399, respectively).

Conclusion: The distributions of HBV genotypes in different regions

and nationalities were significantly different. Genotype C predomi-

nated South and North regions, while genotype B predominated the

Central region, and the findings of this study suggest that genotype B

is the original strain of Chinese HBV, genotype C was more likely to

cause severe liver damage.
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The relationship between serum HBsAg levels and liver pathology
during the natural history of chronic hepatitis B patients

Mingsheng Chen1, Yang Ou1, Qiaorong Gan1, Li Chen1

1Mengchao Hepatobiliary Hospital of Fujian Medical University,

Fuzhou

Background: To investigate the relationship between hepatitis B

surface antigen (HBsAg) levels and the liver pathology during the

different phases of natural history in chronic hepatitis B (CHB)

patients, and to establish a non-invasive liver fibrosis model based on

HBsAg quantification.

Methods: 145 CHB patients were enrolled and underwent liver

biopsy in our hospital. Serum HBsAg levels, HBV DNA load, liver

function and complete blood counts were detected. HBsAg levels

were compared between different phases of natural history. The

relationship between HBsAg levels and liver inflammation and

fibrosis was analyzed. The predictive value of HBsAg level for liver

fibrosis was evaluated.

Result: The serum HBsAg levels were significantly different between

the different phases of natural history in CHB patients (F = 19.63, P

\ 0.001), and the HBsAg level in immune tolerance phase was the

highest than those in others phases. In the HBeAg positive CHB

patients the serum HBsAg levels is significantly different during the

stage of inflammation and the fibrosis degree (F = 5.929, P = 0.001

and F = 10.41, P\ 0.001). Age and HBsAg level was independent

factor for predicting the fibrosis stage C2 in HBeAg positive patients.

The AUROC of noninvasive fibrosis model based on age and HBsAg

level was higher than APRI and FIB4.

Conclusion: The serum HBsAg levels were significantly different

among the different phases of natural history in CHB patients. The

serum HBsAg levels declined with the progression of liver fibrosis in

HBeAg positive CHB patients. The noninvasive diagnostic model

based on HBsAg quantification could be used to evaluate the stage of

liver fibrosis. o-ansi-language: EN-US; mso-fareast-language: ZH-

CN; mso-bidi-language: AR-SA’[ liver function and complete blood

counts were detected. HBsAg levels were compared between different

phases of natural history. The relationship between HBsAg levels and

liver inflammation and fibrosis was analyzed. The predictive value of

HBsAg level for liver fibrosis was evaluated.

PP0962

An epidemiological survey on hepatitis B virus infection based
on inpatients: a cross-sectional study

Meng Jing1, Niu jun Qi1

1Department of Hepatology, The First Hospital of Jilin University,

Changchun

Background: The prevalence of Hepatitis B virus (HBV) infection

has been greatly changed with the establishment and effective

implementation of the Expanded Program on Immunization for HBV

from 1992 in China and the application of antiviral therapy for HBV

infection. We investigated the prevalence of HBV infection in inpa-

tients without liver diseases.

Methods: 231,533 inpatients without liver diseases were selected

randomly in the First Hospital of Jilin University from January 2010

to October 2014. HBsAg, HBsAb, HBeAg, HBeAb, HBcAb were

detected in them by chemiluminescent microparticle immunoassay.

Result: The positive rate of HBsAg was 5.50% (8798/159982) in

patients aged 1–59, and 4.01% after age-standardization, lower than

7.18% in 1–59 years old in 2006. According to the history of HBV

vaccination in China, we divided patients into 6 groups from different

periods: group 1, born prior to 1985; group 2, between 1985 and 1991;

group 3, between 1992 and 2001; group 4, between 2002 and 2005;

group 5, born between 2006 and 2009; group 6, born after 2010.

HBsAg positive rate was lowest in group 6. Also HBsAb positive rate

was highest in this group, which was 54.69% (8845/16174). There

were more HBeAb positive patients than HBeAg positive patients,

which was 3.48% (8059/231533) vs 1.1% (2537/231533).

Conclusion: HBV infection rate was lower in Jilin province than that

of China, which significantly declined because of the implementation

of HBV vaccination strategy. The continued increase in the popula-

tion of immunized population effectively reduced the rate of HBV

infection.
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PP0963

A prospective study to evaluate the outcome of hepatitis B
patients presenting with jaundice

Pathik Mayurbhai Parikh1,2, Aabha Nagral3,4,5, Nishtha Nagral6,
Vrunda Joshi2, Karan Baria7, Jayanti Shastri3, Chandrakant
Pawar3

1Kings College Hospital, London, UK; 2LTMMC, Mumbai, India;
3KHID, Mumbai, India; 4Jaslok Hospital, Mumbai, India; 5Bhatia

Hospital, Mumbai, India; 6B Y L Nair Hospital, Mumbai, India;
7Sheth G S Medical College, Mumbai, India

Background: Differentiating acute hepatitis B from reactivation of

chronic hepatitis B is essential. We here prospectively evaluated 51

consecutive patients presenting with jaundice and detected to be

HBsAg positive for the first time. This to our knowledge is the first

study that evaluates the patients of hepatitis B presenting with jaun-

dice prospectively.

Methods: All patients presenting with jaundice over a 6 month period

to the Kasturba Hospital of Infectious Disease (KHID), Mumbai

between February and July 2015 with Hepatitis B surface antigen

(HBsAg) positivity were included. Patients with previous knowledge

of hepatitis B or cirrhosis, decompensation history, significant alcohol

or recent intake of hepatotoxic drugs were excluded. All patients were

evaluated by a detailed history of clinical features and risk factors,

examination, laboratory parameters and hepatitis B serological

parameters (surface antigen envelope antigen, an antibody against

envelope and core antigen (IgM), viral load quantification and sam-

ple/cutoff ratio for core antibody). These patients were followed up

for six months for determining their outcome. Treatment was given to

them if they had severe acute hepatitis B (AASLD guidelines) or

proven to be the reactivation of chronic hepatitis B.

Result: Of 1835 patients presenting with jaundice, 65 patients were

detected to be HBsAg positive. 51 patients completed the follow-up

of 6 months (13 patients had acute, 13 reactivation, 25 superimposed

Hepatitis A/E on hepatitis B). None had any features suggestive of

chronicity at presentation. The mean duration of symptoms and

jaundice were 21.2 ± 2.2 and 13.4 ± 1.4 days respectively. History of

three most common risk factor elucidated from the patients was a

history of recurrent intramuscular injections in 58% patients, shaving

outside with questionable sterility of blades in 30% patients and

history of some dental procedures in 28% patients. The investigations

revealed mean haemoglobin, leukocyte count, platelet counts, direct

bilirubin, AST, ALT, ALP, INR, serum proteins and serum albumin

failed to differentiate acute from chronic/reactivation. Though median

HBV load at presentation was higher in chronic hepatitis B it failed to

be statistically significant between the groups. Similarly, HBeAg and

Anti HBe failed to differentiate the two entities. IgM Anti HBc was

more commonly positive in acute and the sample/cutoff ratio was

significantly higher in acute hepatitis B with an AUROC of 0.81. The

cutoff of 11 reliably differentiates the two with a specificity of 100

and sensitivity of 57.1.

Conclusion: Patients presenting with acute jaundice and features of

acute viral hepatitis, 3.5% is caused by hepatitis B. Nearly 75% of

these are chronic and 50% of total being caused by reactivation of

hepatitis B. A sample/cutoff ratio[11 for IgM Anti HBc can be used

to identify patients with acute hepatitis B at presentation.

PP0964

The significance of haptoglobin in the elevated indirect bilirubin
liver disease patients

Yu Shi1, Pujun Gao2, Xu Zhao2

1The First Hospital of Jilin University, Changchun; 2Department of

Hepatology, the First Hospital of Jilin University, Changchun

Background: Liver cirrhosis is a common chronic liver disease in

clinic. The aim of this study is to investigate the relationship between

indirect bilirubin, haptoglobin and the degree of liver fibrosis. So it

can provide a reference for the assessment of liver fibrosis degree and

the diagnosis of early liver cirrhosis in patients with liver diseases.

Methods: We selected 56 patients which had previously been diag-

nosed as liver disease (chronic hepatitis B patients 52 cases, chronic

hepatitis C patients 4 cases). Meanwhile, these patients also need to

meet the following conditions: elevated indirect bilirubin, normal

direct bilirubin. At the same period, we selected the patients which

have normal indirect bilirubin, normal direct bilirubin, including

chronic hepatitis B patients 104 cases, chronic hepatitis C patients 8

cases. At the same time, we selected 112 cases which have normal

indirect bilirubin, normal direct bilirubin come from the Center of

Health Examination, Which are 1:2 matched, according to the age and

gender. We explored the significance of indirect bilirubin, hap-

toglobin, platelet, liver stiffness and spleen thickness of spleen in

chronic viral hepatitis.

Result: 1. Those patients which with chronic viral hepatitis with

elevated IBIL, the level of haptoglobin has significantly difference

between the health examination people with normal IBIL; 2. Those

patients which with chronic viral hepatitis with elevated IBIL, the

level of thickness of spleen, liver stiffness, fatty attenuation, hap-

toglobin has significantly difference between the chronic viral

hepatitis patients with normal IBIL; 3. In the group of chronic viral

hepatitis patients with elevated IBIL the indirect bilirubin level is

positively correlated with the level of liver stiffness, thickness of

spleen. And negatively correlated with the level of platelet and hap-

toglobin; 4. In the group of chronic viral hepatitis patients with

elevated IBIL the haptoglobin level is positively correlated with the

level of platelet. And negatively correlated with the level of thickness

of spleen and liver stiffness.

Conclusion: Chronic viral hepatitis with merely indirect bilirubin the

degree of liver fibrosis is higher than the patients with normal indirect

bilirubin, they may be have early liver cirrhosis.

PP0965

IL-22 gene haplotype polymorphisms and the risk of HBV-related
cirrhosis

Qingquan Li1, Chunyan Liu1, Shuang Shao1, Xiaowen Liu1,
Yanqing Li1, Junqi Niu1, Yanhang Gao1

1The First Hospital of Jilin University, Changchun

Background: Chronic hepatitis B virus (HBV) infection affects over

300 million people worldwide and is a leading cause of liver cirrhosis

in China. Many factors contribute to liver cirrhosis through direct and

indirect mechanisms, but the exact pathogenesis is still not com-

pletely understood. Interleukin-22 (IL-22) is a newly discovered

cytokine secreted mainly by lymphocytes since 2000. Many studies

have identified that IL-22 play an important role on anti-inflamma-

tory, anti-oxidative stress, promoting regeneration and tissue repair in
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most acute inflammatory diseases including acute liver injury.

Meanwhile, there are also some researches reported that IL-22 may

play a pathological role in some certain pathophysiological stages

such as chronic inflammation. The effects and mechanisms of IL-22

in chronic HBV-related liver cirrhosis remain unclear.

Methods: In the present study, we investigated the association

between IL-22 gene polymorphisms and the risks of HBV-related

chronic liver diseases (including chronic hepatitis, CHB; liver cir-

rhosis, LC; hepatocellular carcinoma, HCC) among Han populations

in Northeast China (2012–2014). A total of 649 subjects were

included in the study, including 103 cases with CHB, 264 cases with

LC and 282 cases with HCC. The odds ratios (OR) and corresponding

95% confidence intervals (CI) were calculated using logistic regres-

sion models. Haplotype analysis was conducted by Unphased

software.

Result: IL-22 haplotypes were analyzed in the above-mentioned

groups. Compared between CHB group and LC group, 114 haplo-

types distribution were statistical difference (P\0.05), and for all of

them, the mean of P values was 0.0129. The distribution of haplotype

rs2227491 and rs2227473 demonstrated the strongest association (P

= 0.006) between CHB and LC groups, and the corresponding hap-

lotype genotypes (including A-A wild-type; A-G mutant; C-G

mutant) distribution showed significant difference when A-G was

compared with A-A (OR 0.598, 95% CI 0.413–0.865; P = 0.006).

Compared between LC group and HCC group, 95 haplotypes distri-

bution were statistical difference (P\ 0.05), and for all of them, the

mean of P values was 0.0375. The distribution of haplotype

rs2046068&rs2227491&rs2227473&rs7314777 showed the strongest

association (P = 0.024) between LC and HCC groups, and the cor-

responding haplotype genotypes (including G-A-A-C wild-type; G-C-

G-T mutant; T-A-G-T mutant) distribution indicated significant dif-

ference when T-A-G-T was compared with G-A-A-C (OR 1.379, 95%

CI 1.043–1.823; P = 0.024).

Conclusion: IL-22 single gene loci polymorphisms might not be

associated with HBV-related liver disease among Han populations in

China. IL-22 gene haplotype polymorphisms revealed the strongest

correlation with the development of liver cirrhosis in patients with

HBV infection. A-A and G-A-A-C of IL-22 haplotype genotypes

might be the risk factors for HBV-related liver cirrhosis development.

PP0966

A new trend of genotype distribution of hepatitis B virus infection
in southeast China (Fujian), 2006–2013

Dahai Wei1, Xiaolong Liu1, Jingfeng Liu1

1Fujian Province, Mengchao Hepatobiliary Hospital of Fujian

Medical University, Fuzhou

Background: Hepatitis B virus (HBV) infection is a serious global

public health problem because of its high morbidity and mortality

worldwide. Despite of the significant progress in the understanding of

its pathogenesis and in its antiviral therapies, HBV infection is still

responsible for about 1 million deaths due to liver failure and cirrhosis

each year around the world; and HBV infection is also the dominant

cause of hepatocellular carcinoma (HCC, more than 75%) world-

wide, which is the second leading cancer death in China.

Methods: The patients were ranging from a very wide age distribu-

tions from 1 to 88 years old. HBV genotyping of all samples was

performed by real-time fluorescence PCR using a commercial HBV

genotyping kit (Shanghai Fosun Pharmaceutical Co., Ltd. Shanghai,

China), which maximally reduces the chances of HBV genotype

misclassification. Real-time PCR mixtures consisted of 26 lL master

reaction mixture and 4 lL DNA template in a total volume of 30 lL.

After 2 min incubation at 50 �C and 5 min incubation at 94 �C, 40

cycle amplifications were performed (93 �C 15 s, 60 �C 45 s) on an

ABI 7500 Real-Time PCR System (Applied Biosystems, USA). Ct

values obtained from the real-time PCR were adopted to identify

HBV genotypes, and the identification criteria were listed in Sup-

plementary Table 1. The individual samples, which were classified to

the uncertain genotypes, were further characterized by Sanger

sequencing method; in this case, the HBV-DNA sequences were

aligned with the standard sequences of genotypes B and C obtained

from an international DNA database using the DNAssist software.

Result: The HBV genotypes were examined from 6817 blood sam-

ples, which were collected from patients with chronic HBV infection

in Fujian province during 2006–2013; the genotype B was identified

in 3384 patients (49.6%), while the genotype C was identified in 3430

patients(50.3%). The percentage of patients infected with genotype C

gradually increased along with age from 39.5% (patients \20 year

old) to 63.9% (patients[50 year old), and reaching a peak of 67.3%

in the 45–50 years old patients group.

Conclusion: These results clearly demonstrated that the genotype

distributions of HBV in Fujian Province have been significantly

changed in recently years, with almost equal genotype B and geno-

type C infection during patients, while higher genotype C infection in

older patients, but no longer dominantly prevalent with genotype B in

Fujian area as previously reported.

PP0967

Baseline hepatitis B virus titer along strongly predicts hepatic
flare in the initial postpartum period-a valuable antiviral
opportunity for CHB women of childbearing age

Jinfeng Liu1, Jing Wang2, Dandan Guo1, Zhen Tian1, Yingren
Zhao1, Tianyan Chen1

1Department of Infectious Diseases, The First Affiliated Hospital,

School of Medicine, Xi’an Jiaotong University, Xi’an City, Shanxi

Province; 2Department of Rheumatology, The First Affiliated

Hospital, School of Medicine, Xi’an Jiaotong University, Xi’an City,

Shanxi Province

Background: A series of unique changes in immune system and

hormones during pregnancy has been described previously. Data on

the natural changes in liver inflammation and its association with

viremia and antiviral therapy was rare.

Methods: Women with HBsAg(+) for at least 6 month were recruited

during pregnancy, then followed up to 52 weeks postpartum. Viro-

logical and biochemical parameters were assessed.

Result: 1097 CHB pregnant women have been enrolled, including

451 accepting telbivudine, 178 accepting tenofovir and 468 without

antiviral intervention. Of the mothers, 11.94% went through hepatic

flare in the first trimester, which decreased to 2.1% at delivery;

however, a much higher frequency (19.78%) was displayed in the

initial postpartum period. Interestingly, the level of ALT present the

similar change pattern as the rate of hepatic flare, a decrease tendency

was present along with pregnancy developing and a peak was shown

in the first month postpartum. A decreasing tendency was observed in

HBsAg and HBeAg titer after delivery. With multivariate analysis,

only HBV virus at the baseline was significantly correlated with

hepatic flare during the initial postpartum period. In addition, HBV

DNA Log7.064 yielded the highest area under curve values of 0.723

for predicting postpartum hepatic flare in the first 3 month, sensitivity

of 90.5% and specificity of 54.6%.

Conclusion: The CHB pregnant women should be monitored closely

during pregnancy and postpartum, even from the very beginning of

pregnancy; for those with HBV DNA higher than Log7.064, extended

Hepatol Int (2017) 11 (Suppl 1):S1–S1093 S647

123



antiviral therapy after delivery may facilitate achieving expected

HBeAg seroconversion, even HBsAg seroconversion.

PP0968

Droplet digital PCR for the detection of hepatitis B virus
covalently closed circular DNA

Jiang Peixue1, Zhang Jiming1

1Department of Infectious Diseases, Huashan Hospital, Fudan

University, Shanghai

Background: Covalently closed circular DNA (cccDNA) of hepatitis

B virus (HBV) is a marker of HBV replication in the liver of patients

infected with HBV. The replication of HBV involves a unique pro-

cess, which is the production of covalently closed circular DNA

(cccDNA) from the HBV genome through the repair of relaxed cir-

cular DNA (rcDNA) in the nuclei of hepatocytes. The cccDNA acts as

the template for viral RNA transcription that serves as a viral

pregenomic messenger RNA (mRNA), or as messenger RNA coding

for the envelope (S), polymerase, core, and X proteins.

Methods: Biopsy liver tissues were obtained from 30 patients with

HBV infection, including 10 chronic hepatitis B (CHB), 10 liver

cirrhosis (LC) and 10 hepatocellular carcinoma (HCC) patients. A

pairs of primers were designed to mediating for the first round

amplification of HBV cccDNA specifically. The liver tissue sections

from patients were treated by plasmid-safe ATP-dependent DNase

(PSAD) prior to PCR. HBV cccDNA was amplified by a pair of

selective primers labeled digoxigenin that target the gap region

between the two direct repeat regions (DR1 and DR2) of the virus via

ddPCR.

Result: Specific primers of cccDNA detection were prepared and

quantitative assay method for cccDNA was developed successfully.

The limit of detection was 5 IU/mL. Compared with directly real-time

PCR, a high content of HBV DNA did not affect the detection of

cccDNA for the ddPCR method, and there was no cross-reactivity

between cccDNA and rcDNA.

Conclusion: ddPCR is an effective and practicable method which

could detect the presence of low copy number of cccDNA sensitively

and specifically, and may represent an important method for future

application in monitoring cccDNA during antiviral therapy.

PP0969

Epidemiological, clinical characteristics and management status
of hepatitis B: a cross-sectional study in tertiary care hospital

Nazish Butt1,2, Muhammad Ali Khan1, Sehrish Butt2, Sehrish
Reema1, Farhan Haleem1, Muhammad Masood Khoso1, Basit
Mahesar1

1Jinnah Postgraduate Medical Centre, Karachi, Pakistan; 2Aga Khan

University Hospital, Karachi, Pakistan

Background: Hepatitis B virus (HBV) infection is serious health

problem in Pakistan. In view of the serious socioeconomic conse-

quences of HBV infection, identifying patient characteristics and

current treatment practice for this disease will enhance regulation of

their medical management.

The present study was designed to provide real-life data on HBV

infection in an effort to improve the quality of treatment and public

health practice in controlling the disease.

Aims: To describe the epidemiology, clinical characteristics and

current management status of patients infected by HBV.

Methods: We undertook an observational, cross-sectional, epidemi-

ological study at the Jinnah Postgraduate Medical Centre, Karachi

during the period of January 2014 to September 2016. Male or female

patients of any age and had documented hepatitis B were eligible for

inclusion in the study. HBV infection was defined as a positive

hepatitis B surface antigen test.

Data collected from the case report form included demographic

information, comorbidities, concomitant infections, the most recent

laboratory tests and results, the presence of hepatic complications,

previous and current antiviral treatments taken.

Result: A total of 300 patients were analyzed. The majority of the

patients (27.7%) were ethnically Sindhi followed by Balochis

(20.7%), indicating a high prevalence among the rural based popu-

lation of Pakistan. The most common cause for spread have been road

side barbers (32%). The median duration of documented HBV

infection was 4.68 years. Most of the patients were Child-Pugh class

A (80%) and the mean Modified End Stage Liver Disease (MELD)

score was 9. Upper gastrointestinal bleeding was the most frequent

hepatic complication (16.6%). Antiviral medications had been

received by 27.3% of patients previously. Nucleos(t)ide analogs

(36.5%) were the major antiviral medications prescribed for HBV-

infected patients (most commonly entecavir).

Conclusion: This observational, real-life study has identified some

gaps between clinical practice and guideline recommendations in

Pakistan. Although HBV tends to present earlier in its course without

any complications as such, treatment options do vary patient to

patient. To achieve better health outcomes, several improvements,

such as disease monitoring and optimizing antiviral regimens should

be made to improve disease management.

PP0970

Highly precise measurement of HBV DNA by droplet digital PCR

Hui Tang1

1Key Laboratory of Molecular Biology for Infectious Diseases

(Ministry of Education), Institute for Viral Hepatitis, Department of

Infectious Diseases, The Second Affiliated Hospital, Chongqing

Medical University, Chongqing

Background: Clinical diagnosis of HBV infection is typically per-

formed using serological tests and quantitative real-time PCR

(qPCR). Nevertheless, qPCR has several methodological limitations.

Currently, droplet digital PCR (ddPCR) is an emulsion PCR process

that provides absolute quantitation of nucleic acids.

Methods: We compared digital PCR QX100 platform by Bio-Rad

with the CFX384 Touch Real-Time PCR Detection System (Bio-Rad,

USA) in detecting HBV DNA in plasmids and serum samples from

HBV infected patients.

Result: Using engineered plasmid DNA containing the PCR target

sequences we were able to quantify HBV DNA with a dynamic range

from 0.43 to 3548 targets/uL (R2 = 0.9999, 95% CI). By testing 254

pre-diagnosed clinical serum samples from HBV infected patients

with ddPCR with qPCR, we evaluated the specificity and sensitivity

of these two assays. The sensitivity of ddPCR was 98.2% and qPCR

was 95.5%. Specificities were 91.9% for qPCR and 91.0% for ddPCR

technology. DdPCR assays generated more reproducible results and

detected lower copy numbers than qPCR assays. Our results showed

that ddPCR correlated well with the validated qPCR assay (Spearman

rs = 0.85, p\ 0.0001).
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Conclusion: We concluded that ddPCR is an effective diagnostic

technology, which is suitable for both research and clinical utility in

diagnosis of HBV infections.

PP0971

Chronic hepatitis B virus infection increases the risk of diffuse
large B cell lymphoma: a systematic review and a meta-analysis

Xing-Yu Rong 1, Hai Wang1, Jie-Xian Ma2, Hui-Jing Wang1,
Chao Zhao1

1Key Lab of Medical Molecular Virology, School of Basic Medical

Sciences and National Clinical Research Center for Aging and

Medicine, Huashan Hospital, Fudan University, Shanghai;
2Department of Hematology and Shanghai Key Laboratory of Clinical

Geriatric Medicine, Huadong Hospital, Fudan University, Shanghai

Background: A close relationship between chronic hepatitis B virus

(HBV) infection and onset risk of B cell non-Hodgkin’s lymphoma

(B-NHL) has been proved in previous studies. Moreover, an

increasing number of clinical evidence in the past five years have

shown that chronic HBV infection is mostly related to the incidence

of diffuse large B Cell lymphoma (DLBCL), which is the most

common type of B-NHL.

Methods: In order to provide quantification of the issue, we collected

the reliable published data through a computer-based literature search,

and carried out a meta-analysis. Chronic HBV infection was assessed

by the positive stage of hepatitis B surface antigen (HBsAg), and

DLBCL was diagnosed by pathological test. Totally 2223 DLBCL

cases and 18,960 control cases were included.

Result: Compared with the control group, the odds ratio (OR) of

HBV infection in DLBCL group was 4.15 (95% Cl 3.22–5.35, I2 =

20%), while the OR of HBV infection in B-NHL group was 2.59.

Besides, it was found that there was a connection between HBV

infection and the progression-free-survival (PFS) of DLBCL.

Conclusion: The result indicated a high prevalence of HBV infection

from DLBCL, and the comparison with the B-NHL group demon-

strated that HBV infection had a closer relationship with DLBCL than

any other types of B-NHL. Besides it illustrates that HBV infection

reduced the lifetime of patients with DLBCL. This meta-analysis

provides quantitative evidence of the role of HBV infection in the risk

of DLBCL and its prognosis, which mechanism might be uncovered

by experimental and epidemiological studies in the near future.

PP0972

Clinical and pathological characteristics of patients with HBV-
associated glomerulonephritis and patients with primary
glomerulonephritis and HBV infection

Fang Xu1, Xiaolin Guo1

1The First Hospital of Jilin University, Changchun

Background: The main objective of this study is to explore the

clinical and pathological characteristics of patients with hepatitis B

virus (HBV)-associated glomerulonephritis (HBV-GN) and patients

of primary glomerulonephritis with HBV infection (GN-HBV) in

China.

Methods: Serological and clinical findings and pathological charac-

teristics of renal tissues in 46 HBV-GN patients (31 men and 15

women) and 28 GN-HBV patients (16 men and 12 women) were

analysed retrospectively.

Result: In the HBV-GN patients, 19 were positive of serum HBsAg

and 16 had HBV DNA replication, whereas 27 were positive with

HBsAg (41.3% Vs 96.4%, P \ 0.05) and 20 had HBV DNA repli-

cation (34.8% Vs 71.4%, P\ 0.05) in GN-HBV patients. Nephrotic

syndrome (NS) was the most common clinical manifestation, espe-

cially in the HBV-GN patients. In HBV-GN, patients with NS account

for 82.6% as 46.4% in GN-HBV (P\0.05). There was no significant

difference between the two groups in the levels of serum amino-

transferase, albumin, triglyceride, IgA, IgM, C3 and C4, except CHO

and IgG (P\0.05). Although membraneous nephropathy (MN) is the

most common histopathologic presentation, the incidence rate of MN

in HBV-GN patients is significantly higher than in GN-HBV (91.3%

Vs 35.7%, P\0.05). In HBV-GN patients, the incidence rate of IgG

(95.7% Vs 57.1%, P \ 0.05) and C3 (84.8% Vs 57.1%, P \ 0.05)

deposition in renal tissues were significantly higher than that in GN-

HBV. Immune fluorescence deposits in renal tissues consisted mainly

of ‘‘three positive’’ of HBsAg, HBcAg and HBeAg in HBV-GN

patients.

Conclusion: There are many differences in the Clinical and patho-

logical characteristics of HBV-associated nephropathy and primary

glomerulonephritis with HBV infection.

PP0973

An epidemiological survey on hepatitis B virus infection based
on 250,703 inpatients: a cross-sectional study

Jing Meng1, Junqi Niu1

1Department of Hepatology, the First Hospital of Jilin University,

Changchun

Background: The prevalence of Hepatitis B virus (HBV) infection

has been greatly changed with the establishment and effective

implementation of the Expanded Program on Immunization for HBV

from 1992 in China and the application of antiviral therapy for HBV

infection. We investigated the prevalence of HBV infection in inpa-

tients without liver diseases.

Methods: 250,703 inpatients without liver diseases were selected

randomly in the First Hospital of Jilin University from January 2010

to October 2014. HBsAg, HBsAb, HBeAg, HBeAb, HBcAb were

detected in them by chemiluminescent microparticle immunoassay.

Result: The positive rate of HBsAg was 6.57% (16480/250703) in

patients, lower than 7.18% in 1–59 years old in 2006. According to

the history of HBV vaccination in China, we divided patients into 6

groups from different periods: group 1, born prior to 1985; group 2,

between 1985 and 1991; group 3, between 1992 and 2001; group 4,

between 2002 and 2005; group 5, born between 2006 and 2009;group

6, born after 2010. HBsAg positive rate was lowest in group 6, which

was 0.24% (36/14880). Also HBsAb positive rate was highest in this

group, which was 73.86% (10991/14880). In infants, the positive rate

was 0% (0/997). There were more HBeAb positive patients than

HBeAg positive patients, which was 72.69% (182226/250703) vs

2.00% (5022/250703).

Conclusion: HBV infection rate in Jilin province of China signifi-

cantly declined because of the implementation of HBV vaccination

strategy. The continued increase in the population of immunized

population effectively reduced the rate of HBV infection.
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Do the physicians really accept breast-feeding of hepatitis B
surface antigen positive mothers in real world?

LV Guoliang1, Qi Ru2, Su Jun-Fei1

1Panjin Central HospitalPanjin; 2Liaohe Oil-Field General Hospital,

Panjin

Background: Gynecologists and pediatricians are the most common

healthcare providers for hepatitis B surface antigen (HBsAg) positive

maternal in real world. The aim of this study was to investigate the

rate of acceptance on HBsAg positive maternal’s breast-feeding

among gynecologists and pediatricians.

Methods: Self-administered questionnaire survey was conducted

anonymously by gynecologists and pediatricians from Panjin central

hospital and Liaohe oilfield general hospital. HBsAg positive mater-

nal’s breast-feeding among gynecologists and pediatricians.

Result: Eighty questionnaires were considered valid among all eighty-

three questionnaires. And 42 (52.5%) interviewee agreed to suggesting

HBsAg positive mothers’ breast-feeding when infants were received

standardized vaccination. We provided an opportunity to learn related

contents from Chinese hepatitis B prevention and treatment guidelines,

however, only 54 (67.5%) interviewee would insist it and there were

still another 26 (32.5%) respondents expressed that they would not

recommend breast feeding for HBsAg positive mothers.

Conclusion: The rate of acceptance on HBsAg positive maternal’s

breast-feeding among gynecologists and pediatricians was not satis-

factory in real world.

PP0975

Association of the gene polymorphisms in sodium taurocholate
cotransporting polypeptide with HBV-related hepatic fibrosis

Zhenzhen Su1, Li Yi1, Yun Liao1, Bei Cai1, Jie Chen1, Lanlan
Wang1

1West China Hospital, Sichuan University, Chengdu

Background: Progressive hepatic fibrosis with the development of

cirrhosis is a feature in the majority of chronic hepatitis B virus

(HBV) infection cases. Sodium taurocholate cotransporting

polypeptide (NTCP) was newly identified as a HBV receptor and

required for efficient viral entry. The aim of the study was to inves-

tigate the potential relationship between hepatic fibrosis/cirrhosis and

NTCP polymorphisms in HBV patients.

Methods: A total of 581 consecutive patients with chronic HBV

infection were retrospectively included for this analysis. Liver fibro-

sis/cirrhosis was explored by calculating FIB-4 index, the cutoff value

were 1.62 and 3.25 for significant fibrosis and cirrhosis, respectively.

Three single nucleotide polymorphisms (SNPs) in NTCP were

genotyped by high resolution melting (HRM) curve method.

Result: 327 (56.3%) and 150 (25.8%) patients were identified in the

study as significant fibrosis and cirrhosis, respectively. Rs4646287

AA genotype was more common in significant fibrosis group (2.1%

versus 0.0%, p = 0.020 in a recessive model). Furthermore, we found

that A allele of rs4646287 was overrepresented in significant fibrosis

group as well (11.2% versus 7.3%, p = 0.025). No significant dif-

ferences in frequency distributions of the other two SNP (rs7154439

and rs4646296) alleles or genotypes between case and control groups

were found in this study (all p[ 0.05).

Conclusion: This study suggests that polymorphisms in the NTCP

region may be associated with the hepatic fibrosis of HBV infection.

The patients with rs4646287 AA genotype may be prone to HBV-

related liver fibrosis. However, larger studies, most likely through

multicenter collaboration will be needed to fully validate the signif-

icance of these findings.

PP0976

Predictive model for inflammation grades of chronic hepatitis B:
large-scaled analysis on clinical parameters and gene expressions

Weichen Zhou1,2, Yanyun Ma1, Jun Zhang3, Jiucun Wang1,
Zhenghong Yuan4,5, Jie Liu3,4

1State Key Laboratory of Genetic Engineering and MOE Key

Laboratory of Contemporary Anthropology, Collaborative Innovation

Center for Genetics and Development, School of Life Sciences and

Institutes of Biomedical Sciences, Fudan University, Shanghai;
2Department of Computational Medicine and Bioinformatics,

University of Michigan, Ann Arbor, USA; 3Department of Digestive

Diseases of Huashan Hospital, Collaborative Innovation Center for

Genetics and Development, Fudan University, Shanghai; 4Key

Laboratory of Medical Molecular Virology of MOE/MOH, Institutes

of Biomedical Sciences and Department of Immunology, Shanghai

Medical School, Fudan University, Shanghai; 5Shanghai Public

Health Clinical Center, Fudan University, Shanghai

Background: Liver biopsy is the gold standard to assess pathological

features (e.g. inflammation grades) for hepatitis B virus infected

patients, although it’s invasive and traumatic. Alanine amino

transaminase, aspartate amino transaminase and HBV DNA value are

used to evaluate the progress of chronic hepatitis B (CHB). Several
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gene profiles have been described in relatively small HBV-infected

samples.

Methods: Clinical parameters and gene expressions were analyzed in

large-scaled hepatitis tissues by an improved regression model.

Principal component analysis and machine learning methods were

used to analyze and further build diagnosis models.

Result: After analyzing three clinical parameters with gene expres-

sions in 122 hepatitis tissues, significant genes have been found

enriching in immune system, regulation of cytokine production, anti-

apoptosis and so on. A panel of these genes with clinical parameters

can effectively predict binary classifications of inflammation grade

(AUC: 88%, 95% CI 0.77–0.93). A panel with only clinical param-

eters were also valuable, indicating that non-invasive evaluating for

the pathology of CHB is possible. Six normal samples were further

used to validate predictive model.

Conclusion: This is the first study to systematically elucidate the

relationship among gene expressions, clinical parameters and patho-

logical inflammation grades in CHB, and to build predictive models

diagnosing inflammation grades by gene expressions and/or clinical

parameters as well.

PP0977

The analysis of HBV-DNA loads in serum, HBVM and liver
function test results in 744 children who infected with HBV

Chang Yunan1, Xu Hongmei1

1Children’s Hospital of Chongqing Medical University, Chongqing

Background: To investigate the HBV infection status in children

who infected HBV, so as to provide reference for clinical work.

Methods: The data, from the Children’s Hospital of Chongqing

Medical University in 2010–2015, of HBVM, HBV-DNA loads and

liver function of 744 person-time children who infected HBV were

collected and retrospectively analyzed.

Result: Among the 744 person-time children, male to female ratio

was 2.16:1. A total of 22 HBV serological patterns were found. The

detection rate of ‘‘HBsAg (+) HBeAg (+) HBcAb (+)’’ was highest,

the second was ‘‘HBsAg (+) HBeAb (+) HBcAb (+)’’, the third was

‘‘HBsAg (+) HBeAg (+)’’. The lowest positive rate and average of

HBV-DNA loads were in the age of 0 to 28 days. All the indexes

except for AST were found significant differences between age of 0 to

28 days and other age groups. Children older than 1 year old showed a

negative correlation between HBV-DNA loads and age. There were

no gender differences between HBV-DNA loads of children with

e-antigen (+) and that of children with e-antigen (-). There were 14

children occurring HBVM conversion within 84 children who have

been followed up. Four children’s HBVM transformed from ‘‘HBsAg

(+) HBeAg (+) HBcAb (+)’’ to ‘‘HBsAg (+) HBsAb (+) HBeAg (+)

HBcAb (+)’’, 2 children’s HBVM transformed from ‘‘HBsAg (+)

HBeAg (+) HBcAb (+)’’ to ‘‘HBsAg (+) HBeAg (+)’’ and also 2

children’s HBVM transformed from ‘‘HBsAg (+) HBeAg (+) HBcAb

(+)’’ to ‘‘HBsAg (+) HBeAb (+) HBcAb (+)’’. The transformation of

HBVM is also found from ‘‘HBsAg (+) HBeAb (+) HBcAb (+)’’ to

‘‘HBsAg (+) HBeAg (+) HBcAb (+)’’, from ‘‘HBsAg (+) HBeAg (+)’’

to ‘‘HBeAg (+)’’, from ‘‘HBsAg (+) HBcAb (+)’’ to ‘‘HBsAg (+)

HBeAb (+) HBcAb (+)’’, from ‘‘HBsAg (+) HBeAb (+) HBcAb (+)’’

to ‘‘HBeAg (+) HBeAb (+)’’, from ‘‘HBsAg (+) HBeAg (+) HBcAb

(+)’’ to ‘‘HBsAg (+) HBeAg (+) HBeAb (+) HBcAb (+)’’ and from

‘‘HBsAb (+) HBeAg (+) HBcAb (+)’’ to ‘‘HBsAb (+) alone’’, each of

them has 1 child.

Conclusion: 22 HBV serological patterns were found. The detection

rate of ‘‘HBsAg (+) HBeAg (+) HBcAb (+)’’ was the highest, the

second was ‘‘HBsAg (+) HBeAb (+) HBcAb (+)’’. However, ‘‘HBsAb

(+) HBeAg (+) HBcAb (+)’’ and ‘‘HBeAg (+) HBcAb (+)’’ were only

found in the age of 0 to 28 days. The indexes of the age of 0 to 28

days were characterized by low level of HBV-DNA, ALT and high

level of TB, DB. Children older than 1 year old showed a negative

correlation between HBV-DNA loads and age, considering related to

natural history of chronic viral hepatitis B. There were no gender

differences between HBV-DNA loads of children with e-antigen (+)

and that of children with e-antigen (-).9 kinds of HBVM conversion

were found and the HBV-DNA loads and ALT all have corresponding

changing trend, which suggests that even for children in immune

tolerance stage, all kinds of test results should be consider to deter-

mine whether they are in need to have antiviral treatment.

PP0978

Clinical features for spontaneous HBsAg loss of the chronic HBV
infected individuals

Bing Dong1, Guang Hua Xu1

1Department of Infectious Diseases, The Affiliated Hospital of

Yan’an University, Yan’an

Background: To research the clinical features of spontaneous HBsAg

loss of the chronic HBV infected individuals.

Methods: We enrolled 85 cases of HBsAg loss patients (HBsAg \
0.05 IU/ml) from inpatient units and outpatient clinics in infectious

department of Yan’an University affiliated Hospital during Sep 2014

to May 2016. Gender, age, liver function, abdomen B ultrasonogra-

phy, HBV viral load, HBV-markers were collected and the data were

analyzed.

Result: Male 57 (67.1%), female 28 (32.9%), age from 21–73 years,

average (47.7 ± 12.1) years, Pearson Linear correlation coefficient

between Anti-HBs and ALT, AST are -0.013 (P[0.05), -0.075 (P

[ 0.05). Pearson Linear correlation coefficient between HBcAb and

ALT, AST are 0.190 (P[ 0.05), -0.008 (P[ 0.05). Pearson Linear

correlation coefficient between HBcAb and HBsAg is -0.559 (P =

0.000). The c2 for Age when HBsAg turn (age 50 or less and [50

years old) and the cases of different condition patients is 29.509 (P =

0.000).

Conclusion: Anti-HBs and ALT, AST, no correlation, as well as an

increase Anti-HBs, not predict hepatic injury; HBcAb and ALT, AST,

no correlation, namely HBcAb increases, will not predict hepatic

injury; HBcAb rise, HBsAg drops, HBcAb levels predict the possi-

bility of HBsAg loss; HBsAg loss before the age of 50 years in

patients will face small risk of cirrhosis and HCC.
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PP0979

Influences of hepatic steatosis on fibrosis and inflammation
in patients with chronic viral hepatitis B

Yu Song1,2, Xiao-Wen Kong1, Yin-Lan Liu1, Jin-xin Zhou1, Jun-
Ping Shi1

1The Affiliated Hospital of Hangzhou Normal University, Hangzhou;
2Hangzhou Normal University, Hangzhou

Background: Our aim was to investigate the association of liver

fibrosis and inflammation with steatosis in untreated patients with

chronic hepatitis B (CHB).

Methods: A retrospective study was conducted in the Affiliated

Hospital of Hangzhou Normal University. A total of 338 subjects with

CHB were included in this study. These subjects were divided into

two groups: group 1 consisted of patients with hepatic steatosis

according to liver biopsy and group 2 consisted without steatosis

subjects. Virological, Sociodemographic, biochemical, histopatho-

logical, results were recorded for both groups retrospectively.

Statistical analysis was performed using SPSS 21.0.

Result: The prevalence of steatosis was found to be 28.4% in CHB. A

significant statistical difference was found between group 1 and group

2 regarding the fibrosis degree (p = 0.038). No statistically significant

difference was noted between two groups for age, Body mass index,

levels of HBsAg.

Conclusion: The prevalence of steatosis was higher in patients with

CHB. Hepatic steatosis is associated with advanced hepatic fibrosis,

and viral liver disease.

Table 1

Figure 1
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PP0980

High expression of beta2-glycoprotein I promotes ER stress
during HBV infection

Yaming Liu1, Xu Zhao1, Pujun Gao1

1The First Hospital of Jilin University, Jilin

Background: Beta2-glycoprotein I (beta2-GPI) was highly expressed

in HBV infected hepatocytes, which binds to hepatitis B surface

antigen (HBsAg) with high affinity. Beta2-GPI can promote HBsAg

binding to cell surfaces and activate NF-jB pathway. However,

intracellular HBsAg retention contributes to induce ER stress in

hepatocarcinogenesis. Given high expression of beta2-GPI can reg-

ulate HBsAg expression and secretion, then modulate HBV-induced

ER stress. We speculate beta2-GPI plays indispensable role in HBV-

related hepatocellular carcinoma.

Methods: Beta2-GPI expression was detected in L02, HepG2,

HepG2.2.15 and 293T cells by RT-qPCR and Western blot. 293T

cells were cotransfected with HBV or HBsAg expression vector and

(or along with) beta2-GPI plasmid. 48hs after cotransfection, western

blot was performed to examine beta2-GPI and Bip expression, RT-

qPCR was used to determine XBP-1 and CHOP levels, and Abbott

chemiluminescence immunoassay was conducted to measure HBsAg

level.

Result: Beta2-GPI expression was higher in HepG2.2.15 cells than

HepG2 cells at mRNA and protein levels. It was the lowest expression

in 293T cells at mRNA and protein levels compared with L02,

HepG2, HepG2.2.15 cells. In 293T cells cotransfected with HBV and

beta2-GPI plasmids, beta2-GPI was increased at mRNA and protein

levels and HBsAg secretion reduced. When 293T cells was cotrans-

fected with large HBsAg and beta2-GPI plasmids, beta2-GPI, Bip,

XBP-1 and CHOP expressions significantly increased compared with

293T cells only transfected with L-HBsAg plasmid.

Conclusion: Beta2-GPI favors to intracellular accumulation of

HBsAg and promote HBV-induced ER stress.

PP0981

Relationship of IL-18 gene polymorphisms to the susceptibility
of chronic hepatitis B infection in the west of Guangxi Zhuang
populations

Qin hou Ji1, Mei-jin Huang1

1Infections Department, The Affiliated Hospital of Youjiang Medical

University for Nationalities, Baise

Background: To study the frequencies of allele and genotype dis-

tribution of interleukin-18 (IL-18) gene single nucleotide

polymorphism (SNP) in the west of Guangxi Zhuang populations, and

to analyze the relationship of IL-18 gene polymorphism to the sus-

ceptibility of chronic hepatitis B infection in the west of Guangxi

Zhuang populations.

Methods: The IL-18 gene rs360722, rs1946518 polymorphism was

examined by the polymerase chain reaction-single base extension

(PCR-SBE) technique and DNA sequencing methods in 153 patients

with chronic hepatitis B and 150 normal controls, the gene poly-

morphisms were confirmed by sequencing.

Result: (1) IL-18 rs360722 genotype frequencies of GG, GA and AA

were 39.3, 48.7 and 12.0%, and allele frequencies of C and T were

63.7 and 36.3% in the west of Guangxi Zhuang populations respec-

tively. The frequencies of genotype of IL-18 gene rs360722

polymorphism were not significant difference between male and

female group (P [ 0.05). The frequencies of allele and genotype

distribution of IL-18 gene rs360722 polymorphism were significant

difference compared with HapMap-CEU, HapMap-YRI and Hap-

Map-HCB populations (P \ 0.05), the IL-18 gene polymorphisms

were not significant difference compared with HapMap-JPT (P [
0.05). IL-18 rs1946518 genotype frequencies of GG, GT and TT were

23.3, 48.0 and 28.7%, and allele frequencies of G and T were 47.3 and

52.7% in the west of Guangxi Zhuang populations respectively. The

frequencies of genotype of IL-18 gene rs1946518 polymorphism were

not significant difference between male and female group (P[0.05).

The frequencies of allele and genotype distribution of IL-18 gene

rs1946518 polymorphism were significant difference compared with

HapMap-CEU and HapMap-YRI populations (P \ 0.05), the IL-18

gene polymorphisms were not significant difference compared with

HapMap-HCB and HapMap-JPT (P [ 0.05). (2) The frequencies of

allele and genotype distribution of L-18 gene rs360722 polymorphism

were significant difference between chronic hepatitis B groups and

normal controls (P \ 0.05). In IL-18 gene rs360722 GA genotype

carriers the risk of increasing HBV-DNA copies may be related to the

pathogenesis of chronic hepatitis B. The frequencies of allele and

genotype distribution of L-18 gene rs1946518 polymorphism were

not significant difference between chronic hepatitis B groups and

normal controls (P[ 0.05).

Conclusion: IL-18 gene rs360722 and rs1946518 polymorphisms are

existing in the west of Guangxi Zhuang populations, and its distri-

bution is significantly different among ethnics. IL-18 gene rs360722

polymorphisms might be associated with the infection and develop-

ment of chronic hepatitis B, and IL-18 gene rs1946518

polymorphisms might be not relationship to the susceptibility of

chronic hepatitis B virus infection.
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PP0982

Analysis on pathological characteristic in chronic HBV infections
with PNALT and positive HBVDNA

Liu Zhi Hong1

1The First Affiliated Hospital of Guangxi Medical University,

Nanning

Background: The study was aimed to analyze the histopathological

and clinical characteristics in HBV DNA -positive infected CHB

patients with PNALT and evaluate the morbid state of the inactive

livers through noninvasive markers without the assistance of liver

histopathologic evidences so as to provide a practical proof for the

necessity of anti-viral therapy for HBV DNA -positive infected CHB

patients with PNALT.

Methods: Liver biopsy had been performed among eligible patients.

In the study, the histopathological and clinical characteristics were

descriptively analyzed.

Result: 1. The characteristics of 215 patients were as follows: age

16–64 years (mean age 39.4 years); 144 males (67%) and 71 females

(33%).

2. 93 patients (43.3%) were diagnosed with G\2 and S\2. G C 2

and S\2 were detected in 32 patients (14.8%) and G C 2 and S C 2

in 66 patients (30.7%).

3. The condition of inflammatory activities was: G0, 10.2%; G1,

44.2%; G2, 34.4%; G3, 10.2%; G4, 0.9%. The distribution of fibrosis

was as follows: S0, 32.1%; S2, 23.7%; S3, 12.6%; S4, 5.6%. There

were 93 cases (43.3%) with mild/moderate liver injury (G\ 2 and S

\2) and 122 cases (56.7%) with moderate or severe liver injury (G C

2 or S C 2).

4. 215 patients were subdivided into three groups according to age:

the group B30 years, the group 30–39 years and the group C40 years.

Patients with moderate and severe hepatic injury in three groups were

17 (43.59%), 30 (47.62%) and 75 (66.37%) (P = 0.01).

5. 215 patients were divided into three groups based on HBV DNA

levels: the group with HBV DNA \3 log10, the group with HBV

DNA C3 log10 and\6log10 and the group with HBV DNA C6log10.

Patients with moderate or severe hepatic injury in three groups were

20 (76.92%), 70 (56.45%) and 32 (49.23%) (P = 0.047).

6. Patients with moderate or severe liver injury (G C 2 or S C 2)

were 37 (45.12) respectively among 82 HBeAg- positive patients, and

were 85 (63.91%) respectively among 133 HBeAg-negative patients

(P\ 0.05).

7. Family history, HBeAg status and HBV DNA level were

included to observe the changes of the proportion of patients with

moderate or severe liver injury. The outcome demonstrated that the

major impact factors of liver injury were old age, low HBV DNA load

and HBeAg-negative.

8. In the retrospective study, a second liver biopsy was performed

to 12 CHB patients with PNALT. 9 patients showed hepatic histo-

logical progression.

Conclusion: 1. There are different degrees of hepatic histological

changes in HBV DNA -positive infected CHB patients with PNALT.

2. There are probabilities of disease progression in HBV DNA -

positive infected CHB patients with PNALT.

3. In HBV DNA -positive infected CHB patients with PNALT,

hepatic histological changes are remarkable in patients with family

history, HBeAg-negative and low HBV DNA load, thus demanding

individualized therapy and management for them.

PP0983

Genetic susceptibility of HBsAg spontaneous seroclearance
in a community based nested case–control study

Yufei Wang1, Caini Mu1, Yuan Liu2, Yunna Gan3, Bo Wang1,
Yongping Yan1, Anhui Wang1

1Department of Epidemiology, School of Public health, The Fourth

Military Medical University, Xi’an; 2Clinic of Xi’an Communication

College, Xi’an; 3Clinics of Stomatology, Naval Logistics Branch of

Hangzhou Sanatorium, Hangzhou

Background: Hepatitis B virus (HBV) infection is one of the most

serious problems which threaten the public health. Individuals with

HBV chronic infection have the increased risk for unfavorable out-

comes. However, spontaneous HBsAg seroclearance indicated a

favorable prognosis, though the annual rate was low. Genetic sus-

ceptibility was related with the process of HBV infection. However,

few studies discuss the relationship between genetic susceptibility and

the spontaneous HBsAg seroclearance. Here we focus on the HBV

infected individuals with no symptom from community and discuss

the relationship between HBsAg spontaneous seroclearance and sin-

gle nucleotide polymorphisms (SNPs).

Methods: A multistage sampling method was used to carry out a

cross sectional study in Wuwei city in 2010. 1192 persons with

HBsAg positive were selected as HBsAg positive cohort according

the enroll and exclusion standard. Regular follow up were carried out

every 6 to 12 month. Follow-up measures including questionnaire

investigation and blood sample collection for HBV serum biomarks

detection. Up to Dec. 2015, 97 individuals occurred with HBsAg

spontaneous seroclearance during the follow up. A nested case–con-

trol study was carried out including 97 individuals with HBsAg

seroclearance and 310 individuals with HBsAg still positive. Human

genomic DNA was extracted using DNA extraction kit. According to

related references and data from NCBI, rs10204525, rs2227982 of

PD-1 gene, rs1041981, rs2229094 of LTa gene, rs1043994,

rs3815188 of NOTCH3 and rs367398, rs422951 of NOTCH4 were

selected. TaqMan SNP Genotyping Kits (Table 1) were used to

identify SNPs in both cases and controls. SPSS 19.0 software was

used to statistical analysis. Hardy–Weinberg equilibrium test was

used to identify the distribution of SNPs. Logistic regression model

was used to analysis the relationship between SNPs and HBsAg

spontaneous seroclearance.

Result: There were no significant different of Hardy–Weinberg

equilibrium test between SNPs in cases and controls. There were no

significant different of distribution of rs2229094, rs1041981,

rs10204525, rs2227982, rs3815188 rs422951 genotypes between

cases and controls. Genotype of rs1043993 from NOCTH3 gene were

significantly different (P = 0.027) between cases and controls.

Haplotype analysis indicated that T-G (rs1043994-rs3815188) was

significantly different (P\ 0.01, OR 1.791) between cases and con-

trols. Logistic regression results showed that CT genotype of

rs1043994 and AA genotype were independent favorable factor for

HBsAg spontaneous seroclearance (Table 2). CT genotype of

rs1043994 (P = 0.023, OR 1.933) and AA genotype of rs367398 (P =

0.04, OR 2.734) were favorable factors for HBsAg spontaneous

seroclearance.

Conclusion: Rs1043994 of NOTCH3 gene and rs367398 of

NOTCH4 were first reported as genetic susceptibility to be associated

with HBsAg spontaneous seroclearance.
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Table 1. List of Assay ID of TaqMan SNP Genotyping Kits

Table 2. Logistic regression of genetic susceptibility with HBsAg

spontaneous seroclearance

PP0984

Hepatic steatosis act as a protective factor for liver in HBV
infected patients:a meta analysis

Jing Liu1, Haifeng LV2, Junping Shi1

1Affiliated Hospital of Hangzhou Normal University, Hangzhou; 2The

First Affiliated Hospital of Zhejiang University Medical College,

Zhejiang

Background: With the increasing prevalence of non-alcoholic fatty

liver disease (NAFLD), approximately one-third (13.6-44.4%) of

patients with chronic HBV infection have been reported to have

Hepatic steatosis. The clinical significance of hepatic steatosis in

chronic hepatitis B virus (HBV) patients is poorly understood. This

study aim to evaluate the impact of on HBV DNA levels, liver

inflammatory and fibrosis in CHB patients.

Methods: Standard guidelines for performance of meta-analyses were

followed. Studies with hepatic steatosis assessed by histology were

included. Pooled odd ratios (OR) and standardized mean differences

(SMD) were obtained with the random-effects model and DerSimo-

nian–Laird method.

Result: Twelve articles were included in this meta-analysis, com-

prising 3829 HBV infected patients. Overall Hepatic steatosis (HS)

prevalence was 26.98%. The combined results showed that, in HBV

infected patients, the HS was negatively associated with serum ALT

level (OR 6.36, 95% CI 2.17–10.54), HBV DNA load (OR 1.19, 95%

CI 1.00–1.38), liver histology inflammatory score (OR 0.13, 95% CI

0.09–0.19), and liver fibrosis stage (OR 0.12, 95% CI 0.07–0.18).

Conclusion: Hepatic steatosis can significantly decrease HBV DNA

levels, liver inflammatory and fibrosis in HVB infected patients.

PP0985

Assessment sexual dysfunction in chronic hepatitis B patients

Recep Tekin1, Mahmut Bulut2, Ahmet Yilmaz2, Mehmet Cemal
Kaya2, Mustafa Kemal Celen1

1Department of Infectious Disease and Clinical Microbiology, Dicle

University School of Medicine, Diyarbakir, Turkey; 2Dicle

University, Diyarbakir, Turkey

Background: The frequency of sexual dysfunction (SD) is not very

well known in patients with chronic hepatitis B. We aimed to

investigate anxiety, depression and sexual satisfaction levels and the

effects of depression and anxiety upon the sexual satisfaction in

patients with Chronic Hepatitis B.

Methods: The total study population comprised of 47 patients with

chronic hepatitis and 50 healthy volunteers as the control group. Data

were collected from using three forms: one covering information

about socio-demographic characteristics of the patients, the Hospital

Anxiety and Depression Scale (HADs) and the Golombok-Rust

Inventory of Sexual Satisfaction (GRISS).

Result: The mean age of the patients and controls are 34.2 ± 6.7, 32.8

± 6.2 respectively. %53.2 (n = 25) of the patients were female,

%46.8 (n = 22) of were male and %58 (n = 28) of controls were

female and %42 (n = 21) of were male. All of the patients were drug

naive. %36.2 (n = 17) of the patients were chronic inactive hepatitis

(HBsAg: positive; HBV DNA: negative; normal ALT value) and

%63.8 (n = 30) of were chronic active hepatitis (HBsAg: positive;

HBV DNA[2000 IU/ml; normal or high ALT value). There were no

significant difference between hepatitis patients and controls in terms

of age, gender, Hamilton Anxiety Scale score and Hamilton

Depression Scale score (p[005). Overall scores GRISS scale of both

male and female patients with hepatitis were statistically significant

higher than controls (p \ 0.05). In female patients avoidance, dis-

satisfaction, non-sensuality and anorgasmia parameters were

significantly higher than controls (p \ 0.05). In male patients

avoidance, premature ejaculation and impotence parameters were

significantly higher than controls group (p\ 0.05).
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PP0986

Clinical features of HBV/HCV infection complicated by mild
hepatic seatosis

Jia He1, Jia Shang1

1Department of infectious Diseases, Henan Provincial People’s

Hospital, Zhengzhou

Background: To investigate the clinical features of previously

untreated patients with chronic HBV/HCV infection complicated by

mild hepatic steatosis.

Methods: A total of 111 previously untreated with chronic HBV/

HCV infection who were hospitalized in Zhengzhou University

People’s Hospital from December 2014 to January 2016. Liver biopsy

confirmed that all the patients had mild hepatic steatosis. Among

these patients, 65 had HBV infection and 46 HCV infection. The

changes in clinical indices such as liver function, blood lipids, blood

glucose, and liver stiffness measurement (LSM) were compared

between the two groups. The independent samples t-test or Wilcoxon

two-sample test was used for comparison of continuous data between

groups, and the Chi square test was used for comparison of cate-

gorical data between groups.

Result: There were significant differences in LSM, aspartate

aminotransferase (AST), gamma-glutamyl transpeptidase(GGT),

plasma albumin (Alb), total cholesterol (TC), high-density lipoprotein

cholesterol (HDL-C), low-density lipoprotein cholesterol (LDL-C),

and platelet count (PLT) between the two groups(all P\0.05).

According to liver inflammation grade and fibrosis stage, the patients

were divided into G\2/S\2 group (0,0-1,1,1-2) and G C 2/S C 2

group (2,2-3,3,3-4,4). LSM showed significant differences across the

groups with different liver inflammation grades and fibrosis stages

(HBV infection: 6.40 (5.30–7.70) vs 8.30 (5.90–11.30), Z = -2.463,

P = 0.014; 6.70 (5.30–7.80) vs 8.30 (5.70–11.30), Z = -2.049, P =

0.040. HCV infection: 7.60 (6.30–11.50) vs 17.50 (12.00–26.70), Z =

-3.961, P \ 0.001;7.60 (5.90–10.20) vs 15.50 (7.50–21.50), Z =

-3.325, P = 0.001. In the patients with chronic HCV infection, TC

showed a significant difference between the groups with different

fibrosis stages (4.28 ± 0.85 vs 3.82 ± 0.68, t = 2.045, P = 0.047).

Conclusion: Compared with previously untreated patients with

chronic HBV infestation complicated by mild hepatic steatosis, those

with HCV infection complicated by mild hepatic steatosis have higher

LSM, GGT, TC, and LDL-C, as well as lower Alb, PLT, AST and

HDL-C in addition, the parameters associated with hepatic steatosis

(BMI, GLU, fat attenuation parameter, blood lipid) are not positively

correlated with disease progression.

PP0987

Assessing bone mineral density of patients with chronic hepatitis
B by dual energy X-ray radiography

Cai Qingxian1, Chen Fengjuan2

1The Department of Infectious Disease, Guangzhou; 2Eighth People’s

Hospital of Guangzhou, Guangzhou

Background: To Assess bone mineral density (BMD) among the

patients with Chronic hepatitis B.

Methods: Eighty patients with chronic hepatitis B and 40 healthy

control were enrolled. Dual-energy X-ray employed to detect the

BMD of the lumbar spine (L1–L4) and total hip. The demographic

and clinical data (Including age, gender, kidney and liver function,

serum 25-hydroxy-vitamin D Levels) all the participants were

collected. Independent sample t-test was used to compare the dif-

ferences among 2 groups and multiple classified logistical regression

analysis was used to evaluate factors influencing BMD.

Result: The BMD of patients with Chronic hepatitis B was signifi-

cantly lower than that of healthy controls (P \ 0.01). Univariate

logistic regression analysis identified that female gender, elder age,

elevated liver function, lower serum 25-hydroxy-vitamin D Levels

and HBV infection were significantly correlated with the levels of

BMD (P \ 0.01). Multivariate analysis showed that female gender

(OR 1.438, 95% CI 1.202–1.719), elder age OR 1.401, 95% CI

1.179–1.665) and chronic HBV infection (OR 1.389, 95% CI

1.202–1.684) was the independent risks of reduced BMD in patients.

Conclusion: BMD levels of patients with chronic hepatitis B are

significantly lower than that of the healthy controls, and chronic HBV

infection is independent factor of osteoporosis.

PP0988

What is the meaning of isolated HBcIgG positiveness?

Kamuran Türker1, Elcin Balci2

1Department of Infectious Diseases, Istanbul Baclar Training and

Research Hospital, Istanbul, Turkey; 2Department of Public Health

Erciyes University Faculty of Medicine, Kayseri, Turkey

Background: Hepatitis B virus (HBV) and Hepatitis C virus (HCV)

both of them are the major causes of chronic liver disease (CLD)

worldwide. The diagnosis of Hepatitis B infection depends on the

presence of HbsAg but in 10–20% of patients only anti-HBc IgG can

be detected which is usually indicative of past self-limiting HBV

infection.

Isolated anti-HBc IgG is also frequently observed in intravenous drug

abusers, HIV infected individuals, HBV and HCV co-infected

patients and pregnant females.

The aim of this study was to estimate the prevalence isolated

HBcIgG positiveness in chronic hepatitis patients.

Methods: We enrolled 77 isolated HBcIgG patients that were con-

secutively admitted to Infectious Disease department of our hospital

from January 2006 to November 2016. HBcIgG positiveness was

almost 5.1% in CHD. The patients were evaluated on the basis of a

history and detailed physical and systemic examination.

All types of CLD i.e. chronic hepatitis, cirrhosis and hepatocellular

carcinoma were included and were diagnosed on the basis of clinical,

biochemical, serological and/or histopathological study.

Result: 77 patients included in the study (33 males and 44 females,

42.9% and 57.1%) with mean age of 50.2 years (range 23–77).

There were 34 (44.1%) patients that have either HBeAg or Anti-

HBeAB positiveness and 43(55.9%) patients have AntiHBeAb

positive. One of patient had Hepatocellular carcinoma (HCC).

AntiHCV positiveness rate was 11.6% (9 patients) and 6 patients

were HCV RNA positive. Only one patient had DeltaAb positive.

There were any patient have HIV positive in this group. Hepatitis B

vaccine responds rate was 92.1% in this group of patients.

Conclusion: The clinical significance of such a finding is being

recognized and it is seen that even in HbsAg and anti HCV negative

patients CLD can develop and such patients show anti-HBc IgG as the

only marker.

In cases of co-infection with both HBV and HCV serious conse-

quences are seen with more severe and aggressive liver disease.

Prevalence of hepatocellular carcinoma (HCC) is higher in patients of

co-infection than a single infection

Anti-HBc IgG should be tested in all patients with CLD as it is

frequently the only marker of HBV infection in such patients and they

should be monitored closely as such patients can develop CLD.
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Presence of co-infection with HCV should be actively searched for in

such patients.

PP0989

Chronic hepatitis B combined with alcoholic liver disease, HCV/
HEV overlapping infection: a report of one case

Wang Bao1, Ren Tian Yi1, Fu Xing1, Wang Huan1, Niu Jun Qi1

1Department of Hepatology, The First Hospital of Jilin University,

Changchun

Background: Recognized in clinical practice, patients with hepatitis

overlapping infections are pretty common. These patients tend to

develop to severe hepatitis so that they should receive regular treat-

ments. Otherwise, their lives would be threatened.

Methods: The present case-report describes chronic hepatitis B

combined with ALD (alcoholic liver disease) and HCV/HEV over-

lapping infection

Result: A 51-year-old male patient who had been found hepatitis B

pathogen positive 20 years ago came to us without systematic treat-

ments. He got nearly 1 month of fatigue, abdominal distension,

yellow eyes and yellow urine. He had the alcohol abuse history of 20

years, almost 100 g pure alcohol per day. Physical examinations were

performed and signs including yellow stained skin and sclera, liver

palms, spider angiomata, and shifting dullness were found. Etiologi-

cal examinations were made and they were HBsAg (+), HbeAg (+),

Anti-Hbc (+), Hepatitis C antibody (+), hepatitis B virus hepatitis

related quantitative (1.16E + 004 IU/Ml), hepatitis C virus hepatitis

related quantitative (1.03E + 002 IU/ml) and Hepatitis E virus Ig-M

(+). The final diagnose went to ‘viral hepatitis HBV/HCV/HEV

overlap infection, severe chronic ALD and ACLF (acute on chronic

liver failure)’. In the end, family members of the patient agreed on

giving up further treatments.

Conclusion: In China, multiple hepatitis virus infections are quite

common, but chronic hepatitis B combined with alcoholic liver dis-

ease and HCV/HEV overlapping infection has been rarely reported. In

clinical practice, when patients with chronic hepatitis suddenly show

exacerbation in disease conditions and present symptoms of acute

period, relevant examinations should be made as soon as possible to

rule out other hepatitis viruses overlapping infections. Afterwards,

actions should be taken to improve treatment effect and to reduce

incidence and mortality of severe hepatitis.

PP0990

Five years hepatitis D prevalence in South East of Turkey

Celal Ayaz1

1Dicle University School of Medicine, Diyarbakir, Turkey

Aim: Hepatitis B virus (HBV) infection is a major cause of morbidity

and mortality worldwide. Hepatitis Delta virus (HDV) requires the

presence of HBsAg for replication. Five percent of HBV carriers are

infected with HDV worldwide. In this study we aimed to determine

five years prevalence in Diyarbakır.
Materials and methods: Demographic characteristics of the patients

were recorded and the Hepatitis B s antigen (HBsAg), Anti-HBs,

Hepatitis B e antigen (HBeAg), Anti-HBe, Anti-HBc, anti-HDV and

HBV DNA were investigated. All the data analysis was carried out

using the SPSS software Version 11.0 (SPSS, Chicago, IL, USA).

A P-value of\0.05 was considered significant.

Results: Of the 5471 HBsAg positive individuals tested for the

presence of anti-HDV antibodies, 64% were male and 36% were

female. The average age ± standard deviation was 34.5 ± 15.8

years. Of patients, 243 (4.44%) patients were Anti-HDV positive.

Anti-HDV positivity was significantly more common in patients

with chronic active hepatitis B infection compared to asymptomatic

carriers (p = 0.025). In conclusion the prevalence of HDV infec-

tions decreased due to extensive vaccination protocols and control

of transfusion medicine. The South-eastern Anatolia region is a

region with higher population of HBV. In this region, the majority

of families are crowded and close contact is frequent between

family members. The family contact should be prevented by

improving of the living conditions in Turkey, the patients with HBV

should be screened for HDV and early antiviral treatment should be

started for this patients.
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Correlation of nucleos(t)ide analogues with the serum phosphorus
in chronic hepatitis B patients: a large-sample cross-sectional
study in China

Zhanyi Li1, Yuankai Wu1, Fangji Yang1, Guoli Lin1, Xiangyong
Li1, Yutian Chong1

1The Third Affiliated Hospital of Sun Yat-sen University, Guangdong

Background: Nucleos(t)ide analogues (NAs) has drastically

improved the prognosis of patients with chronic hepatitis B (CHB).

However, the duration of NA treatment is not well defined and the

safety of long-term treatment with NAs has gained more attention.

NAs, particularly adefovir have been reported to be associated with

long-term nephrotoxic effects and hypophosphatemia. The present

study aimed to evaluate the effects of NAs on serum phosphorus in

Chinese chronic hepatitis B (CHB) patients.

Methods: This single-center cross-sectional study enrolled 1010

CHB patients who were followed up from January 2006 to October

2014 in the Third Affiliated Hospital of Sun Yat-sen University.

The CHB patient subgroups included those treated with lamivudine

(n = 57), adefovir (n = 225), telbivudine (n = 159), and entecavir

(n = 276), while untreated patients (n = 293) served as control.

Hypophosphatemia was defined as serum phosphate less than 0.8

mmol/L.

Result: The mean age of the patients was 39.75 ± 10.04 years, and

78.8% of the study population was male. 16.1% study population had

cirrhosis. The mean drug duration of each group was: LAM, 58.61 ±

21.79 months; ADV, 58.70 ± 17.33 months; LdT, 42.99 ± 15.76

months; and ETV, 53.34 ± 20.04 months. The prevalence of

hypophosphatemia in lamivudine, adefovir, telbivudine, entecavir,

and control groups was 3.5, 17.8, 2.5, 4.3, and 2.4%, respectively.

Compared with other groups, the incidence of hypophosphatemia was

significantly higher in the ADV group (P = 0.001 vs control; P =

0.007 vs LAM; P = 0.001 vs LdT; P = 0.001 vs ETV). The logistic

regression analysis showed that the independent predictors of

hypophosphatemia were adefovir use (P = 0.003), eGFR\ 60 (P =

0.02), cirrhosis (P = 0.006), male sex (P = 0.003), older age (P =

0.018), and higher aspartate aminotransferase level (P = 0.045).
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Conclusion: Hypophosphatemia are prevalent in CHB patients trea-

ted with NAs. Adefovir appears to be correlated with

hypophosphatemia more frequently than other NAs. The CHB

patients especially the patients using ADV, elderly, male patients,

cirrhosis patients, and patients having a high AST level and renal

impairment require close monitoring of serum creatinine and phos-

phate levels before treatment and at yearly intervals during treatment.

PP0992

Impact of previous nucleos(t)ide analogues treatment on renal
function after tenofovir therapy in chronic hepatitis B

Myung Jin Oh1

1Department of Internal Medicine, CHA University School of

Medicine, CHA Gumi Medical Center, Gyeonggi-do, South Korea

Background: Tenofovir disoproxil fumarate (TDF), an antiviral agent

with higher genetic barrier and strong potency in chronic hepatitis B,

is known to have a renal toxicity as it inhibits mitochondrial DNA

polymerase c and cases of significant nephrotoxicity have been

reported. However, the impact of previous nucleos(t)ide analogues

(NUCs) treatment on the renal toxicity by TDF therapy was not well

established. Thus, the aim of this study was to evaluate and compare

the renal safety of TDF treatment related to the experience of prior

NUCs therapy.

Methods: From January 2012 to December 2014, a total of 99

patients who received TDF therapy for chronic hepatitis B over 48

weeks was enrolled. The subjects were divided into NUCs-naı̈ve

patients group (n = 46) and NUCs-experienced patients group (n =

53). The virological features and renal function of the recruited

patients were investigated by retrospective medical record view.

Renal function was calculated through estimated glomerular filtration

rate using Modification Diet in Renal Disease (MDRD-eGFR) for-

mula based on serum creatinine, age, gender, and race.

Result: At baseline, mean age was 46.2 ± 10.6 years in the NUCs-

naı̈ve group and 46.3 ± 11.2 years in the NUCs-experienced group.

Male patients were predominant in the both groups (60.9 and 69.8%).

Initially, mean serum HBV DNA was 6.7 ± 1.5 log10 IU/mL in the

NUCs-naı̈ve group and 4.5 ± 1.8 log10 IU/mL in the NUCs-experi-

enced group. Mean follow-up duration in each group was 104.4 ±

30.9 and 121.0 ± 33.6 weeks. At 24 weeks of TDF therapy, the

MDRD-eGFR significantly changed from 102.1 to 96.2 mL/min/1.73

m2 in the NUCs-naı̈ve group (p = 0.003). However, in the NUCs-

experienced group, there was no significant change in MDRD-eGFR.

After TDF therapy of 48 weeks, the MDRD-eGFR decreased signif-

icantly in the NUCs-naı̈ve group from 102.0 to 91.5 mL/min/1.73 m2

(p = 0.000). In addition, in the NUCs-experienced group, the MDRD-

eGFR after TDF therapy changed significantly from 95.6 to 91.5 mL/

min/1.73 m2 (p = 0.035).

Conclusion: This study showed that TDF might lead to deterioration

in renal function through serial assessments of MDRD-eGFR,

regardless of experience of previous NUCs treatment.

PP0993

A case report of hepatitis B not responding to treatment
with interferon alpha 2a

Selçuk Aksöz1, Hakan Sezgin Sayiner2

1Adiyaman University Adiyaman Training and Research Hospital,

Clinic of Infectious Diseases, Adiyaman, Turkey; 2Adiyaman

University Faculty of Medicine, Department of Infectious Diseases,

Adiyaman, Turkey

Background: Turkey is one of the Mediterranean countries where

Hepatitis B infection is very common. Although its prevalence varies

by region, it ranges between 2 and 7% in Turkey. Patients who require

treatment receive interferons and oral antivirals. Here we report the

results of treatment with tenofovir in a patient, who didn’t respond to

treatment with interferon alfa 2a for three months.

Methods: The workup performed in a 38-year old male patient for

chronic hepatitis B showed HbsAg (+), HbeAg (+), AntiHbe (-),

ALT:210, AST:141, HBVDNA: 6,986,000 IU/ML, followed by a

liver biopsy revealing fibrosis of 5 as determined by ISHAK score,

and HAI (hepatitis activity index) of 10/18. Therefore, the patient was

initiated on pegylated interferon alpha 2a at a dose of 180 mcg once a

week. The patient received this treatment regularly for 3 months,

without developing any side effects.

Result: At the end of month 3, he switched to Tenofovir Disoproxil

245 mg tablets once a day due to HBVDNA: 147,900 IU/ML, ALT:

129, and AST: 130. At the month 3 of treatment with Tenofovir, the

results were as follows: ALT: 55, AST: 53 and HBVDNA: 17 IU/ML.

The treatment continued with these results.

Conclusion: Although treatment of hepatitis with pegylated inter-

ferons usually produces good results, oral antivirals represent a good

alternative in patients with incomplete response during follow-up.

PP0994

Predictive factors of lamivudine dose 150 mg/day responsiveness
in chronic hepatitis B Therapy

Sakkarin Chirapongsathorn1, Supapat Laodheerasiri1, Dollapas
Punpanich1, Ouppatham Supasyndh2

1Division of Gastroenterology and Hepatology, Phramongkutklao

Hospital and College of Medicine, Bangkok, Thailand; 2Division of

Nephrology, Phramongkutklao Hospital and College of Medicine,

Bangkok, Thailand Hospital, Bangkok, Thailand

Background: Lamivudine 150 mg is listed in Thailand national list of

essential medicines for HIV and HBV treatment that everyone can

access. Data of lamivudine dose 150 mg/day responsiveness in

chronic hepatitis B treatment is lacking. We aim to investigate pre-

dictive factors of lamivudine dose 150 mg/day responsiveness in

chronic hepatitis B infection treatment.

Methods: We carried out a historical cohort study of lamivudine 150

mg/day in 118 patients with chronic hepatitis B infection after 3 years

of treatment. The responsiveness was considered when HBV DNA

viral load was undetectable or HBeAg was seroconverted or loss of

HbsAg was occurred.

Result: The mean age of participants was 48 years. 61% had HBeAg

negative prior start treatment. Undetectable HBV viral load was 61%.

HBeAg seroconversion was 11.9% and loss of HBsAg was 2.5%.

Predictive factor of lamivudine responsiveness was pretreatment level

of total bilirubin C0.8 mg/dayL (p value = 0.01), direct bilirubin

C0.3 mg/dayL (p-value = 0.02), AST C 77 U/L (p-value\0.001) and

ALT C 116 U/L (p-value\ 0.001).

Conclusion: Predictive factor of lamivudine responsiveness in

chronic hepatitis B infection was high pretreatment level of total

bilirubin, direct bilirubin, AST and ALT. Prevalence of lamivudine

responsiveness in our cohort was 61%.

S658 Hepatol Int (2017) 11 (Suppl 1):S1–S1093

123



PP0995

Hepatitis B e antigen (HBeAg) seroconversion rate amongst
subjects on treatment: a retrospective analysis from east coast
of Malaysia

Khairul Azhar Jaafar1, Mohamed Hadzri Hasmoni1

1International Islamic University Malaysia, Kuantan, Pahang,

Malaysia

Background: HBeAg seroconversion [HBeAg loss, Hepatitis B e

Antibody (HBeAb) presence] is associated with favourable outcome

in the management of chronic hepatitis B infection. We explore the

rate of HBeAg seroconversion amongst patients who were on treat-

ment from 12 months to 5 years from year 2007 through 2016 and

subsequently compare it with their HBV DNA (iu/ml) levels.

Majority of patients had vertical transmission. All of them had normal

liver echotexture on ultrasound when treatment was initiated. They

were given oral nucleoside/tide analogues (lamivudine, adefovir,

entecavir, tenofovir) and 2 patients were on subcutaneous pegylated

interferon.

Methods: A total of forty-two patients (42) between the ages of

29–73 years old who were on treatment were analysed from data

collected at the outpatient clinic. Blood results for HBeAg serocon-

version and HBV DNA level were analysed including latest

ultrasound of the livers.

Result: A total of 32 (76%) patients had HBeAg seroconversion and

10 (24%) patients did not. 6 out of 10 patients who did not sero-

convert age from 29 to 41 years old. A total of 34 (80%) patients had

HBV DNA levels below 2000 iu/ml. 7 out of 8 patients who had HBV

DNA levels more than 2000 iu/ml belong to the seroconverted group.

2 patients had liver cirrhosis and another 2 had hepatocellular

carcinoma.

Conclusion: Majority of patients on treatment (76%) achieved

seroconversion. More seroconverted patients had HBV DNA levels

higher than ([2000 iu/ml) is suggestive of mutations (pre core/core

promoter) during treatment. Low HBV DNA levels (\2000 iu/ml)

were not associated with rate of seroconversion. This could suggest

the benefit of treatment in suppressing HBV DNA levels may

encompass rate of seroconversion.

PP0996

Circulating kidney injury molecule 1 is a novel diagnostic
biomarker for renal dysfunction during long-term adefovir
therapy in chronic hepatitis B

Ziyue Li1, Chuan Shen1, Yadong Wang1, Wei Wang1, Qian Zhao1,
Zhenzhong Liu2, Yang Wang2, Caiyan Zhao1

1The Third Affiliated Hospital of Hebei Medical University,

Shijiazhuang; 2The Fifth Hospital of Shijiazhuang, Shijiazhuang

Background: To evaluate serum kidney injury molecule 1 (KIM-1)

as a new diagnostic marker of renal dysfunction in chronic hepatitis B

(CHB) patients receiving long-term adefovir dipivoxil (ADV)

treatment.

Methods: We retrospectively enrolled 85 patients treated with ADV

and 85 patients treated with entecavir (ETV) monotherapy, for at least

6 months. The two groups were matched for baseline age (±5 years),

sex, and estimated glomerular filtration rate (eGFR). Serum crea-

tinine, cystatin C, and KIM-1 concentrations were measured, and

eGFR was calculated using the Chronic Kidney Disease Epidemiol-

ogy Collaboration (CKD-EPI) creatinine–cystatin C equation, at

baseline and last follow-up.

Result: eGFR decreased by 10–20% from baseline in 11/85 (14.1%)

patients, 20–30% in 5/85 (5.9%), and C30% in 2/85 (2.4%) in patients

treated with ADV. Serum KIM-1 was more significantly increased

after ADV treatment 86.53 (10.20–355.40) pg/mL than ETV treat-

ment 61.54 (10.53–200.56) pg/mL (P \ 0.01). Furthermore, serum

KIM-1 was positively correlated with serum cystatin C (r = 0.47; P\
0.001) and negatively correlated with eGFR (r = -0.46; P\0.001).

The area under the receiver-operating characteristic curve (AUC-

ROC) of serum KIM-1 for identifying renal dysfunction in all

enrolled patients was 0.94 [95% confidence interval (95% CI)

0.87–1.02; P\0.001), while the AUC-ROC of serum creatinine was

only 0.82 (95% CI 0.60–1.03; P\ 0.01).

Conclusion: Serum KIM-1 is a promising new diagnostic biomarker

of renal dysfunction during long-term ADV therapy for CHB patients.
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The impact of adefovir dipivoxil alone or with other antiviral
therapy on the urinary b2-microglobulin in patients with chronic
hepatitis B

Zhao Kang Lu1,2, Ye Wei Jiang2, Ju Hong Zhen1

1The Fourth Affiliated Hospital Zhejiang University of Medicine,

Yiwu; 2First Affiliated Hospital of Zhejiang University of Traditional

Chinese Medicine, Hangzhou

Background: Several nucleos(t)ide analogues (NAs) are available for

the management of patients with chronic hepatitis B (CHB). In most

patients, NAs need to be administered on a long-term basis, thus

increasing the risk of adverse effects. Adefovir dipivoxil (ADV) may

indeed cause nephrotoxicity. Our study analyzed the changes in urine

b2-microglobulin in patients with CHB who received ADV

monotherapy or with other antiviral therapy and provides a basis for

assessing renal tubular function, and can also provide a useful ref-

erence for clinical practice.

Methods: Data were collected from 234 patients with CHB who

received ADV monotherapy or ADV in combination with other

antiviral therapy, during outpatient follow-up at our hospital. We

evaluated urinary b2-microglobulin and correlated it with treatment

time points, patient age, gender, etc.

Result: With increased treatment time, the proportion of abnormal

changes in urine b2-microglobulin increased. The difference was not

statistically significant (P[0.05). There was no significant difference

in urine b2-microglobulin changes caused by ADV alone or in

combination with lamivudine (LAM) or entecavir (ETV) (P[ 0.05),

but the difference was statistically significant when compared with

ADV in combination with telbivudine (LdT) (P\0.05). We report a

correlation between age and changes in urine b2-microglobulin (OR

0.996, P [ 0.05), but no correlation with gender and course of

treatment (P \ 0.05). No statistical differences between treatment

groups (P[ 0.05).

Conclusion: ADV monotherapy or with LAM or ETV caused a

gradual increase in urine b2-microglobulin levels. We show lower

urinary b-2-microglobulin levels in the ADV combination with LdT

group. Male gender and longer treatment time are additional risk

factors for urine b2-microglobulin levels.
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Effect of telbivudine combined with adefovir on renal function
in patients with chronic hepatitis B

Zhao Kang Lu1,2, Ye Wei Jiang2, Ju Hong Zhen1

1The Fourth Affiliated Hospital Zhejiang University of Medicine,

Yiwu; 2First Affiliated Hospital of Zhejiang University of Traditional

Chinese Medicine, Hangzhou

Background: Several nucleos(t)ide analogues (NAs) are available for

the management of patients with chronic hepatitis B (CHB). For most

patients, NAs must be administered on a long-term basis, thus

increasing the risk of adverse effects. Adefovir dipivoxil (ADV) may

cause nephrotoxicity. Some studies in CHB patients reported that

estimated glomerular filtration rate (eGFR) increases with telbivudine

(LdT) treatment. The aim of our study was to explore the effect of

combination LdT plus ADV on renal function in patients with CHB.

Methods: Patients with CHB and renal injury due to lamivudine

(LAM) resistance and combination with ADV, who visited the First

Affiliated Hospital of Zhejiang Chinese Medical University were

enrolled into this study. This was a randomized controlled trial.

Patients were randomly divided into two groups: LAM + ADV

(original treatment was continued) and LdT + ADV (LAM was

replaced with LdT). The levels of HBV DNA, alanine aminotrans-

ferase (ALT), serum creatinine (Scr), eGFR, urinary beta

2-microglobulin (Ub2-MG), and serum creatine kinase (sCK) were

compared between the 2 groups at baseline, 24 and 48-weeks of

treatment.

Result: A total of 79 patients were enrolled into the study, 41 patients

in the LAM + ADV group and 38 in the LdT + ADV. Differences in

gender distribution, age, body weight and the basal level were not

statistically significant (all P [ 0.05). We report no HBV DNA

breakthrough during 48-weeks of treatment in both groups. The dif-

ferences in ALT levels at different time points were not statistically

significantly different (all P[ 0.05).

Conclusion: The therapeutic regimen of combination LdT plus ADV

may improve renal function in patients with CHB. The change in sCK

level should be monitored closely during treatment.

PP0999

Vitamin D receptor gene polymorphisms may affect
the interferon response in chronic hepatitis B patients

Filiz Akyuz1, Ali Riza Ucar1, Sevgi Ciftci1, Fahriye Keskin1, Raim
Iliaz1, Bilger Cavus1, Umit Akyuz2, Cetin Karaca1, Kadir Demir1,
Fatih Besisik1, Sabahattin Kaymakoglu1

1Istanbul Faculty of Medicine, Istanbul, Turkey; 2Fatih Sultan

Mehmet Research and Educational Hospital, Istanbul, Turkey

Background: Immune mechanisms play a role in the treatment of

chronic hepatitis B (CHB). Interferons (IFN) are used to treat CHB

through their immunomodulating effects. In this study, we aimed to

investigate the influence of vitamin D receptor (VDR) gene poly-

morphisms, which is thought to be associated with immune systems,

on the response to IFN therapy in CHB.

Methods: 27 Patients were enrolled in the study between 1995 and

2008, who were CHB diagnosed and treated with recombinant IFN

alpha 2a, recombinant IFN alpha 2b or pegylated IFN alpha 2a. The

HBV DNA levels measured before the treatment, at the end of

treatment, the following 6th, 12th months and during last visit were

recorded retrospectively. VDR gene Fok I (T[C rs2228570), Bsm I

(G [ A rs1544410), Apa I (C [ A rs7975232) and Taq I (T [ C

rs731236) polymorphism genotypes were determined. The relation-

ship between genotypes and basal characteristics of the patients

against response to treatment were studied.

Result: of 27 patients, 21 were men and 6 were women. The average

diagnosis age was 39.2. 22 patients were HBeAg (-), 5 patients were

HBeAg (+). The average follow-up period was 111.2 (12–264)

months. End of treatment virological response rate was 67%, response

rate at 12th month of post-treatment was 30%, and permanent

response rate was 15%. HBsAg clearance occurred in two patients

(7%). The average time of relapse was 31.3 (3–140) months. In the

end of treatment response group, ff genotype was borderline signifi-

cantly detected more (72.2 vs 33.3%, p = 0.05). In the response

group, f (77.8 vs 50%) and B (72.2 vs 50%) alleles were detected at

higher ratios. In the response group, bb genotype (16.7 vs 44.4%, p[
0.05) was observed less commonly. In the group with 12th month

response, AA (62.5 vs 36.8%), ff (75 vs 52.6%), TT (50 vs 26.3%)

genoytpes were detected at higher ratios (p[0.05). In the permanent

response group, aa, Bb, FF genotypes were not detected, whereas AA

(75 vs 39.1%), BB (75 vs 52.2%) and FF (75 vs 56.5%) genotypes

were detected at higher ratios compared to the no-response group.

Conclusion: VDR gene polymorphisms may determine the IFN

response in the treatment of CHB. Particularly, the ff genotype of Fok

I might be important as a response indicating factor in treatment

management.
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PP1000

Effectiveness of entecavir or telbivudine therapy in patients
with chronic hepatitis B infection pre-treated with interferon
compared with de novo therapy with entecavir and telbivudine

Shaohang Cai1, Jiawei Cao1, Jie Peng1

1Nanfang Hospital, Southern Medical University, Guangzhou

Background: To compare the effectiveness of therapy with entecavir

or telbivudine following the initial failure of interferon therapy, with

that of initial therapy with entecavir or telbivudine in patients with

chronic hepatitis B virus (HBV) infection.

Methods: Two groups of patients with chronic HBV infection were

studied: (1) patients who did not respond to interferon therapy and

who then switched to entecavir (interferon-entecavir group) or tel-

bivudine (interferon-telbivudine group); (2) patients who were

initially treated with entecavir or telbivudine. Treatment efficacy

parameters included virological response, HBeAg seroconversion,

and alanine aminotransferase (ALT) normalization.

Result: Out of 180 patients, 56 received de novo telbivudine

monotherapy (telbivudine group); 45 received entecavir monotherapy

(entecavir group); 40 received telbivudine following interferon

treatment (interferon-telbivudine group); and 39 received entecavir

following interferon treatment (interferon- entecavir group). At week

52, virological response occurred in significantly more patients in the

interferon-entecavir group than the entecavir group (87.2 vs. 57.8%, p

= 0.003). At week 104, HBeAg seroconversion occurred in signifi-

cantly more patients in the interferon- entecavir group than the

entecavir group (44.4 vs. 22.2%, p = 0.03). At week 52, virological

response was achieved by significantly more patients in the inter-

feron-telbivudine group than the telbivudine group (85.0 vs. 64.3%, p

= 0.02).

Conclusion: For patients with chronic HBV infection, the switch to

rescue therapy with entecavir or telbivudine therapy after failure of

interferon therapy resulted in more rapid virologic response than de

novo treatment with either entecavir or telbivudine; rescue therapy

with entecavir resulted in a greater rate of HBeAg seroconversion.
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PP1001

Mitochondrial toxicity caused by tenofovir in hepatitis B patient
without HIV infection

Berna Bozca1

1Afyonkarahisar State Hospital Infectious Diseases Department,

Ankara, Turkey

Background: An estimated 400 million people worldwide are

chronically infected with the hepatitis B virus (HBV), with up to 40%

developing complications, including cirrhosis and hepatocellular

carcinoma. Oral nucleoside/nucleotide analogues (NAs) are the

mainstay of therapy for patients with chronic hepatitis B and are

generally well tolerated. All NAs can potentially affect human DNA

polymerase with decrease in mitochondrial DNA, leading to mani-

festations of mitochonrial toxicity. As a class effect therefore, NAs

can potentially cause extrahepatic conditions, such as myopathy,

nephropathy, neuropathy and lactic acidosis.

Methods: Case report.

Result: A 58 years old, male, with cirrhosis caused by hepatitis B

virus genotype D. He had no medication story for hepatitis B until

now. In the first month of tenofovir treatment, he came us with severe

muscle pain and mild dyspnea. Laboratory studies revealed leucocyte

count of 1200 k/ml and platelets at 55,000 k/ml, INR level increased

as 1.84. When we looked at the biochemical lab tests, creatinine

kinase was elevated at 1307 U/L. Arterial blood gas was 7.25, serum

bicarbonate was 19 meq/L with a high anion gap of 18, demonstrating

a high anion gap metabolic acidosis. The diagnosis of patient was

found compatible with lactic acidosis caused by mitochondrial toxi-

city for using tenofovir and decomposed cirrhosis. After

hospitalization, we applied symptomatic treatment, consulted with

department of gastroenterology and hematology. Metabolic acidosis

decreased and clinic is fixed but decompensation of cirrhosis con-

tinued. The patient referred to the liver transplant center. Currently,

the patient is in the second year of transplantation and the overall

situation is good. HBV-DNA is negative value under treatment with

entecavir.

Conclusion: Tenofovir is an oral nucleotide analog approved for use

in chronic hepatitis B in 2008 and for HIV infection in 2001. The

most anticipated side effect of tenofovir is dose dependent

nephropathy, predominantly affecting the proximal renal tubules.

Symptomatic lactic acidosis in patients is known to be associated with

extensive exposure to nucleoside reverse-transcriptase inhibitors

(NRTIs) and can be fatal. NRTI-associated lactic acidosis is believed

to be a consequence of the drug’s toxic effect on the mitochondria in

liver and skeletal muscle cells. When we looked at the literature

studies for mitochondrial toxicity caused by tenofovir, most of cases

are co-infected with HIV infection and they are using combined

antiretroviral drugs. The operators refer to the degree of toxicity,

compared with other drugs; zalcitabine[ zidovudine[ stavudine[
abacavir [ didanosine [ tenofovir [ lamivudine. Interestingly; our

case had no other infection or had no other antiviral drug. This case-

report has shown us; to be careful in terms of mitochondrial toxicity

in hepatitis B patients who treated with tenofovir.

PP1002

Growth and development of children exposed to telbivudine
and lamivudine for interrupting perinatal transmission
of hepatitis B virus

Ying Zhang1, Hui-hui Zeng2, Wei Yi3, Yao Xie1, Yin Wang4,
Ming-fang Zhou3, Yu-hong Hu3, Gang Wan5, Wei-hua Gao1, Min
Liu3

1Hepatology Unit, Beijing Ditan Hospital, Capital Medical

University, Beijing; 2Department of Pediatrics, Beijing Ditan

Hospital, Capital Medical University, Beijing; 3Department of

Obstetrics and Gynecology, Beijing Ditan Hospital, Capital Medical

University, Beijing; 4Child Care Center, Beijing Children’s Hospital,

Capital Medical University, Beijing; 5Statistics office, Beijing Ditan

Hospital, Capital Medical University, Beijing

Background: To investigate the influence of telbivudine (LdT) and

lamivudine (LAM) used in third trimester of pregnancy to the

development of 1-year old children

Methods: In this retrospective cohort study, one-year old consecutive

infants were enrolled and arranged into LdT, LAM and control group

(decided by his/her mother take LdT, LAM or no drugs in late

pregnancy). All children measured height and weight, completed a
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questionnaire, Gesell developmental diagnosis schedule (GDDS) and

laboratory tests.

Result: In 268 children of the three groups, the average height were

77.55 ± 3.03 cm, 76.29 ± 3.55 cm and 77.83 ± 3.31 cm (p = 0.11),

the average weight were 10.57 ± 1.19 kg, 10.40 ± 1.15 kg and 10.59

± 1.14 kg (p = 0.77). The most three common adverse events after

delivery were fever, diarrhoea and exanthema subitum, and hospi-

talization rate were 9.33, 8.33 and 8.51% respectively (p = 1.00). The

level of Alanine aminotransferase, Aspartate amino transferase, Total

bilirubin, Albumin, Blood urea nitrogen, Blood creatinine, Hae-

moglobin, and Blood platelet were similar. Anti-HBs levels were

463.99 ± 384.49 mIU/ml, 422.37 ± 373.47 mIU/ml and 452.77 ±

362.30 mIU/ml respectively (P = 0.88), the rate of no response and

low response were similar (p = 1.00, p = 0.85). No statistically

significant difference were observed in GDDS score of Gross motor,

fine motor, Adaptive, Linguistic and Personal social, the percentage

of developmental delay, suspicion and normal of the three groups

were similar. Multivariate logistic regression suggested that applica-

tion of LDT or LAM during pregnancy had no adverse effect on

neurologic development after ruled out confounding factors.

Conclusion: LdT and LAM used in third trimester had no adverse

effect on the growth and development of 1-year old children and safe

for blocking HBV mother-to-child transmission.

PP1003

Assessment of steatosis and its correlation with biochemical,
elastographic and viral parameters in patients with chronic HBV
infection after switching to tenofovir from other nucleos(t)ide
analogue

Krzysztof Tomasiewicz1, Agnieszka Pokora2, Slawomir Kiciak1

1Medical University of Lublin, Department of Infectious Diseases,

Lublin, Poland; 2Medical Univeristy of Lublin, Department of

Infectious Diseases, Lublin, Poland

Background: The relationship between infection with HBV and fatty

liver is not as clear as in the chronic hepatitis C virus (HCV) infec-

tion. Results of few studies are controversial. The aim of this study

was to evaluate the relationship between selected parameters of lipid

metabolism and hepatic steatosis during one year treatment with

tenofovir (TDF), after switching from another nucleos(t)ide analogue

(NUC).

Methods: The study included 59 HBsAg-positive and HBeAg-neg-

ative pts, who have been switched to TDF due to the lack of efficacy

or intolerance to prior treatment. We evaluated the level of total

cholesterol, low-density lipoprotein (LDL), high-density lipoprotein

(HDL), triglycerides (TG), LDL-receptor (LDL-R), HBV-DNA and

HBsAg levels and transient elastography (FibroScan) with CAP

option at the baseline, 6 months and 1 year after tenofovir treatment.

Result: During 1 year observation average BMI lowered from 23.5 ±

3.5 to 22.4 ± 3.6 that was not significant. We have also observed

following lipid profile changes (average ± SD): total cholesterol

183.2 ± 41.4 mg/dayL to 186 ± 53 mg/dayl, LDL 102.3 ± 33.9

mg/dayL to 89.3 ± 30.1 mg/dayl, HDL 57.1 ± 24.7 mg/dayl to 67.3

± 21.9 mg/dayl, TG 104.4 ± 45.1 mg/dayL to 104.1 ± 39.5 mg/dayl.

The average CAP value lowered from 263.5 ± 81.7 db/m at the

baseline to 247 ± 77.9 dB/m and fibrosis from 6.9 ± 4.4 kPa to 5.1 ±

4.1 kPa. HBV-DNA level at the baseline was 3.21 9 105 IU/mL ±

1.59 9 103 IU/mL and many patients had no adequate viral control (as

they were switched to TDF due to lack of efficacy). At the end of

observation most patients had undetectable HBV-DNA and just a few

had detectable viremia but the highest was 8.6 9 101 IU/mL. The

average HBsAg level was 4259.5 ± 2093.1 IU/mL and did not

changed significantly (4197 ± 2411.4 IU/mL). At the baseline sta-

tistically significant correlations were found for CAP steatosis and

BMI (Rs = 0.36, p\ 0,03), CAP and LDL (r = 0.041, p = 0.040).

The only significant correlation including viral factors was between

HBsAg level and LDL (r = -0.39; p = 0.03). During one year

treatment we have observed non-significant lowering of median LDL

level and slightly increase in HDL median level. The level of LDL-

receptor was significantly higher after 1 year treatment when com-

pared to baseline.

Conclusion: Study results suggest liver steatosis in HBV infected

patients is mainly a consequence of metabolic alterations. Neverthe-

less, the relationship between HBsAg level and LDL level remains

unclear. One year treatment with tenofovir resulted in excellent viral

control. For some patients we found clear improvement in fibrosis and

metabolic factors, including liver steatosis measured by FibroScan

CAP option with lack of statistical significance. We will continue to

assess those parameters during next year(s) of treatment to establish

long-term consequences of successful anti-HBV treatment.

PP1004

Synergistic effect of ribonucleotide reductase inhibitor
and lamivudine for anti-HBV therapy

Yan Lou1, Wen Qi Qiu2, Zhe Wu2, Yun Qing Qiu2

1The First Affiliated Hospital, College of Medicine, Zhejiang

University, Hangzhou; 2The First Affiliated Hospital, College of

Medicine, Zhejiang University, Hangzhou

Background: Chronic hepatitis B virus (HBV) infection is a key

factor for hepatocellular carcinoma worldwide. Ribonucleotide

reductase (RR) is essential for HBV replication and the viral cova-

lently-closed-circular DNA (cccDNA) synthesis in host liver cells.

Osalmid was identified as a potential RRM2-targeting compound, and

significantly inhibited HBV DNA in HepG2.2.15 cells. The disad-

vantages of current anti-HBV drugs are high frequency of adverse

reaction and inevitable drug resistance. A new combination antiviral

therapy of osalmid and lamivudine (3TC) exhibited synergistic action

for HBV inhibition in HepG2.2.15 cells and HBV-transgenic mice

without significant toxicity. Previous studies on antivirals have con-

cluded that OAT1 and, to a lesser extent, OAT3 play a major role in

transport of antiviral drugs such as lamivudine. Severe drug–drug

interactions (DDIs) can occur with combinations of drugs and this can

lead to treatment failure or drug-induced toxicities. As a result, the

potential enzyme- and transporters-medicated DDIs of the combina-

tion therapy were investigated in the present study.

Methods: HepG2.2.15 cells were exposed to osalmid, 3TC, or a ratio

of the two drugs based on their calculated EC50s. The HBV DNA

levels in the culture supernatants and cells were determined by

Q-PCR. The effects of the single and combinational treatments were

analyzed according to the Chou and Talalay method with the Cal-

cuSyn program. The interaction of 3TC and osalmid was investigated

by in vitro accumulation and transport experiments on Madin-Darby

canine kidney (MDCK) cells overexpressing organic anion
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transporter 1 (SLC22A6, OAT1). Human liver microsomes (HLMs),

recombinant enzymes and selective inhibitors were used for the

identification of specific enzymes involved in metabolic pathways and

the prediction of potential clinical DDIs.

Result: A 40:1 ratio of osalmid: 3TC showed dramatically greater

HBV inhibitory activity as compared to either drug alone. In Fa

(Fractional Effect)-CI (combination index) plots, a synergistic effect

of the two drugs on HBV inhibition was indicated by CI\1.0. Two

monohydroxylation metabolites (M1and M2) and one monoglu-

curonide (M3) of osalmid were identified in HLMs by UPLC-QTOF

MS analysis. The result of inhibition analysis and recombinant en-

zymes indicated that hCYP1A2, hCYP2C8 exhibited hydroxylation

activity and UGT2B7 was involved in the glucuronidation. Uptake

studies in MDCK-OAT1 indicated that osalmid inhibits the uptake of

lamivudine.

Conclusion: In conclusion, the combination antiviral therapy of

osalmid and 3TC which can suppress HBV DNA replication and have

no significant enzyme- medicated drug interactions, ia an effective

and feasible therapy method. In addition, it is possible that inhibition

of renal OAT1 by osalmid may result in decreased 3TC accumulation

in renal tubular cells and contribute to reduce the risk of drug-induced

nephrotoxicity.

PP1005

Effect of 48-week pegylated interferon a-2a or nucleos(t)ide
analogues therapy on renal function in Chinese patients
with chronic hepatitis B

Ye Zhang1, Jian-qi Lian1, Chang-xing Huang1, Xue-fan Bai1

1Department of Infectious Diseases, Tangdu Hospital, Fourth Military

Medical University, Xi’an

Background: Controversy remains as to whether antiviral agents

contribute to renal dysfunction in patients with chronic hepatitis B

virus (HBV) infection. We analyzed the changes in renal function in

chronic hepatitis B (CHB) patients in response to anti-HBV therapy

and whether these were associated with treatment.

Methods: We performed a retrospective observational cohort study to

investigate factors associated with renal function in 264 Chinese CHB

patients who were treated with pegylated interferon a-2a (PEG-IFN-

a-2a) or nucleos(t)ide analogues for 48 weeks. A linear mixed effects

model for repeated measures was used to model variations of esti-

mated glomerular filtration rate (eGFR, computed with both the

Chronic Kidney Disease Epidemiology Collaboration and the Modi-

fication of Diet in Renal Disease formulas), adjusted for age, sex,

HBV DNA, aminotransferase, blood urea nitrogen, and creatinine.

Result: The eGFR increased in treatment-naı̈ve patients given PEG-

IFN-a-2a, but decreased in patients given adefovir. The eGFR

remained stable in patients given entecavir as monotherapy, in a

combination with PEG-IFN-a-2a, or experienced treatment. Age and

blood urea nitrogen were significant negative predictive factors for

eGFR changes.

Conclusion: In real-life study, PEG-IFN-a-2a therapy in treatment-

naı̈ve CHB patients may associated with renoprotective effects when

compared with adefovir or entecavir-based therapies.

PP1006

Serum hepatitis B core antibody levels predict HBeAg
seroconversion in chronic hepatitis B patients with high viral load
treated with nucleos(t)ide analogues

Zhandong Li1, Shaohang Cai1, Tao Yu2, Yegui Jiang 3, Yonghong
Zhang4, Fangfang Lv5, Jie Peng1

1Nanfang Hospital, Southern Medical University, Guangzhou;
2Hepatology Unit and Department of Infectious Diseases, Nanfang

Hospital, Southern Medical University, Guangzhou; 3Southwest

Hospital, Third Military Medical University, Chongqing; 4The

Second Xiangya Hospital, Changsha Hunan; 5Sir Run Run Shaw

Hospital, Zhejiang

Background: Patients with chronic hepatitis B virus (HBV) infection

who are HBeAg-positive are increasingly treated with nucleos(t)ide

analogues (NUCs). However, the significance of serum antibody

levels to hepatitis B core antibody (anti-HBc) in patients who undergo

HBeAg seroconversion during NUC treatment remains unclear.

Methods: This study included 74 patients with chronic HBV infec-

tion, treated with NUCs during a 96-week period. For each patient,

the results of serum alanine transaminase level were recorded; serum

HBsAg, HBeAg, and HBeAb levels were determined using

radioimmunoassay. Serum HBcAb levels were measured using a

double sandwich immunoassay method. Serum HBV DNA viral load

was measured using real-time quantitative polymerase chain reaction.

Result: Serum HBcAb levels were significantly increased in patients

with a serum ALT level more than five times the upper limit of

normal (ULN) compared with patients with ALT levels within normal

range (4.21 ± 0.63 vs. 3.93 ± 0.47, P = 0.047). When patients were

stratified and compared by HBeAg seroconversion status at week 96,

the baseline mean HBcAb levels were 4.38 ± 0.54 log10 IU/mL and

4.02 ± 0.58 log10 IU/mL, respectively (P = 0.029). Using the area

under the receiver operating characteristic (AUROC) curve to deter-

mine whether the serum HBcAb level was a clinical indicator for

HBeAg seroconversion at week 96, the AUROC was 0.71 (95% CI

0.55–0.86, P = 0.013). When the baseline HBcAb level was[4.375

log10 IU/mL, the sensitivity and specificity to predict HBeAg sero-

conversion at week 96 during NUC treatment were 62.5 and 74.2%,

and the positive likelihood ratio (+LR) and -LR were 2.42 and 0.51,

respectively. The results from the multivariate analysis indicated that

baseline serum HBcAb level was the only independent predictor for

HBeAg seroconversion at week 96, with an odds ratio of 4.78.

Conclusion: The findings of this study have shown that in chronic

hepatitis B patients with high viral load at baseline, a baseline serum

anti-HBc level[4.375 log10 IU/mL was predictive for HBeAg sero-

conversion by week 96.
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A study of integrated treatment program of traditional Chinese
medicine in chronic hepatitis B virus carriers

Yufeng Xing1, Daqiao Zhou1, Guangdong Tong1, Jinsong He1,
Chunshan Wei1, Deti Peng2, Zhiyi Han2

1Shenzhen Chinese Medicine Hosptial, Shenzhen; 2The Fourth

Clinical College of Guangzhou Chinese Medicine University,

Guangzhou

Background: The early clinic intervention of chronic hepatitis B

virus carriers is a great difficulty in modern medical. A large number

of studies have revealed that the incidences of liver cirrhosis and liver

cancer in chronic hepatitis B virus carriers over 30 years old with

sustained high level of HBV DNA rose by biological gradient. So

early intervention can help some high risk hepatitis B virus carriers

acquire early viral and serological response and can effectively reduce

the incidence of adverse outcome.

Methods: In this multicenter, randomized, double-blind and placebo-

controlled clinical trial, 600 patients who were conformed to inter-

vention criteria of traditional Chinese medicine of the chronic

hepatitis B virus carriers were divided randomly into 3 groups by

radio of 1:1:1, and were treated with invigorating the kidney and

soothing the liver, detoxification or invigorating kidney and

strengthening spleen and detoxification of TCM treatment or placebo

respectively. The changes of HBV DNA level, HBV serologic

markers were observed before and after the treatment.

Result: The study found that the ratio of HBV DNA ration drop

greater than 2 lgIU/ml is 15.29, 30.83% and the ratio of HBV DNA

ration less or equal to 10 ^ 4 IU/ml is 9.77, 18.05% at 48 and 96

weeks, the negative conversion rate of HBeAg seroconversion is 8.77,

16.29% and HBeAg/Anti-HBe conversion rate is 8.02, 13.03% at 48

and 96 weeks, which were significantly better than the control group

after the TCM treatment.

Conclusion: This study indicated that the early intervention with

invigorating kidney of TCM treatment could effectively reduce the

HBV DNA ration and improve the serological response of chronic

HBV carriers.

PP1008

The effect of antiviral treatment on hepatitis B virus reactivation
after radiotherapy for hepatocellular carcinoma

Baek Gyu Jun1, Young Don Kim1, Gab Jin Cheon1

1University of Ulsan College of Medicine, Gangneung Asan Hospital,

Gangneung, South Korea

Background: There are no convincing data to support preemptive

antiviral treatments that prevent hepatitis B virus (HBV) reactivation

after radiotherapy (RT) for hepatocellular carcinoma (HCC). The aim

of this study is to investigate the incidence and associated risk factors

for HBV reactivation after RT.

Methods: Medical records of 121 HCC patients with HBsAg (+) who

were treated with RT were reviewed from March 2007 to February

2016. Patients were divided into 2 groups: 24 patients without

antiviral therapy and 97 patients receiving antiviral therapy before

RT. HBV reactivation was defined as the reappearance or 10+ fold

increase in serum HBV DNA compared with the baseline level. We

evaluated the factors related to HBV reactivation in these patients.

Result: During the follow-up, 11 (9.1%) of 121 patients developed

HBV reactivation. Compared with the non-antiviral group, the

antiviral group had a significantly lower frequency of HBV reacti-

vation (5.2 vs 25%: p = 0.002). Among the patients who experienced

HBV reactivation, the proportion of radiation induced liver toxicity

(RILT) (2.1 vs 12.5%: p = 0.021) and HBV related hepatitis (3.1 vs

12.5% p = 0.057) were low in the antiviral group. However, there

was no overall difference in incidence of RILT (p = 0.157) and

hepatitis (p = 0.478). In a multivariate analysis, non-antiviral treat-

ment and combination therapy with transcatheter arterial

chemoembolization (TACE) were independent risk factors for HBV

reactivation.

Conclusion: HBV reactivation may occur after RT. Concomitant

TACE and non-antiviral treatment are the major risk factors for HBV

reactivation during RT. Preventive antiviral therapy is required for

patients with HBV before RT.
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PP1009

Predictors of HBeAg seroconversion after long-term nucleos(t)ide
analogues treatment for chronic hepatitis B: a multicenter study
conducted in a real clinical setting

Weiyan Yu1, Yadong Wang1, Chuan Shen1, Wei Wang1, Hui
Sun1, Ru Ji1, Mingjing Jiao1, Caiyan Zhao1

1The Third Hospital of Hebei Medical University, Shijiazhuang

Background: Few studies have evaluated the HBeAg seroconversion

rate during long-term NAs therapy in real clinical setting. Baseline

demographic characteristics or NAs adherence for predicting HBeAg

seroconversion were also seldom studied in routine clinical practice.

Methods: 251 Patients were recruited for the retrospective study.

Clinical and laboratory data were compared between HBeAg loss/

seroconversion and non-HBeAg loss/seroconversion group.

Result: The cumulative HBeAg seroconversion rates were 14.3, 32.7,

43.0, 46.9 and 50.5% in 1, 2, 3, 5 and 8 years, respectively. Among

patients with treatment duration beyond 3, 5 and 8 years, HBeAg loss

rates were 65.4, 73.8 and 75.6%, while HBeAg seroconversion rates

maintained in 47.6–50.5%. Lower baseline HBV DNA (\108 copies/

ml, P = 0.013), adherence (P = 0.002), higher baseline ALT level

(C200 IU/L, P = 0.009) and non-cirrhosis (P = 0.034) were found to

be the predictors of HBeAg loss. In 38 patients with baseline histo-

logical evaluations, adherence (P = 0.016), increased lobular

inflammation grade (G C 3, P = 0.027), earlier fibrosis stage (S\3,

P = 0.024) and lower baseline HBV DNA (P = 0.034) was found to

be predictors of HBeAg loss. Adherence (P \ 0.001), higher ALT

level (P\0.001) and non-vertical transmission (P = 0.006) was also

indicated to have predictive value for HBeAg seroconversion in

patients with NAs induced HBeAg loss.

Conclusion: The HBeAg seroconversion rate seen in real clinical

settings during long-term NAs therapies appears much lower than

those reported in pivotal trials. The increases of HBeAg loss and

seroconversion rates might be not parallel. Baseline intra-hepatic

inflammatory activities might have predictive value for HBeAg

seroconversion. Adherence might be another consideration while

treating CHB patients.

PP1010

Curative effect analysis of hepatoprotection by Jianganle particle
combined with western medicine treatment on antituberculotic
drug induced liver injury

Cheng Gang1

1The First Hospital of Laohekou City Hubei Province, Laohekou,

Hubei

Background: The research aimed to curative effect of hepatopro-

tection by Jianganle particle combined with diammonium

glycyrrhizinate and tiopronin treatment on antituberculotic drug

induced liver injury.
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Methods: 36 cases were randomly divided into two groups, 18

patients were treated with diammonium glycyrrhizinate and tiopronin

as control group, at the same time 18 patients were treated with

Jianganle particle combined with glycyrrhizinate and tiopronin as

treatment group. The liver function such as TBIL, DBIL, AST, ALT,

ALP, GGT, and PT were observed before and after treatment.

Result: After treatment, the liver function index of the treatment

group was decreased significantly (P \ 0.05). There is obvious dif-

ferences between the two groups of clinical efficacy (P\ 0.05).

Conclusion: The clinical curative effect is remarkable by Jianganle

particle combined with glycyrrhizinate and tiopronin treatment on

antituberculotic drug induced liver injury.

PP1011

Effectiveness of nucleos(t)ide analogue therapies in treatment-
naı̈ve Chinese patients with chronic hepatitis B in real-world
clinical practice: 96-week results from the EVOLVE study

Jidong Jia1, Hong Tang2, Qin Ning3, Jiaji Jiang4, Xiaoguang
Dou5, Mingxiang Zhang6, Shuqin Zhang7, Jia Shang8, Deming
Tan9, Guiye Lv10, Mingshu Li11, Jie Liu11, Qingyan Bo11

1Beijing Friendship Hospital, Capital Medical University, Beijing;
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Background: The effectiveness of antiviral treatments for Chinese

patients with chronic hepatitis B (CHB) in the real-world setting is

varied. This study aimed to assess the effectiveness of nucleos(t)ide

analogues (NUCs) in treatment-naı̈ve Chinese patients with CHB.

Methods: In this five year observational study conducted in Tier 2

hospitals in China, NUCs-naı̈ve patients with CHB received either

entecavir (ETV), telbivudine (LdT), adefovir (ADV) or lamivudine

(LAM) based therapies, according to physician-patient decision.

Virologic, biochemical and serologic tests, as well as abdominal

imaging, were assessed based on China HBV treatment guidelines.

Hepatic events were defined as the development of compensated

cirrhosis, hepatic decompensation, hepatocellular carcinoma or liver

related death. The comparative effectiveness of different treatments

was evaluated using logistic regression, log-rank test and propensity

score matching.

Result: Among 3434 enrolled patients, 3408 were included in the

full-analysis set and 2351 had HBV DNA results at week 96. Patients

in treatment groups are not completely comparable in terms of age,

cirrhosis, HBV DNA level and HBeAg status (Table 1). Patients in

the LdT treatment group were relatively younger while the proportion

of cirrhotic patients in the LdT treatment group was lower (P\0.01).

HBV DNA level was lower in the ADV treatment group compared

with other groups (P\ 0.01).

Over the two-year period, 7.4% of patients receiving ETV modified

their initial treatment (primarily due to economic reasons) compared

with 19.9% of patients in the LAM-based group and 18.1% of patients

in the LdT group (primarily due to viral breakthrough/resistance). The

rate of patients with undetectable HBV DNA in the ETV group

progressively increased over time reaching 84.6% at week 96. The

difference in virologic response (VR) rates between the ETV and

LAM-based group was significant (P \ 0.0001). Cumulative inci-

dences of virologic breakthrough (0.79%) and drug resistance

(0.08%) in the ETV group were lower than LAM-based group (10.43

and 9.49%, respectively). At week 96, 269 (7.9%) patients developed

hepatic events. The cumulative probability of hepatic events was

significantly higher in cirrhosis patients without VR than those with

VR over the two-year treatment period (Figure 1).

Conclusion: In the real-world setting, NUCs-naı̈ve Chinese CHB

patients treated with ETV for two years achieved higher VR rates,

lower resistance rates and lower treatment modification rates than

those patients treated with other NUCs. Virologic response to NUCs

was associated with a lower probability of disease progression in

patients with cirrhosis.
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Background: JNJ-56136379 (JNJ-379) is a potent in vitro inhibitor of

HBV replication with a median EC90 of 226 nM in HepG2.117 cells.

The safety, tolerability and pharmacokinetics (PK) of JNJ-379, in

healthy volunteers (HV) was evaluated in Part 1 of a first in-human,

Phase 1 study (NCT02662712). Interim blinded results are described

below.

Methods: Part 1, a double-blind, randomized, placebo (PBO)-con-

trolled study, had three panels. Panel 1 had Sessions 1, 3 and 5. Panel

2 had Sessions 2, 4 and 6. In Panels 1 and 2 respectively, single

ascending oral doses of JNJ-379/PBO were evaluated in the same

group of HV (2:1 randomization). Sessions 1, 2, and 3, each had 9

HV. Session 4, 5 and 6, each had 8 HV. The following fasted doses

were evaluated: Session 1: 25 mg/PBO, Session 2: 50 mg/PBO,

Session 3: 150 mg/PBO, Session 4: 300 mg/PBO and Session 6: 600

mg/PBO. Session 5 evaluated a fed, single dose of 150 mg/PBO.

Panel 3, consisting of only Session 7, 12 HV were dosed in a fed state

with 150 mg/PBO (3:1 randomization) twice a day (BID) for 2 days

followed by 100 mg/PBO once a day (QD) for 10 days.

Result: Adverse events (AEs) were mild or moderate. There were no

serious AEs or dose limiting toxicities. The most common AEs (C3

subjects) were headache, epistaxis, rhinitis, cough, diarrhea, consti-

pation, back pain and asymptomatic lipase elevation. There was no

apparent dose relationship for any AE. Three HV did not complete

their respective dosing sessions/panels. Cmax and AUC of JNJ-379

increased proportionally between single doses of 25 to 300 mg but

less than proportionally up to 600 mg. Median Tmax was between 1.26

and 4.00 h. Mean clearance (Cl/F) after single doses was between

0.915 and 1.41 L/h. Volume of distribution ranged between 136 and

194 L. Mean T1/2 averaged between 93.3 and 110.5 h for the 25–300

mg dose levels. A 150 mg dose, under fed conditions, increased Cmax,

AUClast and AUCinf 25, 27 and 27%, respectively. Median Tmax was

reached 2.5 h later compared to fasting conditions. During multiple

dosing, steady-state was reached by Day 3.

Conclusion: JNJ-379 was well tolerated in HV at single doses up to

600 mg and at multiple doses of 150 mg BID for 2 days followed by

100 mg QD for 10 days. PK was linear up to single doses of 300 mg.

Chronic hepatitis B subjects will be evaluated in Part 2 of this Phase 1

study.

PP1013

The changes of the thyroid hormone serum levels in the patients
with hepatitis B virus-related cirrhosis after the anti-virus
treatment

Zhang Lijuan1, Zhang Tao1

1Xinjiang Medical University, Urumqi

Background: The thyroid hormone is the most important hormone in

human body. It has important value on emulate the normal change of

body and metabolism. Liver is a main organ in our body. It due to the

metabolic and the degradation of thyroid hormone. The level of

thyroid hormone is due to the level of liver function. The patients with

hepatitis B virus-related compensated cirrhosis have server reduce of

liver function. Entecavir is a kind of anti-virus drug of nucleoside

analogues. We want to know the serum levels of thyroid hormone in

hepatitis B virus-related compensated cirrhosis patients when they

have the treatment of entecavir.

Methods: Recruited a total of 67 patients with hepatitis B virus-

related compensated cirrhosis that be treated from January of 2012 to

December of 2013 as the observation group. Another 50 healthy

participants were included as the control group. Checked the serum

levels of thyroid hormone in both group. The observation group were

administrated with entecavir 0.5/day for anti-virus treatment in-ad-

dition to supportive treatment and maintaining fluid and electrolyte

acid–base balance. Serum levels of thyroid hormone between the

observation group and the control group, and the levels of serum TH

and liver function indexes between patients with HBVDNA conver-

sion and without HBVDNA negative conversion after 24 weeks anti-

virus treatment were compared.

Result: Before the treatment the serum levels of total triiodothyronine

(T3), totla thyroxine (T4), free triiodothyronine (FT3), free thyroxine

(FT4) were lower in observation group. The serum levels of thyroid

stimulating hormone (TSH) were higher in control group (P\0.01).

After the treatment, there were 49 cases with HBVDNA negative

conversion and 18 cases without HBVDNA negative conversion in

observation group after treatment. The serum levels of thyroid hor-

mone were improved in the cases without HBVDNA negative

conversion, but there were no significant different compared to former

treatment. The serum levels of total triiodothyronine (T3), totla thy-

roxine (T4), free triiodothyronine (FT3), free thyroxine (FT4) and

albumin (ALB) were higher in those with HBVDNA negative con-

version than those without HBVDNA negative conversion and those

before treatment (P\ 0.05 or P\ 0.01), and serum levels of thyroid

stimulating hormone (TSH), aspartate aminotransferase (AST), ala-

nine aminotransferase (ALT), prothrombin time (PT) and total

bilirubin (TIBL) were significant lower in those with HBVDNA

negative conversion than those without HBVDNA negative conver-

sion and those before treatment (P\0.05 or P\0.01). There was no

serious adverse reaction reported in the observation group.

Conclusion: ETV is effective and safe to improve the serum levels of

thyroid hormone and liver function in patients with hepatitis B virus-

related compensated cirrhosis.

PP1014

Observational study of the effect of nucleos(t)ide analogues
on renal function in patients with chronic hepatitis B

Wu Jianlin1, Sheng Liping1, Wu Jizhou1

1The First Affiliated Hospital of Guangxi Medical University,

Nanning

Background: The literature has reported that adefovir, depending on

dose and treatment duration, can result in renal damage, whereas

telbivudine therapy has been associated with a sustained improvement

of renal function—particularly among patients with increased risk of

renal impairment. The aim of this study was to evaluate the effect of

nucleos(t)ide analogues on renal function and to evaluate the change

in renal function after replacement of ADV with LdT or ETV.

Methods: 478 outpatients with chronic hepatitis B were recruited at

the Infectious Disease Department of First Affiliated Hospital of
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Guangxi Medical University (August 2010–January 2016). Exclusion

criteria: hepatitis A/C/D/E, HIV infection, autoimmune hepatopathy,

alcoholic hepatopathy, decompensated liver cirrhosis, liver cancer,

diabetes, hypertension, or chronic nephropathy. The subjects were

randomly assigned to five groups: ADV group (N = 245), ETV group

(N = 94), LdT group (N = 70), ADV switched to LdT group (N =

33), and ADV switched to ETV group (N = 36). Patient screening:

the corresponding drugs were administered according to the relevant

requirements, and kidney function was evaluated once every 3–6

months. Data collection: in all five groups, serum creatinine was

measured and estimated glomerular filtration rate (eGFR) was cal-

culated at weeks 0, 48, 96, and 144, respectively. Statistical analysis:

the change in SCr and eGFR at week 144 was compared with

baseline.

Result: Baseline Characteristics can be seen in Table 1. At Weeks 96

and 144 compared with baseline, the median eGFR decreased by 6.49

and 8.02% in the ADV group, increased by 6.14% (P \ 0.001) and

6.52% (P = 0.02) in the LdT group, decreased by 1.52 and 1.10% in

the ETV group, increased by 27.43% (P \ 0.001) and 34.74% (P\
0.001) in the ADV switched to LdT group, and increased by 1.14 and

0.83% in the ADV switched to ETV group, respectively. At Week

144.30 cases in the ADV group showed eGFR decrease by[20%, and

10 cases in the LdT group and 23 cases in the ADV switched to LdT

group, respectively showed eGFR increase by [20%. After 96 and

144 weeks, SCr level decreased, but eGFR level increased in the LdT

group and ADV switched to LdT group, which was the opposite of

ADV group. These results were significantly different in the paired

inter-group and intra-group comparison. In the ADV switched to LdT

group, eGFR level increased by[20% in 63.64 and 10% of patients,

and from \90 to [90 in 30.30 and 78.57% of patients respectively,

which was significantly different from the ADV group. In the ADV

group, the proportion of patients with eGFR [ 90 decreased from

70.61% at baseline to 24.28% at Week 144. ETV seemed to have no

significant impact on renal function.

Conclusion: In this study renal function improved with LdT-therapy.

Patients with renal dysfunction while on ADV-therapy, experienced

significant renal function improvement after switching to LdT.

PP1015

Efficacy and safety of Peg IFNa- 2a in the treatment of children
with chronic hepatitis B

Huimin Fan1, Luping Lin1, Shijie Jia1, Min Xie1, Cun Luo1

1The Eighth People’s Hospital of Guangzhou, Guangzhou

Background: Although hepatitis B virus vaccination in the newborns

and immune blocking measures in the high risk newborn babies have

been vigorously promoted and the infection rate of hepatitis B in chil-

dren is decreased obviously, there are nearly 100,000 Chinese children

infected with hepatitis B every year because of the big population base

of this country. Hepatitis B in children is still a problem need to be paid

attention to and solved in order to achieve the purpose of the elimination

of hepatitis B. The study focused on effect and safety of Peg IFNa-2a in

the treatment of chronic hepatitis B in children retrospectively.

Methods: A total of 44 children with CHB aged from 3 to 17 years

old were enrolled, including 20 patients as antiviral treatment group

(Peg IFNa-2a was administered with the dosage of 104 lg/m2 per

week and the maximum dose not more than 180 lg per week), 24

patients with regularly liver protecting as control group. The course of

treatment ranged from 48 to 96 weeks. Biochemical, virological and

serological responses of two groups at different time points were

compared and the efficacy and safety of Peg IFNa-2a were analyzed.

In addition, children in treatment group were divided into the younger

group (3–7 years old, n = 10) and the older group (8–17 years old, n
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= 10). The virological and serological responses of two groups at

different time points were compared.

Result: At 48 week, the ALT normalization rate, the HBV-DNA sup-

pression rate, the HBeAg and HBsAg clearance rates were higher in the

treatment group than the control group, with statistically significance (30,

65, 70, 35 vs 50, 16.7, 25, 8.3%, P\0.05). At 96 week of prolonged

treatment, the HBV-DNA suppression rate, the HBeAg and HBsAg

clearance rates were significantly higher than the control group with

significant differences (85, 85, 50 vs 16.7, 25, 8.3%, P\0.01) while the

ALT normalization rate without statistically significance (P [ 0.05).

There were no statistically significances in virological and serological

responses between different gender in treatment group (P [ 0.05).

Compared with the older group, it showed an increasing trend of HBV-

DNA suppression rate, the HBeAg and HBsAg clearance rates in the

younger group but without statistically significances (P[0.05), probably

associated with the small samples. No serious adverse effects occurred in

the study and no one withdraw from the study because of side effects.

There was no recurrence in the treatment group after the drug withdrawal.

Conclusion: PEG-INFa-2a should be an effective drug for the

treatment of children with CHB. Prolonged treatment can improve the

efficacy in children with good safety.

PP1016

Study of peginterferon a-2a under RGT strategy
for the treatment of HBeAg-positive chronic hepatitis B

Yujuan Guan1, Jianping Li1, Zhiwei Xie1

1The Eighth People’s Hospital of Guangzhou, Guangzhou

Background: The study aimed to analyze the effectiveness of

peginterferon a-2a treatment under the Response Guided Therapy

(RGT) strategy for HBeAg-positive chronic hepatitis B

Methods: In this trial, HBeAg positive CHB patients were treated

with peginterferon a-2a (180 lg/week) for 48 weeks. At week 48,

patients who achieved HBsAg loss or HBsAg seroconversion dis-

continued treatment and then entered the follow-up, who did not

achieve HBsAg loss or HBsAg seroconversion were randomized to

peginterferon a-2a for another 24 weeks or another 48 weeks. All

subjects were followed up for 24 weeks after the end of treatment.

The primary endpoint was HBsAg loss or HBsAg seroconversion.

Result: Fifty-four HBeAg-positive CHB patients receives peginter-

feron a-2a. 5.56% (3/54) and 0% (0/54) of patients achieved HBsAg

loss and HBsAg seroconversion at week 48. 1.85% (1/54) and 5.56%

(3/54) of patients achieved HBsAg loss and HBsAg seroconversion at

week 72. 1.85% (1/54) and 11.11% (6/54) of patients achieved

HBsAg loss and HBsAg seroconversion at week 96. At two years

posttreatment HBsAg clearance was noted in the seven patients. For

patients with HBsAg \ 1000 IU/ml at week 48, 38.46% achieved

HBeAg seroconversion with underdetectable HBV DNA.

Conclusion: Patients treated with peginterferon a-2a would obtain

HBsAg loss or HBsAg seroconversion, and extending the duration of

peginterferon a-2a would improve the rate of HBsAg loss. Patients

with HBsAg\1000 IU/ml at week 48 would benefit from continued

peginterferon a-2a treatment.
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Histologic changes of chronic hepatitis B virus carriers
with Chinese herbal compound therapy
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Background: Many studies found that HBV carriers liver tissue still

existed different degree of inflammation and fibrosis, part of the

carriers liver tissue inflammation activity and fibrosis were signifi-

cantly, which was the most reliable evidence whether chronic HBV

carriers should receive antiviral treatment. The study was to observe

the histological changes of chronic hepatitis B virus carriers who

treated with Chinese herbal compound therapy.

Methods: With the multi-center, randomized, double-blinded and

placebo-controlled, 600 chronic hepatitis B virus carriers were divi-

ded into Bushen Qingtou group, Bushen Jianpi group and control

group, 200 patients per group. Bushen Qingtou prescription, Bushen

Jianpi prescription and placebo prescription were treated for 52

weeks, respectively. The pathological changes were observed by liver

biopsy examination before and after treatment. Inflammatory active

degree and fibrosis were scored with Knodell HAI and Ishak.

Result: The number of decreasing more than 2 points on Knodell HAI

in Bushen Qingtou group, Bushen Jianpi group and control group was

21, 18, and 6 respectively (P\0.05); the number of increasing more

than 2 points on Knodell HAI in three groups was 3, 2, and 8

respectively (P\ 0.05). The curative effect of Bushen Qingtou pre-

scription, Bushen Jianpi prescription were significantly obviously

better than control group, there was no statistical significance between

the two treatment groups (P[0.05). The number of decreasing more

than 1 points on Ishak in Bushen Qingtou group, Bushen Jianpi group,

and control group was 13, 12, and 9 respectively (P [ 0.05); the

number of increasing more than 1 points on Ishak in Bushen Qingtou

group, Bushen Jianpi group and control group was 8, 3, and 11

respectively, there was statistical significance between Bushen Jianpi

group and controlled group (P \ 0.01), there was no statistical sig-

nificance between Bushen Qingtou group and control group (P [
0.05), which meant Bushen Jianpi prescription could prevent the

deterioration of liver tissue fibrosis more significantly than placebo

prescription did.

Conclusion: Chinese herbal compound therapy (tonifying kidney

therapy) could inhibit the inflammatory activity and delay the fibrosis

progression of the chronic HBV carriers.

PP1018

A comparison of three different strategies to optimize therapy
for chronic hepatitis B patients with suboptimal response
to adefovir dipivoxil: a real-life study from China

Enqiang Chen1, Meng-lan Wang1, Ling-yao Du1, Li-bo Yan1,
Hong Tang1

1Center of Infectious Diseases, West China Hospital, Sichuan

University, Chengdu, Sichuan

Background: Currently, there is no consensus regarding the efficacy

of lamivudine (LAM), telbivudine (LdT) or entecavir (ETV) add-on

strategies to optimize therapy for chronic hepatitis B patients (CHB)

with suboptimal response to adefovir dipivoxil (ADV). This study

aimed to evaluate three different nucleos(t)ide analogues (NAs)

combination therapies in patients with suboptimal response to ADV.

Methods: A total of 114 patients with suboptimal response to ADV of

48 weeks were included in this study, with 37 patients receiving LAM

+ ADV, 35 patients receiving LdT + ADV and 42 patients receiving

ETV + ADV. The virological and immunological responses, as well

as the dynamic changes in estimated glomerular filtration rate
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(eGFR), to different add-on strategies were evaluated at the 48-week

follow-up.

Result: Baseline characteristics were similar among the three cohorts.

At Week 48, the rate of virological response was satisfactory for the

three cohorts, and the absolute response rate in the ETV + ADV group

[97.6% (41/42)] was higher than that in either LdT + ADV [88.6%

(31/35)] or LAM + ADV groups [81.1% (30/37)]. However, only the

difference between ETV + ADV and LAM + ADV groups was

statistic significant (P = 0.023). The absolute rate of HBeAg/anti-

HBe seroconversion in the LdT + ADV group [26.9% (7/26)] was

higher than that in ETV + ADV [10% (3/30), P = 0.162] or LAM +

ADV groups [3.6% (1/28), P = 0.022]. A significant increase in eGFR

was observed in the LdT + ADV group (from 90.37 at baseline to

105.05 mL/min/1.73 m2 at Week 48, P\0.001) as compared to that

in the ETV + ADV (from 91.42 at baseline to 90.76 mL/min/1.73 m2

at Week 48, P = 0.818) and LAM + ADV group (from 90.22 at

baseline to 92.85 mL/min/1.73 m2 at Week 48, P = 0.275).

Conclusion: The data seems to suggest they are all good choices

based on different parameters. And LdT add-on therapy yields good

HBeAg seroconversion and eGFR improvement.

PP1019

Incidence of hepatocellular carcinoma in Asian chronic hepatitis
B patients receiving entecavir or tenofovir

Mi Na Kim1, Kyu Sung Rim1, Hana Park1, Ju Ho Lee1, Yun Bin
Lee1, Young Eun Chon1, Yeonjung Ha1, Seong Gyu Hwang1

1Department of Internal Medicine, CHA Bundang Medical Center,

CHA University, Gyeonggi, South Korea

Background: The risk of developing hepatocellular carcinoma

(HCC) cannot be completely eliminated, even in patients who achieve

maintained virological remission under long-term therapy with ente-

cavir (ETV) or tenofovir (TDF). The aim of this study was to evaluate

the incidence HCC and the accuracy of the existing HCC risk scores

in Asian chronic hepatitis B (CHB) patients treated with ETV or TDF.

Methods: CHB patients treated with ETV or TDF were consecutively

recruited. The performances of three risk prediction models (CU-

HCC, GAG-HCC, and REACH-B) were analyzed.

Result: A total of 441 CHB patients (260 men, 59.0%) were selected

between August 2006 and January 2015. The mean age was 46 years.

During the follow-up period (median, 48.3 months), 29 (6.6%)

patients developed HCC. The cumulative incidence rates of HCC at 3

and 5 years were 4.2 and 8.2%, respectively. The cumulative inci-

dence rate of HCC in cirrhotic patients was significantly higher than

that in non-cirrhotic patients (P\ 0.001, log-rant test). In our study

population, CU-HCC and GAG-HCC showed acceptable accuracy for

the prediction of HCC development [area under receiver operating

characteristic curve (AUROC): 0.789 at 3 years and 0.806 at 5 years

for CU-HCC and 0.850 at 3 years and 0.874 at 5 years for GAG-

HCC], but REACH-B did not (AUORC: 0.578 at 3 years and 0.568 at

5 years).

Conclusion: The incidence of HCC is low in patients treated with

ETV or TDF, but ETV or TDF does not eliminate the risk of HCC.

The CU-HCC and GAG-HCC showed acceptable accuracy, but

REACH-B did not.

PP1020

Cost-effectiveness of initial nucleos(t)ide analogue monotherapies
and subsequent with the response-guided or rescue therapies
in the treatment of chronic hepatitis B in China

Keng Lai1, Chi Zhang1, Weixia Ke1, Yanhui Gao1, Li Liu1,
Shudong Zhou1, Yi Yang1

1Guangdong Pharmaceutical University, Guangdong

Background: Nucleos(t)ide analogues (NAs) are typically used as the

primary treatment option for patients with chronic hepatitis B

(CHB)in China, including low resistance NAs [entecavir (ETV),

tenofovir (TDF)] and high resistance NAs [lamivudine (LAM), tel-

bivudine (TBV), adefovir (ADV)]. For patients in whom initial

monotherapy has failed, various response-guided therapies (for high

resistance NAs) and rescue therapies are available in clinical practice,

however, the pharmacoeconomic profiles of them remain unclear. The

aim of this study was to investigate the cost-effectiveness of these

therapeutic options and identify the optimal treatment option for

Chinese CHB patients.

Methods: The Markov model was applied to simulate the lifetime

costs and quality-adjusted life-years (QALYs) associated with 25

therapeutic options for the treatment of patients with both hepatitis B

e-antigen (HBeAg)-positive and -negative CHB. One-way and prob-

abilistic sensitivity analysis were explored the uncertainties of model.
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Result: Three treatments were on the cost-effectiveness frontier line,

indicating that they were not dominated by other therapeutic options:

LAM switched to TDF therapy (LAM then TDF therapy), LAM

roadmap with TDF therapy (RLAM/TDF therapy) and TDF

monotherapy. When compared with either LAM then TDF therapy

and RLAM/TDF therapy, the incremental cost-effectiveness ratio

(ICER) of TDF monotherapy was below the willingness-to-pay

threshold of $22,833/QALY. In the subgroups analyses, LAM, TBV,

ADV, or ETV followed by TDF therapy generated the lowest lifetime

costs and served as the reference treatments within each subgroup.

When the high resistance NAs were evaluated, the ICERs of the

response-guided therapies were all below $22,833/QALY compared

with their corresponding reference treatments. For the treatment of

drug-resistant patients, TDF monotherapy dominated most of the

rescue therapies. Although some rescue therapies achieved better

efficacy, the ICERs of them were beyond $22,833/QALY when

compared with TDF monotherapy. The model was robust to a wide

range of sensitivity analyses.

Conclusion: TDF monotherapy is the optimal treatment for both

treatment-naı̈ve and drug-resistant CHB patients in China. When

various applications of high resistance NAs are compared, the

response-guided therapies were more cost-effective than their rescue

therapies.

PP1021

Intrahepatic nucleus HBcAg distribution score can predict
virological response in pegylated interferon treated chronic
hepatitis B patients

Hong Tang1,2, Lingyun Zhou1,2, Enqiang Chen1,2, Miao Liu1,2,
Menglan Wang1,2

1Center of Infectious Diseases, West China Hospital, Sichuan

University, Chengdu, Sichuan; 2Division of Infectious Diseases, State

Key Laboratory of Biotherapy and Cancer Center, West China

Hospital, Sichuan University, and Collaborative Innovation Center for

Biotherapy, Chengdu

Background: Antiviral effect of interferon as immunomodulator

depends on the basal immune function of chronic hepatitis B (CHB)

patients. And hepatitis B core antigen (HBcAg) was expressed mainly

in the cytoplasm in patients with active hepatitis or hepatocyte

regeneration; mainly in the nuclei in patients with the absence of

hepatocyte regeneration. These indicated the potential prognostic

value of HBcAg distribution for interferon treatment. This study

aimed to investigate using intrahepatic HBcAg distribution score

before initial treatment to predict virological response of interferon

treated CHB patients.

Methods: This study consisted two parts: firstly, retrospective

research was down in 62 CHB patients under PEG-IFN treatment to

find out the relationship between nucleus and cytoplasm HBcAg

distribution scores and virological response; Secondly, we followed

up 14 CHB patients under PEG-IFN treatment to better prove our

results.

Result: In 3th, 6th, 12th month evaluation, compare to responders, all

non-responders had higher HBcAg nucleus distribution scores (p

value 0.01, 0.04, 0.01 respectively) but no different in HBcAg cyto-

plasm distribution scores (p value 0.82, 0.09, 0.85 respectively). We

followed up 14CHB patients under PEG-IFN treatment. The response

rates of 9 patients affirmed HBcAg nucleus distribution scores 0 were

44, 44, 67% while the response rates of 5 patients affirmed HBcAg

nucleus distribution score 1 were merely 20, 0, 20% in 3th, 6th and

12th months of therapy respectively.

Conclusion: Nucleus HBcAg distribution score can help predicting

the virological response of PEG-IFN treatment of CHB patients.
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To research the antiviral treatment of low grade chronic hepatitis
B associated with tuberculosis patients (82 cases contrast analysis)

Shuquan Cheng1

1The Third People’s Hospital of Guilin, Guilin

Background: Objective to observe the therapeutic activity of ente-

cavir to treat HBV in low-grade chronic hepatitis B associated with

tuberculosis patients.

Methods: Method 82 cases of chronic hepatitis B associated with

tuberculosis patients were chose between January 2010 and December

2015, after liver biopsy, it was randomly divided into antiviral

treatment group (41 cases) and only antiphthisic treatment group (41

cases). The antiviral group was treated by entecavir, after two weeks,

it was combined with 2HREZ/4HR for antiphthisic treatment. The

antiphthisic group was only used 2HREZ/4HR. The course of treat-

ment in the two groups both were six months. The two groups were

general taken oral silybin and compound glycyrrhizin etc.

Result: 82 Cases were taken by liver biopsy, it showed that 22 cases

were attained inflammation G1 grade, the rate was 26.8%. The rate of

G2 to G3 level were 73.2%. The fibering level was great than or

euqual S2 with 49 cases, the rate was 59.8%. The levels of ALT and

Tbil were stable after and before treatment in the two groups, there

was not significant difference in parametric variation. However, the

HBV DNA was obviously declined after treatment, it compared with

before treatment, there was statistics differences (P \ 0.05) after

treatment 4, 12 and 24 weeks. It compared with before treatment, the

HBV DNA was obviously raised in the non antvrial group (P\0.05).

After 6 months antiphthisic treatment, there was significant difference

(P\0.05) in HBV DNA negative conversion rate (95.1% and 0), liver

damage (14.6 and 46.3%) and the rate (9.8 and 34.2%) of stopped in

antiphthisic treatment was due to adverse reaction etc., the antiverial

group was better then the antiphthisic group.

Conclusion: Chronic hepatitis B associated with tuberculosis

patients, liver biopsy proved that the liver inflammation level was

more serious than only chronic hepatitis B, the indication of ALT etc.

were really hard to embodied the liver inflammation level of chronic

hepatitis B associated with tuberculosis; even if the level of ALT and

the result of liver biopsy were not reached the demands of

\Prevention and treatment for chronic hepatitis B interpretation of

Chinese guideline[. It was used entecavir to therapeutic interventions

HBV in advance, it was going to reduce the incidence of liver adverse

reaction with antiphthisic, inhibit HBV NDA to replicate, reduce to

stop antphthisic, improve antiphthisic clinical compliance and achieve

good treatment effects.
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A genotype-specific baseline score to predict post-treatment
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Background: At present it is not possible to identify responders to

peginterferon alfa-2a (40KD) (PegIFN alfa-2a) treatment using

baseline characteristics. We aimed to develop an easy-to-use baseline

prediction score to identify hepatitis B e antigen (HBeAg)-positive

patients of Chinese ethnicity with chronic hepatitis B virus (HBV)

genotype B/C infection who are likely or unlikely to achieve a sus-

tained response after PegIFN alfa-2a treatment.

Methods: Data from 647 HBeAg-positive patients enrolled in three

large randomised studies (NCT00048945, NCT00435825,

NCT00922207) were pooled for the analysis. Generalised additive

models and multiple logistic regression (MLR) analysis were used to

develop the baseline scoring system to predict response to a 48-week

course of PegIFN alfa-2a. Response was defined at post-treatment

Week 24 as: (i) HBeAg seroconversion alone; or (ii) the combination

of seroconversion plus HBV DNA\ 2000 IU/mL.

Result: Overall, the mean age was 34.2 years (range 18–66), and the

majority of patients were male (72.2%). The mean alanine amino-

transferase (ALT) ratio was 4.19 the upper limit of normal (ULN)

and the mean HBV DNA level was 8.4 log10 IU/mL. Five baseline

factors [age, sex, ALT ratio, hepatitis B surface antigen (HBsAg)

level and HBV DNA level] were retained in the final MLR for

HBeAg seroconversion and used to develop the scoring system.

Points were assigned as follows: age (years) \40 = 1, C40 = 0;

female sex = 1, male = 0; ALT (9ULN)[4 = 1, B4 = 0; HBsAg

(IU/mL) B 25,000 = 2,[25,000 = 0; HBV DNA (log10 IU/mL) B 6

= 2, [6–7.7 = 1, [7.7 = 0. The distribution of scores and post-

treatment response rates are shown in the Table. Total scores ranged

from 0 to 6, with significantly increased response rates with

increasing score (p\0.0001 for all endpoints). Among patients with

scores of 0–1, 2–3, 4 or C5, HBeAg seroconversion was achieved in

6.4% (6/94), 23.0% (61/265), 36.4% (67/184) and 54.8% (57/104) of

patients, respectively, and a combined response was achieved in 5.3%

(5/94), 12.8% (34/265), 25.0% (46/184) and 36.5% (38/104) of

patients. Association between response rates and score was statisti-

cally significant (p\ 0.05) in each study and for both genotypes (B

and C) for all endpoints.

Conclusion: A pre-treatment scoring system that uses readily avail-

able baseline characteristics can be used to identify HBeAg-positive

patients of Chinese ethnicity who are likely or unlikely to respond to

PegIFN alfa-2a therapy. Validation of the performance of the pro-

posed scoring system in independent datasets is desirable.

Funding: F Hoffmann-La Roche Ltd.
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Background: Peginterferon alfa-2a (40KD) (PegIFN alfa-2a) induces

durable virological responses in a subset of hepatitis B e antigen

(HBeAg)-negative chronic hepatitis B patients. Robust pre-treatment

predictors are not available to identify patients likely to respond to

therapy; thus, we developed simple baseline (BL) scoring systems to

identify HBeAg-negative patients with high and low chances of

responding.

Methods: Data from 323 HBeAg-negative patients who had received

PegIFN alfa-2a for 48 weeks in three clinical studies (WV16241,

NCT01095835, NCT01283074) were included. Associations between

BL characteristics and response rates were explored using generalised

additive models and multiple logistic regression analysis. Separate

analyses were conducted for genotype (GT) B-/C- and D-infected

patients. Response was defined as HBV DNA \ 2000 IU/ml alone

(virological response, VR) or with alanine aminotransferase (ALT)

normalisation (combined response, CR) 48 weeks post-treatment.

Hepatitis B surface antigen (HBsAg) clearance rates were calculated,

although they were not used to develop the scoring systems.

Result: The score for GT B/C patients comprised four factors with

scores assigned as follows: age (years) B30 = 2,[30–45 = 1,[45 =

0; ALT/upper limit of normal C5 = 1,\5 = 0; HBV GT C = 1, B =

0; HBsAg (IU/mL) \1250 = 1, C1250 = 0. The score for GT D

patients comprised 3 factors with scores assigned as follows: age

(years) B45 = 1,[45 = 0; HBsAg (IU/mL)\2500 = 1, C2500 = 0;

HBV DNA (IU/mL)\35 000 = 1, C35 000 = 0. Total scores for GT

B/C patients range from 0 to 5 and for GT D patients from 0 to 3.

Higher scores indicate higher chances of response. Response rates by

prediction score are shown in the Table. Among GT B/C patients,

with BL prediction scores of 0, 1, 2 and C3, respectively, VR rates

were 12.5, 17.5, 25.8 and 70.2%, and CR rates were 12.5, 12.5, 21.0

and 57.4%. Among GT D patients with BL prediction scores of 0, 1, 2

and 3, respectively, VR rates were 2.2, 14.3, 28.0 and 50.0%, and CR

rates were 0, 11.9, 28.0 and 33.3%. HBsAg clearance rates were

higher in GT B/C and D patients with BL scores C3 than \3 (no

patients with scores of 0 experienced HBsAg loss).

Conclusion: Simple, easy-to-use and GT-specific BL scoring systems

that require 4 factors for GT B/C and 3 factors for GT D patients can

be used to identify HBeAg-negative patients with a low and high

likelihood of achieving a post-treatment response to PegIFN alfa-2a

therapy. Validation of the proposed scoring system in independent

cohorts is recommended.

Funding: F Hoffmann-La Roche Ltd.
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Background: Hepatitis B surface antigen (HBsAg) clearance/sero-

conversion is the ideal outcome in patients with chronic hepatitis B

(CHB); however, this event occurs rarely, even during treatment. The

objective of the S-Collate study (NCT01011738) is to assess HBsAg

clearance and other outcomes 3 years after stopping peginterferon

alfa-2a (40KD) (PegIFN alfa-2a) treatment in patients with hepatitis

B e antigen (HBeAg)-positive (e-pos) or -negative (e-neg) CHB.

Methods: Patients were assigned to PegIFN alfa-2a per investigator

discretion and in accordance with local clinical practice and labelling.

The primary efficacy endpoint was HBsAg clearance at 3 years post-

treatment in the as-treated (AT) population. The AT population

comprised all e-pos or e-neg adult patients who received at least one

dose of PegIFN alfa-2a. The response rates were calculated for the as-

treated population and also in relation to the number of patients with

data available for the endpoint of interest at the time point of interest.

Result: A total of 1842 patients were enrolled at 220 centres in 26

countries. The as-treated population comprised 844 e-pos and 872

e-neg patients, of whom 540 (64%) and 614 (70%) patients completed

3 years’ follow-up, respectively. A large number of patients had

missing values. HBsAg clearance rates 3 years post-treatment were

2% [16/844, 95% confidence interval (CI) 1–3%) in e-pos patients,

and 5% (41/872, CI 3–6%) in e-neg patients in the as-treated popu-

lation, and 5% (16/328, CI, 3–8%) and 10% (41/394, CI 8–14%),

respectively, in patients with data available. In e-pos patients with

data, HBeAg seroconversion rates increased during follow-up from

23% at end of treatment (EOT) to 38% at 3 years post-treatment. In

e-neg patients with data, virological response rates (HBV DNA \
2000 IU/mL) decreased from 89% at EOT to 31% at 3 years post-

treatment. The proportion of e-pos patients (with data) with HBsAg\
1000 and\100 IU/mL was 33 and 17% at EOT and 32 and 13% at 3

years post-treatment, respectively. The proportion of e-neg patients

(with data) with HBsAg\1000 and\100 IU/mL was 43 and 22% at

EOT and 52 and 24% at 3 years post-treatment, respectively. Serious

adverse events were reported in 6% of all patients treated and the

safety of PegIFN alfa-2a was consistent with that seen in registration

studies.

Conclusion: The results of the large real-world S-Collate study are

consistent with the findings of pivotal studies and show that responses

to PegIFN alfa-2a treatment are durable during long-term follow-up.

Funding: F Hoffmann-La Roche Ltd.
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Background: In the randomised phase 4 NEPTUNE study, the

highest rate of HBeAg seroconversion (SC) 24 weeks post-treatment

was observed in patients randomised to treatment with peginterferon

alfa-2a (40KD) (PegIFN alfa-2a) 180 lg/week for 48 weeks (36%)

when compared with those randomised to a lower dose (90 lg/week)

and/or shorter duration (24 weeks) (range 14–26%). The aim of Son

of NEPTUNE (NCT00927082) was to determine SC rates 5 years

after completion of treatment in NEPTUNE.

Methods: HBeAg-positive patients who were randomised, treated

with PegIFN alfa-2a [90 lg/week 9 24 weeks (A); 180 lg/week 9 24

weeks (B); 90 lg/week 9 48 weeks (C); or 180 lg/week 9 48 weeks

(D)] and who completed 24 weeks’ follow-up (FU) in NEPTUNE

were eligible regardless of HBeAg SC status (responder or non-re-

sponder) at end of FU in NEPTUNE. The primary endpoint was

HBeAg SC (HBeAg loss and presence of anti-HBe) after 5 years’ FU.

Result: of 383 patients in Son of NEPTUNE, 40 and 49% had

genotype B and C infection, respectively; 89% were Asian (62% from

China/Taiwan); and the median age was 32 years. After 5 years’ FU

in Son of NEPTUNE, HBeAg SC rates in groups A, B, C and D were

42% (39/93), 45% (40/89), 41% (43/106) and 48% (46/95), respec-

tively. However, a substantial number of patients with HBeAg SC

received nucleos(t)ide analogue (NA) therapy during FU (19/39,

14/40, 20/43 and 14/46 in arms A, B, C and D, respectively). In

addition, approximately twofold more patients without HBeAg SC

had missing outcome data at FU Year 5 in the 48-week treatment

arms (C: 27/63; D: 23/49) than in the 24-week treatment arms (A:

12/54; B: 11/49). Therefore, the appropriate analysis would exclude

these individuals. When patients with missing data were excluded, SC

rates in groups A, B, C and D were 49% (39/79), 53% (40/76), 54%

(43/79) and 64% (46/72). When patients who received NAs were

treated as non-responders and other patients with missing FU data
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were excluded, HBeAg SC rates in groups A, B, C and D were 24%

(20/85), 32% (26/81), 25% (23/93) and 39% (32/82).

Conclusion: Consistent with the results of the NEPTUNE study, 5

years of FU data demonstrate that the licensed PegIFN alfa-2a

treatment regimen (180 lg/week 9 48 weeks) is more efficacious for

HBeAg-positive patients, predominantly infected with HBV geno-

types B or C, than regimens that include a lower dose and/or shorter

treatment duration.

Funding: F Hoffmann-La Roche Ltd.
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Background: Chronic hepatitis B patients have high reactivation rate

of hepatitis B virus (HBV) during chemotherapy and result in severe

sequelae, such as acute liver failure or mortality. So, prophylactic

antiviral agents is necessary. Unfortunately, there are no definite

treatment duration after chemotherapy, whether 6 or 12 months are

preferred extend duration of treatment. This study aims to evaluate

the effectiveness and safety of tenofovir (TDF) for different treatment

duration in preventing HBV relapse in patients with malignancies

after receiving chemotherapy and off-treatment of chemotherapy.

Methods: Seventy-one patients with hepatitis B and malignant

patients receiving chemotherapy were recruited from March 2014

through April 2016. 43 Patients with breast cancer, 18 patients with

lymphoma and 10 with NPC. The eligible subjects were randomly

assigned to extend 24-week prophylaxis Arm A or 48-week prophy-

laxis Arm B in a 1:1 ratio before chemotherapy. All of biochemistry,

HBsAgQT, HBV DNA were done at baseline, every 2 cycle of period

in chemotherapy, every 3 month after chemotherapy and every month

of discontinuation of TDF. Follow-up duration for 6 months.

Result: The baseline characteristics of age, HBV DNA, HBsAgQT,

ALT, Cr were 54 y/o: 51.5 y/o:45 y/o, 621 IU/mL:643 IU/mL:342 IU/

mL, 122 IU/mL:395 IU/mL:108 IU/mL, 19 U/L:21U/L:24.5U/L,

0.58:0.69:0.8 in breast cancer, lymphoma and NPC respectively. One,

three and one patient with HBeAg (+) in these three group respec-

tively. All of patient were non-cirrhosis by sonography. The

preliminary data reveal 10 patients (median ALT 18 U/L, MDRD 122

and HBV DNA 257 IU/mL) and one patient (ALT 39 U/L, MDRD

118 and HBV DNA 14900 IU/mL) complete follow-up in Arm A and

Arm B respective in breast cancer group; one patient (ALT 23,

MDRD 79 and HBV DNA 68,200 IU/mL) and one patient (ALT 26,

MDRD 98 and 21 IU/mL) complete follow-up in Arm A and Arm B

respective in lymphoma group; one patient (ALT 11, MDRD 70 and

HBV DNA 20 IU/mL) and two patients (median ALT 23.5, MDRD

100 and HBV DNA 74,605 IU/mL) complete follow-up in Arm A and

Arm B respective in NPC group. One of lymphoma group with acute

flare ALT up to 1091 U/L and HBV DNA 1110 MIU/mL at follow-up

month 3, TDF was used immediately and improved liver biochemistry

gradually. Others mild ALT flare in breast cancer group and spon-

taneous subside. All of side effect almost related to chemotherapy.

Conclusion: In our preliminary data, antiviral prophylaxis with TDF

is necessary and effectiveness. There is no significant renal function

deteriorated by MDRD and off TDF follow-up with one severe flare at

month 3. The number of patient in complete study is limited in current

preliminary data, so the effect cannot be concluded in extend 24 or

48-week prophylaxis. We hope complete results will be concluded

which arm is better than the other in future.
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Background: Since the nucleotide analogue tenofovir (TDF) was

recommended for hepatitis B treatment in 2008, it has drawn exten-

sive attention given its potent antiviral activity and high barrier to

resistance, for which it has been recognized as a first-line treatment

for hepatitis B. To date all the TDF products available in Chinese

markets are import drugs; domestic TDF products remain under phase

III trials, and their therapeutic effects for hepatitis B remain to be

established. This is a prospective study to observe the virological,

serological and biochemical responses to 48 weeks of treatment with

a domestic TDF product in 17 previously untreated HBeAg-positive

CHB patients, in an effort to explore the short-term efficacy and

safety of domestic TDF for the treatment of HBeAg-positive CHB.

Methods: 34 HBeAg-postive CHB patients were divided into two

arms by a 1:1 randomized, double-blind design. One arm received

TDF treatment, while the other arm was treated with entecavir (ETV).

Some indexes including HBV DNA levels and HBV DNA clearance

rate, HBsAg and HBeAg decreased levels, HBeAg serum conversion

rate, ALT normalization rate, the rate of virologic breakthrough

(VBT), and the incidence rates of adverse events were observed at 12,

24, 36, and 48 weeks after the treatment respectively.

Result: No statistical significance were found between two arms in

baseline characteristics (P[0.05) except that the ALT level of TDF

arm was higher than that of ETV arm (P = 0.025). In TDF arm, the

HBV DNA levels and HBeAg levels declined very quickly especially

at week 12 and 24, then slowed down at week 36. At week 48, the

HBV DNA clearance rate and HBeAg serum conversion rate reached

85.3 and 11.8% respectively; furthermore, the ALT normalization rate

increased to 82.4% at week 48. The therapeutic effect of TDF arm

was comparable to that of ETV arm (P [ 0.05). In this study, no

patients were shedding, no severe advent event was observed and no

patients experienced VBT.

Conclusion: Domestic TDF is safe and effective for HBeAg-positive

naive CHB patients.
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Background: The study objective is to compare in-house PCR assay

with more sensitive PCR assay (Cobas Amplicor PCR Assay) for

determination of serum HBV DNA level in antiviral treatment of

chronic hepatitis B patients in China.

Methods: Chronic hepatitis B patients treated by neucleos(t)ide

analogs (NAs) and achieved undetected HBV DNA by in-house PCR

assay were follow-up for two years. Serum samples with undetected

HBV DNA by in-house PCR assay at enrollment were also checked

for residual amount of HBV DNA by Cobas Amplicor PCR Assay

with detection limitation of 50 IU/ml.

Result: Altogether 75 patients were followed-up for two years (ETV

25, LDT 15, LAM 17 and ADF 18) (Table 1). of 75 patients, only 33

patients (44%) got undetected HBV DNA by Cobas PCR Assay at

enrollment. The percentages of HBV DNA undetectable,

detectable but\50 IU/ml and[50 IU/ml at enrollment by Cobas PCR

Assay in ETV, LDT, LAM and ADF patients were 48, 36, 16; 47, 20,

33; 52, 24, 24; and 28, 22, 50% respectively (Figure 1). Seven patients

underwent virological breakthrough in follow-up. Three of them

(43%) had undetected HBV DNA or\50 IU/ml by Cobas PCR Assay

at enrollment. The odds ratio of virological breakthrough in patients

with HBV DNA[50 IU/ml compared with patients with HBV DNA

undetectable or \50 IU/ml at enrollment is 3.7 (95% confidence

interval 0.76–18.18; P = 0.09).

Conclusion: High sensitive HBV DNA assay is preferred for deter-

mination of HBV DNA level in antiviral treatment of chronic

hepatitis B patients. High residual serum HBV DNA may relate to

viral breakthrough and warrants further investigation.
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1The Affiliated Fourth Hospital, Guangxi Medical University,

Nanning; 2Department of Infectious Diseases, The First Affiliated
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Background: We know that the ultimate goal of antiviral treatment is

Eradication, which means achieve cccDNA clearance. But up till

now, there are no drugs unavailable for cleaning cccDNA. In clinical,

we usually use cccDNA level to judge the antiviral curative effect.

But cccDNA quantitative requires liver puncture which have some

risks and contraindications. So, we want to find a convenient Surro-

gate marker that can represent cccDNA.HBsAg is a direct

transcriptional product of cccDNA.HBsAg could represent the level

and activity of cccDNA. The guidelines also present the functional

cure as ideal treatment endpoint, which means (sAg negative/sAb

positive). However, Our previous studies have shown that the 10

years cumulative clearance rate of HBsAg was only 14%. That means

most of them would never achieve drag withdraw. Besides, in our

cohort 80% of the patients with NAs had HBsAg decline gradually

after achieving maintain virological response for at least 3 years.

However, 20% of them maintained a certain level without HBsAg

decline, some of them stopped drugs without viral relapse for a long

time (4–5 years). So, the question is, is it necessary for the 20%

patients continue to use medication? Therefore, the main purpose of

this study is Explore the integration of HBV S gene in CHB patients

had impact on the levels of serum HBsAg after NAs treatment, then

explore the existence of integration bypass.

Methods: A total of 70 chronic hepatitis B patients entered the study

from our cohort. HBV S gene integration in the baseline liver tissues

of these patients were detected by Alu-PCR assay. According to the

results of Alu-PCR assay, these patients were divided into integration

group and non-integration group. Serum HBsAg level was detected
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by highly sensitive Roche reagent at baseline, the second year and the

fourth year after NAs antiviral treatment, respectively.

Result: (1) There were 15.7% (11/70) objects who had found HBV S

gene integration in 70 patients’ baseline liver tissue. (2) The levels of

HBsAg in two groups declined significantly from baseline to the

second year after NAs antiviral treatment; However, the levels of

HBsAg in non-integration group continued to decline, while the

integration group nearly didn’t decline (2.63 and 2.65, P = 0.478);

Whereas, the decline amplitude of HBsAg levels in non-integration

group were larger than integration group from the second year to the

fourth year (0.1 and 2.53, P = 0.002). (3) We found in total of 6

integration sites and there were no difference of the HBsAg produce

among the six integration sites.

Conclusion: (1) After two years antiviral treatment, if there is no

virological breakthrough and the HBsAg maintain a certain levels

without decline, It is indicate that these patients may have HBV S

gene integration, and cccDNA may not in activity status. (2) For these

patients with S gene integration, using HBsAg as the only indicator of

NAs treatment’s endpoint may have some limitations.
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Baku, Azerbaijan

Background: Chronuc hepatitis D is one of the global problems,

causing serious liver complications and the most difficult to treat. For

the period 2008–2016, there were examined 946 patients with chronic

hepatitis B, including 96 patients (10.2%) was detectedcoinfection

with hepatitis D. The aim of our study was to compare the efficacy of

72 and 96-week courses of tretamnet of chronic hepatitis D.

Methods: Viral load was determined by PCR on Cobas Tagman-

Hoffman La Roche machine. The degree of fibrosis was determined

by non-invasive method using an apparatus Supersonis Aixplorer

SWE. Antiviral therapy included long-term (72–96 weeks), the use of

pegylated interferon. of the 96 patients, 52 revealed HDV RNA.

Antiviral therapy is started in 46 of them, but for various reasons, the

full course of tretatment could be completed in 25 patients, and they

conducted monotherapy with pegylated interferon. The patients were

divided into 2 groups. The first group (14 patients- 56%) received

treatment for 96 weeks. The second group (11 patients- 44%) received

treatmnet for 72 weeks. All the patients at the end of tretamnet and 24

weeks after treatment completion rate were checked for virological

(undetectable HDV) and biochemical responses.

Result: From 96 patients with 54 patients (56%) were male, 88

patients (77%) of the patients were under the age of 50 years and only

22 patients (23%) patients were over 50 years old. At 24 weeks after

completion of treatment SVR in the first group was recorded in 6

patients (42.8%), while the second group of patients with SVR

response occured in the same three patients (27.3%)

Conclusion: In the treatment of chronic hepatitis D extension

antiviral therapy course (96 weeks) improves the effectiveness of

antiviral therapy
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receiving tenofovir or adefovir for chronic hepatitis B:
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Disease, The First Hospital of Changsha, Changsha

Background: Renal safety and Fanconi’s syndrome associated with

hypophosphatemia caused by long-term administration of adefovir

(ADV) or Tenofovir (TDF) has been reported in recent years. How-

ever, the incidence of hypophosphatemia and nephrotoxicity reported

by different studies is highly variable; and the frequency of this

syndrome has not been well defined. Our aim was also to assess the

incidence of hypophosphatemia and nephrotoxicity, and its related

factors in chronic hepatitis B (CHB) patients treated by TDF or ADV.

Methods: MEDLINE, EMBASE, Web of Science, and The Cochrane

library were searched for randomized clinical trials and observational

studies reporting hypophosphatemia and renal safety associated with

TDF or ADV for CHB patient. Data were extracted for host, viral,

intervention information, and clinical outcomes. Single-arm meta-
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analysis based on random effects model was performed to assess

incidence of hypophosphatemia (defined as a decreased serum

phosphate level of\2.0 mg/dayL) and nephrotoxicity (defined as an

increase in serum creatinine level of C0.5 mg/dayL above baseline).

Meta-regression analysis was carried out to explore risk factors for

incidence of hypophosphatemia and nephrotoxicity.

Result: Nineteen randomized trials and 27 observational studies were

qualified for study inclusion and contained 10,807 patients treated by

TDF or ADV for CHB [age 41.9 years, 95% confidence interval (CI)

37.9–45.9 years; male proportion: 73.2%, 95% CI 71.0–75.2%; pro-

portion of cirrhosis: 21.3%, 95% CI 17.5–25.8%; serum alanine

transaminase: 98.4 U/l, 95% CI 84.5–112.3 U/l; serum HBV DNA

level: log106.4 IU/mL, 95% CI 6.3–6.6 IU/mL; Serum creatinine:0.9

mg/ml, 95% CI 0.86–0.90 mg/ml). TDF/TDF + NAs were adminis-

trated in 65.8% of studies, and ADV/ADV + NAs were chosen in

34.2% of studies. Hypophosphatemia was observed in 1.6% (95% CI

1.0–2.4%) of patients. Nephrotoxicity occurred in 1.8% (95% CI

1.1–2.9%) of patients. CHB patients treated with ADV more likely to

develop hypophosphatemia or nephrotoxicity than patients with TDF.

Meta-regression analysis showed that factors associated with

hypophosphatemia and nephrotoxicity were male sex, liver cirrhosis,

low baseline platelet levels, low baseline serum phosphate, baseline

serum creatinine levels, hypertension, diabetes mellitus, and prior

ADV exposure. Hypophosphatemia caused by ADV or TDF increased

the incidences of nephrotoxicity by more than eight times.

Conclusion: Less than 2% of patients with CHB received TDF or

ADV likely experienced nephrotoxicity and hypophosphatemia. Male

gender, cirrhosis, low baseline platelet counts, low baseline serum

phosphate, baseline serum creatinine levels, hypertension, diabetes

mellitus, and prior ADV exposure significantly increased the risk of

hypophosphatemia and nephrotoxicity. Hypophosphatemia caused by

ADV or TDF substantially increased the incidences of nephrotoxicity

in CHB patients.
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Background: To perform a systematic review and meta-analysis on

the predictive value of HBsAg levels in patients with HBeAg positive

chronic hepatitis B (CHB) treated with nucleos(t)ide analogues

(NAs).

Methods: A systematic search was performed on clinical researches

regarding quantitative detection of serum HBsAg before and on the

treatment with NAs in the patients with HBeAg positive CHB in

PubMed, EMBASE and Cochrane Central Register from January 1,

2006 to January 1, 2016. We also searched the reference lists of

relevant papers. Data was extracted by two reviewers independently

(Zhang HY, Zhang Q). Statistical analysis was performed using

RevMan 5.2. HBsAg response was the primary efficacy measure,

which was defined as serum HBsAg levels decreased more than 1 log

IU/mL from baseline level within 1 year after treatment with NAs.

The other observation indexes were baseline HBsAg level, HBeAg

seroconversion, HBsAg seroclearance.

Result: Ten eligible studies (469 patients in total) were enrolled in

this meta-analysis. The rate of HBeAg seroconversion in the patients

with HBsAg response was significantly higher than the rate observed

in patients without HBsAg response (OR 6.03; 95% CI 2.55–14.29; P

\ 0.0001). The rate of HBsAg seroclearance in the patients with

HBsAg response also was significantly higher than the rate observed

in patients without an HBsAg response (OR 34.44; 95% CI

9.07–130.77; P \ 0.00001). The baseline HBsAg levels were not

shown difference between the patients with HBeAg seroconversion

and the paitents without HBeAg seroconversion, during the following

days (MD -0.23; 95% CI -0.83 to 0.36; P = 0.44).
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Conclusion: During the treatment with NAs, a rapid decline of serum

HBsAg levels ([1 log IU/mL within 1 year) could effectively predict

a much higher incidence rate of HBeAg seroconversion and HBsAg

seroclearance in the patients with HBeAg positive CHB, but the

baseline HBsAg levels didn’t predict the HBeAg seroconversion in

this study.
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Background: to investigate whether the hepatitis viral DNA load at

24 weeks of treatment of patients with chronic hepatitis B envelop

antigen (HBeAg)-positive chronic hepatitis B with nucleoside (acid)

analogue therapy predicts treatment response at 96 weeks.

Methods: One hundred seventy-two HBeAg-positive chronic hepatitis

B patients receiving initial treatment at 16 research centers (tertiary

hospitals) in Hunan Province, China, were randomly selected. All

patients received conventional doses of lamivudine and adefovir

dipivoxil, telbivudine, entecavir dispersible tablets, or entecavir tablets

for 96 weeks. Baseline HBV DNA of all patients was C106 IU/ml and

serum alanine aminotransferase (ALT) values C2 ULN.

Result: (1) There were no significant differences in ALT return-to-

normal rate, conversion rate to HBV DNA-negativity, or HBeAg

seroconversion rate at 96 weeks with the various medications. (2)

Patients were stratified into three groups according to their viral DNA

load at 24 weeks: Group 1, DNA\10 IU/ml; Group 2, DNA 10–103

IU/ml; and, Group 3, DNA[103 IU/ml. The rates of ALT return-to-

normal values among the three groups of patients were 94.4, 85.9, and

40.4%, respectively, at 24 weeks, and 100, 93, and 51.1%, respec-

tively, at 96 weeks. In Group 1, the viral DNA load at 96 weeks was

\10 IU/ml in 90.7% of patients and 10–103 IU/ml in 9.26%. In

contrast, in Group 2, the viral load was \10 IU/ml in 64.8% and

10–103 IU/ml in 21.1% of patients, and, in Group 3, the viral load was

\10 IU/ml in 4.26% and 10–103 IU/ml in 27.7%. Rate of conversion

to HBeAg negative status and HBeAg seroconversion rates were 53.7

and 51.9%, respectively, in the Group 1 patients; 35.21 and 32.39%,

in the Group 2 patients; and 6.38 and 6.38% in Group 3. (3) Receiver

operating characteristic curves suggested that the predictability of a

96-week efficacy in patients with 10 IU/ml DNA at 24 weeks was

better than in patients with 10–103 IU/ml DNA. (4) Nested PCR was

used for amplifying and sequencing viral DNA in patients with viral

DNA load [200 IU/ml at 96 weeks; resistance mutations involving

different loci were present in 26 patients; three of these patients had

viral DNA load 10–\103 IU/ml at 96 weeks.

Conclusion: Hepatitis B viral DNA load at 24 weeks of antiviral

treatment in patients with chronic hepatitis B is an accurate predictor

of the viral load and response rate at 96 weeks. Patients with viral

DNA load\10 IU/ml at 24 weeks continued to have a low viral DNA

load at 96 weeks (all \100 IU/ml) and had high response rates.

Moreover, the predictability of two-year treatment efficacy in these

patients was higher than in patients with a viral DNA load of 10–103

IU/ml at 24 weeks. A few patients with a 103 IU/ml viral DNA load

had resistance mutations. These data can help in optimizing antiviral

therapy in chronic hepatitis B.
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Background: Previous studies have shown that hepatitis B core

antibody levels were used as a predictor of both interferon-a and

nucleoside analogue (NA) therapy response. However, there is no

information on the association between Heptitis B core antigen in

liver and nucleoside analogue therapy response in CHB patients. In

this study, we sought to evaluate the role of quantitative hepatitis B

core antigen (HBcAg) in liver immunohistochemistry for virologic

response in NA- naı̈ve Hepatitis e antigen positive CHB patients.

Methods: A retrospective chart review of NA-naı̈ve CHB, HBeAg-

positive patients at our institution from 2008 to 2013 was completed.

A total of 42 HBcAg-negative patients and 56 HBcAg-positive

Hepatol Int (2017) 11 (Suppl 1):S1–S1093 S681

123



patients, matched in liver immunohistochemistry, were included in

this study. Retrospective analysis for the cumulative rates of virologic

response (HBV DNA\ 20 log10 IU/ml) and HBeAg negative status

(HBeAg level\ 1 IU/ml) during a 144-week follow-up was done.

Result: The percentage of histologic inflammatory activity (HAI-Kn-

odell Score) present before antiviral therapy in the two groups were

comparable (HBcAg-positive: G1: 7.1%, G2: 26.5%, G3: 14.3%, G4:

9.2% and HBcAg-negative: G1: 4.1%, G2: 22.4%, G3: 10.2%, G4:

6.1%; v2 = 0.427, P = 0.935). The months to ALT normalization were

also comparable (HBcAg-positive: 9.07 ± 7.33 months and HBcAg-

negative: 8.28± 6.52 months; v2 = 0.453, P = 0.501). HBcAg-negative

patients had a significantly higher cumulative viral response rates

compared to HBcAg-positive patients (95.2 and 62.5%, respectively; P

\0.0001). The number of months until HBV DNA levels were unde-

tectable was 8.6 months and 21.6 months in HBcAg-negative and

HBcAg-positive patients, respectively (P \ 0.0001). A significantly

greater HBeAg loss rate in HBcAg-negative patients was achieved

compared to HBcAg-positive patients (69.1 and 26.7%, v2 = 17.16, P\
0.0001). The average levels of serum HBeAg in HBcAg-negative and

HBcAg-positive patients following 144 weeks declined by 1.16 ± 0.71

and 0.58 ± 1.00 log10 IU/ml, respectively (t = 3.230, P = 0.002).

Further, among HBcAg-negative patients, HBV DNA levels were

comparable between those patients that were HBeAg-negative and those

that were HBeAg-positive at the end of the follow-up period (5.72 ±

1.31 and 6.10 ± 1.40, respectively, t = 0.836, P = 0.408) (Fig. 1A–D).

Conclusion: HBcAg-negative status in liver immunohistochemistry

may be an independent predictor of viral response and of decreased

HBeAg levels during NA naive treatment in serum HBeAg-positive

chronic hepatitis B patients.
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therapy of Peglyated interferon followed with Entecavir
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Lu Chen1, Huijuan Zhou1, Simin Guo1, Gangde Zhao1, Ruidong
Mo1, Qing Guo1, Weiliang Tang1, Wei Cai1, Hui Wang1, Qing
Xie1
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Background: Nucleoside analogues (NA) and Peglyated interferon

(Peg-IFN) are now the most important anti-virus treatments for the

chronic hepatitis B (CHB). However, the low efficiency of HBeAg

seroconversion and HBsAg seroclearance is still the main problem,

not to mention the clearance of cccDNA. Combination therapy is now

more popular since its combination of NA’s anti-virus effect and Peg-

IFN’s immunomodulatory. In this research, we focused on the

sequential-combination therapy based on the Respond-Guided-

Treatment (RGT) with the Peg-IFN-a treated HBeAg positive

patients, mainly to investigate the efficacy and predictive factors.

Methods: We enrolled 87 patients who received Peg-IFN-a as their

initial treatment (from year 2000 to 2016), and then dived them into four

groups with four different treatments based on their 24th week early

response (Early Response: HBsAg B 1500 IU/mL, HBV DNA \
1*10^5 IU/mL). Group A: Patients with early response, who were

continually treated with Peg-IFN-a in total of 48 W (48 W ER). Group

B: Patients with non-early response, who were also continually treated

with Peg-IFN-a in total of 48 W (48 W NER). Group C: Patients with

non-early response and they were continually treated with Peg-IFN-a in

total of 96 weeks (IFN 96 W NER). Group D: Patizents with non-early

response and were sequentially treated with ETV and Peg-IFN-a in total

of 96 weeks (IFN 96 W + ETV). Those patients HBV-M and clinical

data are analyzed.

Result: The reductions of HBsAg and HBV DNA are more obvious in

Group A and B than those in Group B and C respectively (A versus B, P

= 0.0194, 0.041 and C versus D, P = 0.0008, 0.0035) (Fig A and B). At

the endpoint of 96-week treatment, the patients with HBsAg B 1000 IU/

mL and HBeAg negative in Group C + D are more than in Group B (P=

0.0384) (Fig C). HBeAg decline is more obviously in Group D than C,

even though with no statistically significance in HBeAg seroclearance

and seroconversion. Moreover, baseline HBsAg level is speculated to be

a predictive factor for the treatment choice, since patients with HBsAg

C 1500 IU/mL at baseline achieved more HBV DNA loss and HBsAg

decrease in Group D than C (P = 0.0228 and 0.0237) (Fig D).

Conclusion: Sequential-combination therapy could help patients

achieve more HBsAg and HBV DNA loss versus Peg-IFN alone, but with

no significant difference in HBeAg seroclearance and seroconversion.

Meanwhile, long term treatment regardless of single and combination

could lead to more response with HBsAg B 1000 IU/mL and HBeAg

negative. We also demonstrate that baseline HBsAg could be a predictor

for treatment choice, patients with baseline HBsAg C 1500 IU/mL are

suggested to choose long and combination therapy (Group D).
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chronic hepatitis B patients

Li Wu1, GAN XUE MEI2, Zhao Shen Jun1, Peng Qin1, Zhang Xiu
Ling1, Mou Chun Yan1, Zhang Jiang Yan1
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Kunming; 2Chongqing Medical University, Chongqing

Background: In recent years, most of evidence had showed that

peginterferon a has a higher HBeAg seroconversion and HBsAg

seroconversion rate compared to NAs. But wether peginterferon a and

NAs combination therapy (CT) was suprior to peginterferon a
monotherapy (MT) had unkown. This study are aim to analyze the

efficacy of peginterferon alpha treatment in 210 treatment-naı̈ve and

NAs experienced HBeAg-Positive chronic hepatitis B patients, and

discuss whether peginterferon alpha and NAs combination therapy for

the treatment of the HBeAg positive CHB patientsis better than that of

peginterferon alpha monotherapy at different timing.

Methods: Collecting the HBeAg positive CHB patients used pegin-

terferon alpha as the antiviral treatment from January 2010 to

December 2014 in outpatient and hospitalized patients from the

Infectious Disease Department in the first affiliated hospital of Kun-

ming Medical University. Patients who met the inclusion and

exclusion criteria (see file 1) were divided into five groups and each

group has two subgroups according to the study method (see file 2).

The duration of peginterferon alpha therapy was 48 weeks in our

study. Collecting the baseline data and the HBeAg seroconversion

rate, HBsAg seroconversion at the end of treatment. Database

established by using EXCEL, and the statistical analysis by SPSS

17.0.
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Result: 389 patients were involve into this study, 179 patients were

excluded from study because of losing follow-up and/or missing some

important data, 210 patients were enrolled in this study finally. Their

age ranged from 14 to 46 years old, mean age 33.1 years old, many of

them were male (153 patients, 72.9%), most of them were Han

nationality (197 patients, 93.8%), the history of hepatitis B of them

ranged from 0.5 to 24 years, the mean was 7.68 years. When com-

pared the HBeAg seroconversion rate of group A1 and A2 (61.9 vs

66.7%), B1 and B2 (34.4 vs 38.2%), C1 and C2 (26.7 vs 31.3%), E1

and E2 (28.6 vs 18.2%) at the end of treatment, there was no statis-

tically significant difference (P[ 0.05). When compared the HBsAg

seroconversion rate of group A1 and A2 (28.6 vs 30.0%), B1 and B2

(9.4 vs 8.8%), C1 and C2 (6.7 vs 6.3%), D1 and D2 (18.2 vs 16.7%) at

the end of treatment, there was no statistically significant difference (P

[0.05), none of them had occured HBsAg seroconversion at the end

of treatment in group E.

Conclusion: The 48 weeks peginterferon alpha therapy can make

treatment-naı̈ve and NAs experienced HBeAg positive CHB patients

achieved a high HBeAg seroconversion rate and HBsAg serocon-

version rate, however, different timing of peginterferon alpha and

NAs combination therapy were not superior to peginterferon alpha

monotherapy in HBeAg seroconversion rate and HBsAg serocon-

version rate.

PP1038

48 Weeks follow-up after discontinuation of nucleos(t)ide
analogues in chronic hepatitis B patients

Wenxiong Xu1, Xiang Zhu1, Chuming Chen1, Liang Peng1

1Department of Infectious Diseases, The Third Affiliated Hospital of

Sun Yat-Sen University, Guangzhou

Background: The criteria for nucleos(t)ide analogues (NAs) dis-

continuation in chronic hepatitis B patients is still unknown. We

aimed to find out the feasibility and safety, the features of patients

after treatment discontinuation and the predictive factors for relapse.

Methods: NAs treatments were discontinued in chronic hepatitis B

patients treated for at least 2 years with undetectable HBV DNA

levels on at least 3 separate occasions 6 months apart before treat-

ments cessation. Otherwise, HBeAg seroconversion for at least 1 year

was required in origin HBeAg positive patients. Clinical data and

laboratory test results were recorded at the time of and after NAs

discontinuation. NAs retreatment would be performed when clinical

relapse occurred.

Result: 56 Patients (34 origin HBeAg positive and 22 origin HBeAg

negative) finished 48 weeks follow-up. Virologic relapses occurred in

34 (60.7%) patients. 9 patients got negative HBsAg when NAs dis-

continuation and their HBV DNA remained undetectable. In non-

relapse patients and virologic relapse patients, mean age were 32.64

± 10.99 years and 39.41 ± 8.76 years respectively (p = 0.001), mean

level of HBsAg at the end of treatment were 1.77 ± 1.60 log10 IU/mL

and 2.98 ± 0.61 log10 IU/mL respectively (p = 0.001), see Table 1.

Applying ROC curve and Youden Index, age C27.5 years old and

HBsAg C 2.22 log10 IU/ml at the end of treatment could be pre-

dictive factors for virologic relapse. There were no statistical

differences in CD4+T, CD8+T, Th1 and Th2 between non-relapse

patients and virologic relapse patients. According to the levels of

ALT and HBV DNA, the 34 patients with virologic relapse could be

divided into three groups (Fig. 1). Group A consisted of 4 patients

with ALT level less than 2 ULN and HBV DNA level more than 2000
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IU/mL in the course of follow-up. Group B consisted of 13 patients

with HBV DNA level decreased into less than 2000 IU/mL auto-

matically without antiviral treatment in the course of follow-up, who

changed from virologic relapse into non-relapse. Group C consisted

of 17 patients with high ALT and HBV DNA level which were ele-

vating in the course of follow-up that they were retreated with NAs.

None of the 56 patients developed into cirrhosis, liver failure or

hepatocellular carcinoma. None of them died from the complications

related to HBV infection. The 17 patients in retreatment group

regained normal ALT and undetectable HBV DNA within 24 weeks.

Conclusion: NAs discontinuation in CHB patients is safe with strict

follow-up. Negative HBsAg is a predictive factor for successful NAs

cessation. Age (C27.5 years old) and HBsAg (C2.22 log10 IU/ml) at

the end of treatment could be predictive factors for virologic relapse.

Not all of the patients with virologic relapse need to be treated again.

PP1039

AI value, a novel protective prognostic factor for short-term
outcomes in acute decompensated patients with chronic hepatitis
B virus infection with NAs treatment

Yue Luo1,2, Mingming Li1, Guozhog Gong1

1Department of Infectious Diseases, The Second Xiangya Hospital of

Central South University, Changsha; 2Baruch S. Blumberg Institute,

Hepatitis B Foundation, Doylestown, PA, USA

Background: CHB (Chronic hepatitis B virus infection) remains

unable to be cured and acute decompensated CHB patients more often

than not end up to deadly outcomes. AFP (alpha fetal protein), which

is a confirmed biomarker in hepatocellular carcinoma, has been also

recognized as a predictive factor in acute hepatitis B virus infection

and acute liver failure. To our knowledge, there is few research on the

prognostic value of AFP in chronic hepatitis virus infection patients.

The aim of this study is to figure out the prognostic value of AI, a

novel index based on AFP, for short-term outcomes in acute

decompensated CHB patients with NAs (nucleos(t)ide analogues)

treatment.

Methods: In this prospective study (1/2012–5/2016), 489 acute

decompensated CHB patients who had received NAs therapy which

were followed up for 3 months for short-term mortality were

recruited. The predictive capacity of AI was assessed using receiver

operating characteristic (AUC) curve analysis. Further illumination

was made by Kaplan–Meier curve and partial correlative analyses of

AI and complications.

Result: AFP was found an independent predictor which could sig-

nificantly discriminate between non-survivors and survivors in acute

decompensated CHB patients. Based on it, we figured out AI (AI =

LnAFP - INR) had a similar prognostic power (area under AUC =

75.1%) as that of MELD score and played an important role in pre-

dicting the occurrence of hepatic encephalopathy (Pearson’s index,

-0.312) and infection (Pearson’s index, -0.176) in a outcome- and

cirrhosis-independent manner. Patients with AI levels [ -0.6945

showed a significantly higher survival rate than those with low levels.

Conclusion: AI, as its easy accessibility and count, could provide

significant and additional prognostic value for the acute decompen-

sated CHB patients in the presence of NAs treatment beyond

conventional prognostic parameters.

PP1040

The efficacy of antiviral treatment with two nucleos(t)ide
analogues in pregnancy women with HBeAg positive

Pei Zhou1, Xiaozhu Zhong1, Huihua Liao1, Jianjun He1, Chunhui
Chen1

1Department of Infectious Disease, Zhujiang Hospital of Southern

Medical University, Guangzhou

Background: We evaluated and compared the efficacy of antiviral

therapy with telbivudine (LDT) or Tenofovir (TDF) which are clas-

sified as class B in the FDA drug category for pregnancy in HBeAg

positive pregnant women with high viral load for preventing Mother

to Child Transmission (MTCT).

Methods: HBeAg positive pregnant women with DNA HBV [
106IU/ml enrolled were treated with antiviral therapy from 24–28

weeks of gestation to childbirth. The recommendation from doctors

and patients’ personal willingness were considered when choosing

antiviral drugs (LDT 14 cases, TDF 10 cases). To observe the effects

of treatment at the fourth week after therapy and at delivery time, the

data of virology index, biochemical indicators, and adverse reactions

during treatment were collected.

Result: HBV DNA levels were significantly lower in both LDT group

and TDF group than before treatment (P\0.05) at the 4th week and

at delivery respectively. The median HBV DNA decreased by 2.76

(2.38–3.50) and 2.90 (2.55–3.82) IU/mL in LDT group and TDF

group at the 4th week; and 3.85 (3.23–4.42) and 3.72 (2.58–4.49) IU/

mL at the time of delivery. At delivery, the ratio of HBV DNA lower

than the detection limit were 21.4 and 30.0% in LDT group and TDF

group respectively (P[0.05), which had no significant difference. In

group LDT, 1 case’s ALT rose to 286 IU/L after treatment, and

reduced to 46 IU/L when delivering, while other pregnant women and

the TDF group were all among the normal range. No obvious adverse

reaction in both groups was observed, except for 1 case of pregnant

women with ALT rebound in the LDT group.

Conclusion: Both LDT and TDF have showed excellent efficacy in

HBeAg positive pregnant women with high viral load during

gestation.

PP1041

Efficacy and prediction of a-2a pegylated interferon
in the treatment of patients with low level HBsAg

Liu Yun Hua1, Du Yingrong2, Li Weikun2
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1Kunming Third People’s Hospital, Kunming; 2 The Third People’s

Hospital of Kunming City, Kunming

Background: The third hospital of Kunming

Doc Yun-hua Liu, Li Liu

Methods: Collected 56 cases with HBsAg drops below 1500 IU/ml,

more than 0.05 IU/ml, HBeAg negative, cobas HBV DNA more than

20 IU/ml from August 2013 to August 2015 in the third hospital of

kunming, all hadnt received antiretroviral treatment, were randomly

divided into treatment group and control group 28 cases, treatment

group had been treated for 48 weeks by a -2 a polyethylene glycol

interferon, 180 lg weekly, subcutaneous injection. Two groups were

detected routine blood test, liver function, blood biochemistry, thyroid

function, muscle enzymes, alpha-fetoprotein, hepatitis B serum

markers, hepatitis B viral load and so on at 0, 12, 24, 48 weeks.

HBsAg disappearance or serological conversion was as the main

efficacy evaluation index. Chi square test and rank sum test were used

in the difference between the groups. Single factor analysis was used

to count data test or rank sum test, and then there was a statistical

significance of the variables into the equation for multiple regression

analysis. Using the receiver operating characteristic (ROC) curve and

calculating the area under the curve (AUC) to assess the efficacy and

prediction of the HBsAg level.

Result: Two groups of patients with age, sex, genotype, amino-

transferase levels, HBsAg levels, DNA HBV levels were not

statistically different. Between the two groups HBsAg level, HBV

DNA level at 0, 12, 24, 48 W were compared, the two groups of

HBsAg level at 12, 24, 48 W after taking the mean and standard

deviation the was significally different. There were significant dif-

ferences between the two groups of HBV DNA levels taking the mean

and standard deviation at 12, 24 W. In the treatment group at 12, 24,

48 W, HBsAg decreased 1.88, 2.51, 2.75 and HBV DNA decreased

3.99, 4.01, 4.01 after taking the logarithm. In the treatment group at

12, 24, 48 W, HBsAg clearance were 2 (7.14%), 5 (17.86%), 9

(32.14%); the number of serological conversion at the above time

points were 1 (3.57%), 3 (10.71%), 7 (25%). The number of HBV

DNA negative cases were 17 (60.71%), 22 (78.57%), 26 (92.86%).

The single factor and multiple factor regression analysis were per-

formed in the patients with HBsAg clearance in the treatment group,

and the baseline level of HBsAg was significally different. By ROC

curve analysis, baseline HBsAg levels predicted for 48 weeks of

treatment to get HBsAg clearance, the critical value of HBsAg was

290 IU/ml, AUC was 0.772 (95% CI 0.593–0.951), and its sensitivity

and specificity were 0.842 and 0.667. Positive predictive value (PPV)

and negative predictive value (NPV) were 66.67 and 84.21%.

Conclusion: A-2a pegylated interferon treating patients with a low

level of HBsAg can significally improve the HBsAg clearance or

serological conversion rate, the baseline level of HBsAg can predict

HBsAg clearance with a-2a pegylated interferon treatment at 48

weeks

PP1042

Add-on adefovir versus switch to tenofovir in chronic hepatitis B
patients on telbivudine-initiated therapy

Hsien-chung Yu1, Kung-hung Lin1, Ping-i Hsu1
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1Division of Gastroenterology and Hepatology, Department of

Internal Medicine, Kaohsiung Veterans General Hospital, Kaohsiung

Background: To investigate kinetics of estimated glomerular filtra-

tion rate (eGFR) and quantitative hepatitis B surface antigen

(qHBsAg) in Telbivudine (LdT)-treated chronic hepatitis B (CHB)

patients adjusted to add-on Adefovir (ADV) or switched to Tenofovir

(TDF) for rescue therapy.

Methods: This retrospective cohort study included 102 CHB patients

receiving LdT followed by rescue therapy for more than 24 months

with either telbivudine adding-on ADV (group A, n = 58) or

switching LdT to TDF (group B, n = 44). The reasons for rescue

therapy were drug resistance or insufficient response according to the

roadmap concept. Switching to TDF is also an alternative treatment

for patients with LdT-related myopathy or neuropathy. Liver func-

tion, eGFR, qHBsAg and HBV DNA level were assessed at baseline

and every 3–6 months. Statistical analyses used GEE (Generalized

estimating equations).

Result: The characteristics at baseline and before rescue therapy are

shown in table 1. In the LdT monotherapy period, the changes in

qHBsAg level were similar without statistical significance in both

groups. However, significant improvement of eGFR was noted in

group B (p\0.01) but not in group A (p = 0.90) in 24 months. In the

rescue therapy periods, similar kinetics of qHBsAg decline in both

groups were noted with statistical significant in group A (p \ 0.01)

and borderline significant in group B (p = 0.07) in 36 months.

However, different pattern of eGFR changes were found in two

groups. We report a significant decline in eGFR in patients of group B

(p\ 0.01) but not in group A (p = 0.17) in 36 months.

Conclusion: Long-term suppression of viral replication achieved

significant qHBsAg decline irrespective of types of rescue therapy.

Both treatments achieved qHBsAg decline with time but caused

different changes in eGFR. For patients concerned about renal safety

and without LdT-related side effects, maintaining LdT-based add-on

therapy may be a better choice for rescue.

PP1043

Estimated glomerular filtration rate (eGFR) improves
on telbivudine combined with adefovir in treating 48-week
for HBeAg-positive chronic hepatitis B patients who have ever
treated with adefovir

Hu Guoxin1, Deng Chaowen1

1Peking University Shenzhen Hospital, Shenzhen

Background: To investigate the efficacy and safety of an extended

course (48-week) of telbivudine combined with adefovir and ente-

cavir therapy for patients with HBeAg-positive chronic hepatitis B

(CHB) who have eGFR decreased (50 ml/min/1.73 m22) after ade-

fovir treated.

Methods: The were 61 HBeAg-positive CHB patients who had

completed more than half a year of adefovir treated with eGFR

decreased, were divided into combination therapy group and

monotherapy group using a random number table. The combination

therapy group received LdT (600 mg/day) plus ADV (10 mg/day)

once a day for 48 weeks, while the monotherapy group received ETV

(0.5 mg/day) once a day for 48 weeks. All patients were tested for

conversion to eGFR normalization, alanine aminotransferase (ALT)

normalization, HBV DNA clearance, HBeAg seroconversion, serum

phosphate level, drug resistance, and side effects at treatment weeks
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48. Inter-group differences were statistically evaluated by t-test or Chi

squared test.

Result: The rate of eGFR normalization were significantly different

between the two groups at treatment week 48 (60 vs. 10%, =16.483, P

\ 0.05). The rate of ALT normalization were different between the

two groups at treatment week 12 (70 vs. 93.4%). The rate of HBV

DNA clearance in the monotherapy group at treatment week 12 was

80%, and signifificantly different than that of the combination group

(=4.800, P\0.05). At treatment week 24 and 48, the rate of HBeAg

seroconversion was significantly higher in the combination group than

in the monotherapy group (=4.320, P \ 0.05, = 4.812, P \ 0.05).

Over the course of treatment, neither group developed drug resis-

tance, nor two therapies had unsafety.

Conclusion: For patients with HBeAg-positive chronic hepatitis B

(CHB) who have eGFR (50 ml/min/1.73 m22) decrease after adefovir

treated, ADV plus LdT has more effective on eGFR improved and

HBeAg seroconversion than monotherapy with ETV.

PP1044

Entecavir effectiveness in Chinese treatment-naı̈ve chronic
hepatitis B patients in real world

Yandi Xie1, Hui Ma1, Bo Feng1, Lai Wei1

1Peking University People’s Hospital, Peking University Hepatology

Institute, Beijing

Background: Entecavir (ETV) has been shown to be effective in

randomized controlled trials in highly selected patients with hepatitis

B virus (HBV) infection. The aim of this study was to evaluate the

efficacy of ETV in ‘‘real-world’’ chronic hepatitis B patients in China.

Methods: Two hundred and thirty-three treatment-naı̈ve, chronic

HBV patients who received at least 12 months of ETV treatment

between 2007 and 2015 were included in this retrospective study.

Rates of virlogical response (VR), HBeAg and HBsAg clearance/

seroconversion, virological breakthrough (VB), cirrhosis and hepa-

tology carcinoma (HCC) were evaluated.

Result: of 233 patients, 175 (75.1%) patients were male, the mean

age was 43 years and 135 (57.9%) patients were HBeAg positive.

Mean baseline levels of serum ALT and HBV DNA were 230 U/L

and 6.6 log10 IU/mL. Overall mean follow-up was 28 months. The

cumulative rates of achieving VR at months 3, 6, 12, 24, 48 and 60

were 3.4, 33.5, 73.0, 91.0, 94.0, 94.4 and 94.4%, respectively. In the

Kaplan–Meier analysis, there were significant differences in the

cumulative rates of achieving VR between HBeAg-positive patients

and HBeAg-negative patients (P \ 0.001). Primary nonresponse

(PNR) occurred in 3 (1.3%) patients. Partial virological response

(PVR) occurred in 61 (26.2%) patients and 48 (78.7%) patients were

HBeAg positive. The rate of PVR in HBeAg-positive patients was

higher than in HBeAg-negative patients (P\0.001). Baseline serum

HBV DNA level [hazard ratio (HR) 2.054; P \ 0.001] was inde-

pendent risk factor for developing PVR. The cumulative rates of

HBeAg clearance were 2.2, 12.6, 23.0, 27.4, 28.2, 28.2 and 28.2% at

month 3, 6, 12, 24, 36, 48 and 60, respectively. The cumulative rates

of HBeAg seroconversion at month 3, 6, 12, 24, 36, 48 and 60 were 0,

5.2, 11.9, 12.6, 12.6, 12.6 and 12.6%, respectively. The cumulative

rates of HBeAg clearance and HBeAg seroconversion were signifi-

cantly higher in patients with VR than in patients with PVR (P \
0.001). Multivariate analysis identified PVR as the only significant

determinant of HBeAg clearance (HR 0.341; P = 0.026). No HBeAg-

negative patients experienced VB. Two HBeAg-positive patients

showed VB during the treatment period. Cirrhosis occurred in 10

(4.3%) patients. Multivariate analysis identified age (HR 1.072; P =

0.013) and PVR (HR 5.131; P = 0.017) as the significant determi-

nants of cirrhosis. HCC was diagnosed in 5 (2.1%) patients.

Conclusion: Entecavir treatment was effective for HBV DNA sup-

pression in this study, but HBeAg and HBsAg clearance/

seroconversion rates were lower than previously reported in clinical

trials.

PP1045

Impact of monotherapy and combination therapy of NAs
on the estimated glomerular filtration rate in patients with HBV-
related liver advanced fibrosis and cirrhosis

Li Wei Xia1, Chen Chong1, Cheng Liang1, Lu Chuan1

1Department of hepatology, Shanghai Public Health Clinical Center,

Fudan University, Shanghai

Background: The treatment with nucleos(t)ide analogue can affect

estimated the glomerular filtration rate (eGFR) in patients with

chronic hepatitis B (CHB). However, only a few studies have assessed

changes in eGFR in patients with HBV-related liver advanced fibrosis

and cirrhosis are receiving of monotherapy and combination therapy

of nucleos(t)ide analogues (NAs). The aim of this study is to evaluate

the effects of long term NAs therapy on eGFR in Chinese HBV-

related liver advanced fibrosis and cirrhosis patients,
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Methods: 193 HBV-related liver advanced fibrosis and cirrhosis

patients were enrolled in this retrospective study. Patient were divided

to several subgroups included those treated with entecavir (ETV) (n =

74), lamivudine (LAM) plus adefovir (ADV) (n = 62), telbivudine

(LDT) plus adefovir (ADV) (n = 57). 164 naive CHB patients were

selected as validation cohort.

Result: The patients were followed 48 months after NAs therapy, and

eGFR was calculated by Modification of Diet in Renal Disease

(MDRD) formulas. The decreased of eGFR was 5.70, 8.46, 4.58, 1.49

ml/min in LAM + ADV group for 1, 2, 3, 4-year follow-up respec-

tively. ETV treatment had limited effect on eGFR, which was 0.44,

-2.21, -3.57, -3.75 for 1, 2, 3, 4-year follow-up respectively. LDT

+ ADV treatment can improve eGFR, which was -2.26 (P = 0.028),

7.24 (P = 0.005), 6.25 (P = 0.068), 14.64 (P = 0.066) for 1, 2, 3,

4-year follow-up respectively. One-year virological response rates

were 69/74 (93.2%, ETV), 57/62 (92.0%, LAM + ADV) and 49/57

(86%, TDF + ADV) respectively in different groups (P = 0.335). The

multivariate analysis showed that age and liver advanced fibrosis and

cirrhosis were independent predictors of eGFR \ 90 ml/min in

baseline.

Conclusion: LDT + ADV treatment can improve eGFR in HBV-

related liver advanced fibrosis and cirrhosis patients. Otherwise, the

decreased eGFR was found in ADV + LAM and ETV treatment

groups.

PP1046

Impact of monotherapy and combination therapy of NAs
on the estimated glomerular filtration rate in patients with HBV-
related liver advanced fibrosis and cirrhosis

Li Wei Xia1, Ling Yun1, Chen Chong1, Chen Liang1, Lu Chuan1,
Huang Yu Xian1

1Department of Hepatology, Shanghai Public Health Clinical Center,

Fudan University, Shanghai

Background: The treatment with nucleos(t)ide analogue can affect

estimated the glomerular filtration rate (eGFR) in patients with

chronic hepatitis B (CHB). However, only a few studies have assessed

changes in eGFR in patients with HBV-related liver advanced fibrosis

and cirrhosis are receiving of monotherapy and combination therapy

of nucleos(t)ide analogues (NAs). The aim of this study is to evaluate

the effects of long term NAs therapy on eGFR in Chinese HBV-

related liver advanced fibrosis and cirrhosis patients,

Methods: 193 HBV-related liver advanced fibrosis and cirrhosis

patients were enrolled in this retrospective study. Patient were divided

to several subgroups included those treated with entecavir (ETV) (n =

74), lamivudine (LAM) plus adefovir (ADV) (n = 62), telbivudine

(LDT) plus adefovir (ADV) (n = 57). 164 naive CHB patients were

selected as validation cohort.

Result: The patients were followed 48 months after NAs therapy, and

eGFR was calculated by Modification of Diet in Renal Disease

(MDRD) formulas. The decreased of eGFR was 5.70, 8.46, 4.58, 1.49

ml/min in LAM + ADV group for 1, 2, 3, 4-year follow-up respec-

tively. ETV treatment had limited effect on eGFR, which was 0.44,

-2.21, -3.57, -3.75 for 1, 2, 3, 4-year follow-up respectively. LDT

+ ADV treatment can improve eGFR, which was -2.26 (P = 0.028),

7.24 (P = 0.005), 6.25 (P = 0.068), 14.64 (P = 0.066) for 1, 2, 3,

4-year follow-up respectively. One-year virological response rates

were 69/74 (93.2%, ETV), 57/62 (92.0%, LAM + ADV) and 49/57

(86%, TDF + ADV) respectively in different groups (P = 0.335). The

multivariate analysis showed that age and liver advanced fibrosis and

cirrhosis were independent predictors of eGFR \ 90 ml/min in

baseline.

Conclusion: LDT + ADV treatment can improve eGFR in HBV-

related liver advanced fibrosis and cirrhosis patients. Otherwise, the

decreased eGFR was found in ADV + LAM and ETV treatment

groups.
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PP1047

Altered expression of interferon-stimulated genes is strongly
associated with therapeutic outcomes in hepatitis B virus infection

Meifang Han1, Yong Li1, Wenyu Wu1, Yuanya Zhang1, Weiming
Yan1, Xiaoping Luo1, Qin Ning1

1Department and Institute of Infectious Diseases, Tongji Hospital,

Tongji Medical College, Huazhong University of Science and

Technology, Wuhan

Background: Our previous OSST study shows that switching to

pegylated interferon (Peg-IFN)-a2a results in higher rates of response

HBeAg seroconversion and HBsAg loss at the end of treatment,

compared with nucleot(s)ide analogues (NAs) monotherapy in long

term NA-treated chronic hepatitis B (CHB) patients.

Methods: In order to characterize the correlation between Peg-IFN-a
antiviral effect and activation of IFN-stimulated genes (ISGs), we

investigated the dynamic expression of STAT1, MX, and SOCS3,

which negatively regulate IFN JAK-STAT signaling pathway by

interacting with STAT1 and STAT2, in peripheral blood and paired

liver samples, obtained from 54 CHB patients enrolled in OSST

study.

Result: In Peg-IFN group, responders showed a more significant

decline in HBsAg, compared with non-responders. Following the

treatment, peripheral blood and hepatic STAT1 and MX expression

levels were higher in Peg-IFN responders, while SOCS3 expression

was higher in non-responders. Fold induction of STAT1 at week 4

and MX at week 12 in PBMCs directly correlated with HBsAg

decline at week 48 relative to the baseline. Responders showed a

significantly increased activation and nuclear localization of phospho-

STAT1 following Peg-IFN treatment, compared with non-responders

in liver. Whereas, non-responders exhibited significantly higher

hepatic expression of SOCS3 before the treatment compared with the

responders and even higher expression levels after the treatment

compared with the baseline, which may be involved with the mech-

anism of IFN resistance.

Conclusion: Activation and expression of ISGs, such as STAT1, MX

and SOCS3 were closely related with the outcome of antiviral therapy

of IFN, which might be used to predict antiviral effect. The data has

been revised under Antiviral Research.

PP1048

Effect of interleukin 7 on viral load in peripheral blood of patients
with chronic hepatitis B

Liu cui Yun1, Sun shui Lin1, Fu Wen Juan1, Chen Ming Fa 1, Luo
Jie 1, Xi Wen Na 1

1The Second Affiliated Hospital of Nanchang University, Nanchang

Background: IL-7 is essential properties as a required factor for

lymphocyte development and modulator of T cell homeostasis. It’s an

important contributor to modulate immunodeficiency and augment

immune based therapies. Investigators are seeking to utilize rhIL-7 to

enhance viral clearance in the setting of chronic viral infection,

including hepatitis B, hepatitis C and HIV infection. It is therefore

likely that IL-7 could be useful therapeutic options in patients with

CHB.

Methods: The peripheral blood of sixty patients diagnosed with

chronic hepatitis B infection were assembled. The blood sample of

each patient was equally divided into three groups: IL-7 group, IFN-a
group and black group. At the 0th, 24th and 48th h, HBV serological

tests were performed, including those for HBV DNA, HBsAg and

HBeAg. The continuous variables were compared by LSD-t. The

statistical analyses were performed using SPSS version 18.0.

Result: Serum HBV-DNA, HBsAg at 0th, 24th h and HBeAg levels

at 0th, 24th, 48th h were compared among IL-7 group, IFN-a group

and black group, and differences were not significant. However, at the

48th h, HBV DNA load was significantly lower in IL-7 group than

black group [(5.63 ± 1.79) vs (6.30 ± 1.72), P = 0.035]. HBsAg

levels were significantly lower in IL-7 group than black group (P\
0.01) and IFN-a group (P = 0.024).

Conclusion: We found that there was a significant decrease of HBV

DNA load and HBsAg levels in peripheral blood of CHB patients

with IL-7 intervention. HBsAg levels decreased compared to IFN-a
group. It suggests that IL-7 is involved in the clearance of peripheral

blood virus in patients with chronic hepatitis B. The mechanism of

action may be by regulating the immune system to clear HBV, it may

also exist the role of direct cleavage of HBV.
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PP1049

Impacts of HBV rtH55R polymerase substitution on viral
replication and rtM204 V/I resistance to nucleos(t)ide antiviral
drugs

Kuan-hui Xiang1, Cheng-yu Zhao1, Shuai Wang1, Yao Li1, Ming-
ze Su1, Qiang-yi Wang1, Xizhan Xu1, Juan Deng1, Hui Zhuang1,
Tong Li1

1Department of Microbiology and Center of Infectious Disease,

School of Basic Medical Sciences, Peking University Health Science

Center, Beijing

Background: Despite the available nucleos(t)ide analogues (NUCs)

are effective in inhibiting hepatitis B virus (HBV) replication, high

genetic variability at reverse transcriptase (RT) region could confer

resistance to NUCs. The aim of this study was to identify new RT

amino acid (AA) substitutions and to characterize their impacts on

viral replication and resistance to NUCs.

Methods: HBV RT sequences of genotype C from 392 chronic

hepatitis B (CHB) patients were analyzed to identify potential RT

substitutions related to NUC resistance, especially those associated

with rtM204I/V substitution. The patients included 192 NUC-un-

treated ones and 200 with lamivudine (LMV), telbivudine (LdT) or

entecavir (ETV) treatment history. The in vitro studies were per-

formed to investigate influence of newly identified RT substitutions

on viral replication and resistance to NUCs.

Result: Among 200 NUCs-treated CHB patients, we found high

prevalence of rtM204I/V substitution [34.5% (69/200)] with the rest

131 harboring rtM204 wild-type. Interestingly, we identified a new

AA substitution of rtH55R and its prevalence had a significant

increasing trend from 4.2% (8/192) in the untreated group to 9.2%

(12/131) or 36.2% (25/69) in treated groups with rtM204 or with

rtM204I/V substitutions (p \ 0.001). We found five rtH55R and

rtM204I/V combination patterns, i.e., 3 of rtR55H + rtM204I, 1 of

rtR55H + rtL80I/V + rtM204I, 11 of rtR55H + rtL80I + rtM204I, 4 of

rtR55H + rtL180 M + rtM204I and 6 of rtR55H + rtL180 M + rtM204

V. To note, among 14 ETV-treated patients, six harbored rtH55R

substitution (three of rtH55R and three of rtH55R + rtL180 M +

rtM204I/V). In addition, rtH55 was found as a genotype C HBV

specific site while rtR55 was in other genotypes. In vitro studies in

HepG2 cells showed that rtH55R had lower HBV DNA levels com-

pared to WT. When coexistence with rtM204I/V, rtH55R partially

rescued viral replication with rt204I/V substitution. Further, rtH55R

coexisting with rtM204I/V, rtL80I/V + rtM204I/V or rtL180 M +

rtM204I/V substitution patterns were more resistant to LMV and ETV

compared to the substitutions alone mentioned above (Figure).

Conclusion: We identified a novel HBV RT substitution of rtH55R in

genotype C-infected CHB patients without and with NUCs treatment.

It preferred to be exist under NUCs treatment especially coexist with

rtM204I/V substitution. Though, in vitro study suggested it might

play replication compensatory role to rtM204I/V mutant under LMV

and ETV treatment similar to the well-known rtL80I/V and rtL180 M

compensatory substitutions, its relatively high prevalence in untreated

patients and its genotype C specific feature made it yet different from

rtL80I/V and rtL180 M substitutions. Its survival ability in ETV-

treated patients alerts the importance of its surveillance nowadays

when ETV is recommended as the first line antiviral drug for CHB

patients.

PP1050

Clinical comparison of original entecavir and 2 different
equivalent drugs used in chronic hepatitis B treatment

Huseyin Tarakci1

1Esrefpasa Hospital of Izmir Metropolitan Municipality, Izmir,

Turkey

Background: It is necessary to accept the use of equivalent drugs as a

part of the rational drug use. Since there are no research and devel-

opment costs, equivalent drugs are cheaper than the original ones.

Bioequivalence is valid between the products that have basically the

same active substance. Since 2000, the Ministry of Health has made it

compulsory to prove the bioequivalence in order to grant a license for

an equivalent drug. In this study, the aim is to compare the original

drug that has the entecavir active substance and 2 equivalent drugs

that are used in chronic hepatitis B treatment in Turkey in virological,

serologic and biochemical terms by considering their treatment

success.

Methods: The study was conducted in the form of scanning the files

of the patients who used entecavir in a retrospective manner. The

patients who were naı̈ve, and who stated that they received their drugs

regularly were included in the study. A total of 120 patients, 60 of

whom were 60 HBeAg positive and 60 HBeAg negative, were

included in the study. 20 of the 60 patients used the original molecule,

20 of them used 1st equivalent drug, and the remaining 20 patients

used 2nd equivalent drug. In the beginning, the patients were ran-

domized in terms of HBV DNA levels, HAI-fibrosis scor and gender.

The patients who were co-infected with HCV, HDV and HIV were

not included in the study. The HBV DNA levels, HBeAg values (in

HBeAg positive patients), HBsAg values, and ALT levels of the
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patients were checked in the 24th, 48th and 144th weeks. The QIA-

GEN Rotor-Gene Q device was used for molecular examinations; the

ABBOTT ARCHITECT i1000SR device was used for serologic

examinations; and the Roche cobas c 501 device was used for bio-

chemical examinations. The statistical assessments were made in the

SPSS statistics V22.O program by using the Chi Square test.

Result: The results of the HBeAg positive patients are given in Table

1, and the results of the HBeAg negative patients are given in Table 2.

No statistically significant differences were detected for the 3 drugs in

terms of HBV DNA negativity, HBeAg loss, HBsAg loss, and ALT

level in the 24th, 48th and 144th weeks.

Conclusion: The initial targets of the chronic hepatitis B treatment

are not detecting the virological HBV DNA with the PCR method,

serological loss of HBeAg (in HBeAg positive patients), loss of

HBsAg, and the level of ALT being biochemically reduced to normal

level. In our study, we did not find any significant differences between

the original and equivalent drugs in terms of response to the treatment

in chronic hepatitis B treatment. Both clinical and pharmacological

studies that will be conducted on equivalent drugs will eliminate the

doubts in the minds of clinicians. We think that equivalent drugs,

which are produced in accordance with the laws, will have more

places in clinical applications.

PP1051

Efficacy of entecavir therapy in elderly patients with chronic
hepatitis B infection

Youwen Tan1, Yun Ye1, Xinbei Zhou1, Li Chen1, Li Sun1

1The Third Hospital of Zhenjiang Affiliated Jiangsu University,

Zhenjiang

Background: The aim of this study was to evaluate the efficacy of

entecavir therapy in elderly patients with chronic HBV infection.

Methods A retrospective cohort study was conducted, Patients aged

C60 years (n = 40) received entecavir monotherapy between

February 2006 and March 2011 at The N0.3 Hospital. We compared

the efficacy of entecavir therapy in these patients and in 213 patients

aged \60 years, including 40 patients aged \60 years matched for

sex, hepatitis B e antigen (HBeAg) status, and hepatitis B virus

(HBV) DNA level.

Methods: A retrospective cohort study was conducted, Patients aged

C60 years (n = 40) received entecavir monotherapy between

February 2006 and March 2011 at The N0.3 Hospital. We compared

the efficacy of entecavir therapy in these patients and in 213 patients

aged \60 years, including 40 patients aged \60 years matched for

sex, hepatitis B e antigen (HBeAg) status, and hepatitis B virus

(HBV) DNA level.

Result: The rates of normalization of alanine aminotransferase (ALT)

level in 40 patients aged C60 years and 213 patients aged\60 years

were 85 versus 76%, and 86 versus 73% at 1 and 3 years, respectively.

The respective rates of loss of HBV-DNA were 74 versus 74%, and

76 versus 68% at 1 and 3 years. The rates of necroinflammation

histological improvement following entecavir treatment for the 13

patients aged C60 years and the 9 patients aged \60 years were

76.9% (10/13) versus 77.8% (7/9) at long term treatment, The rates of

fibrosis histological improvement following long term entecavir

treatment for the 13 patients aged C60 years and the 9 patients aged

\60 years were 38.5% (5/13) versus 44.4% (4/9), respectively. The

respective cumulative emergence rates of the ETVmutant were were 0

and 0.47% at 1 year, 2.5 and1.41% at 2 years, and 2.5 and 1.88% at 3
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years. In 40 patients \60 years old matched for sex, HBeAg status,

and HBV-DNA level, the rates of normalization of the ALT level and

loss of HBV-DNA were similar to those in the 213 patients aged\60

years. The emergence rate of ETV resistances in patients aged C60

years were similar to those in matched patients aged\60 years.

Conclusion: Our results suggest that treatment with entecavir is both

well tolerated and efficacious in elderly patients with chronic HBV

infection.

PP1052

Efficacy and safety of tenofovir disoproxil treatment for chronic
hepatitis B patients with genotypic resistance to other nucleoside
analogues

Huang jian Rong1,2,3

1State Key Laboratory for Diagnosis and Treatment of Infectious

Diseases, Hangzhou; 2First Affiliated Hospital, College of Medicine,

Zhejiang University, Hangzhou; 3Collaborative Innovation Center for

Diagnosis and Treatment of Infectious Diseases, Hangzhou

Background: Nucleoside analogues (NAs) can rapidly inhibit the

transcription of HBV and suppress serum HBV DNA to a very low or

undetecable level, and also reduce hepatic inflammation, prevent the

progression of liver fibrosis and inhibit progression of hepatocellular

carcinoma (HCC). However, the development of drug resistance and

the poor viral response after rescue therapy become major NAs

limitations, which remains an obstacle to CHB patients’ long-term

clinical antiviral therapy, especially, when they were treated with low

genetic barrier NAs. As a new antiviral drug for CHB, the domestic

and international CHB prevention and treatment guidelines recom-

mend TDF as the first-line of anti-HBV NAs medication in recent

years. At present, scholars have less researches on efficacy and safety

of TDF for CHB patients with genotypic resistance in China.

Therefore, our research was aiming at investigating the clinical effi-

cacy and safety in Chinese CHB patients with genotypic resistance

who received TDF monotherapy, which might provide a reference for

our national antiviral therapy for CHB patients.

Methods: A total of 33 CHB patients were included who had failed to

NAs treatment and occurred genotypic resistance replaced by mono

therapy with TDF for 48 weeks. Patients’ data of clinical symptoms,

blood tests (including HBeAg, HBV DNA, ALT, creatinine), urinary

protein, and liver, gallbladder and spleen color ultrasound examina-

tion during treatment at 0 (baseline), the 12th, 24th, 36th and 48th

week were collected for evaluation. Then we found HBV DNA

decreased persistently at the 12th, 24th, 36th, 48th week. HBV DNA

undetectability, serum alanine aminotransferase (ALT) normalization,

HBeAg seroconversion, viral response and breakthrough, and adverse

events were recorded.

Result: (1) All of 33 patients achieved virological response during 48

weeks; (2) All of 33 patients’ clinical symptoms were significantly

improved in 48 weeks; (3) ALT levels were normalized in 28 of 33

patients (85.71%); (4) HBeAg seroclearance occured in 7 of 33

patients (28.00%), among them, HBeAg seroconversion occured

(12.00%); (5) Pathological liver inflammation were significantly

improved after 48 weeks in 5 of 33 patients (15.15%); (6) Patients

with lower HBV DNA levels at baseline could earlier realized viro-

logical undetectability (r = 0.38, P = 0.03); (7) Complete virological

response rate was not affected by number of resistance loci (r = 0.33,

P = 0.06); (8) No adverse events were observed and 26 patients

showed a normal level of serum creatinine throughout 48 weeks.

Conclusion: TDF monotherapy is an effective and safe rescue ther-

apy for CHB patients who are resistant to other NAs.

PP1053

The role of AST for indicating significant liver inflammation
in chronic hepatitis B patients

Liwei Guo1,2, Caiting Jin2,3, Weifeng Liang2,4

1State Key Laboratory for Diagnosis and Treatment of Infectious

Diseases, The First Affiliated Hospital, College of Medicine, Zhejiang

University. Collaborative Innovation Center for Diagnosis and

Treatment of Infectious Diseases, Hangzhou; 2Collaborative

Innovation Center for Diagnosis and Treatment of Infectious

Diseases, Hangzhou; 3State Key Laboratory for Diagnosis and

Treatment of Infectious Diseases, The First Affiliated Hospital,

College of Medicine, Zhejiang University, Hangzhou; 4State Key

Laboratory for Diagnosis and Treatment of Infectious Diseases, The

First Affiliated Hospital, College of Medicine, Zhejiang University,

Hangzhou

Background: Liver biopsy is the gold standard in assessing histo-

logical abnormalities of the liver. The widely accepted indicator for

antiviral therapy for chronic hepatitis B (CHB) in China is that the

serum alanine aminotransferase (ALT) is more than two times the

upper limit of normal (ULN). Although the role of ALT as an

effective predictor of liver inflammation has been not definitively

proven. It needs more effective non-invasive markers for assessing

liver inflammation and fibrosis.

Methods: We retrospectively evaluated non-invasive markers of

treatment-naı̈ve CHB patients who had done liver biopsy from

October 2010 to October 2015. And our aim is to investigate the

characteristics of histological abnormalities and find effective indi-

cators to assess liver inflammation and fibrosis. Significant liver

abnormality was defined as necroinflammation grade CA2 and/or

fibrosis stage CF2.

Result: A total of 522 CHB patients were recruited, 268 had normal

ALT, 164 had 1–29 ULN ALT and 90 had ALT more than 29 ULN.

Significant inflammation and fibrosis could be found in the patients

with ALT that less than twice ULN. There are significant differences

in age, platelet count (PLT), ALT, aspirate aminotransferase (AST),

aspartate aminotransferase and alanine aminotransferase ratio (AAR),

aspartate aminotransferase to platelet ratio index (APRI), and fibrosis

index based on the 4 factor (FIB-4) between patients with mild and

significant necroinflammation, and AST was the independent risk

factor in predicting significant necroinflammation. The cut-off value

of significant necroinflammation for AST was 29.5 U/L. The differ-

ences of age, older than 40 or not, PLT, ALT, AST, APRI, FIB-4 and

HBV-DNA were statistically significant, and PLT was an independent

factor in assessing the fibrosis stage.

Conclusion: A high proportion of CHB patients with normal and

1–29 ULN ALT have significant liver histological abnormalities.

AST could be an effective non-invasive marker for liver inflammation

for treatment-naı̈ve CHB patients and there is significant liver

inflammation in CHB patients with AST more than 29.5U/L.

PP1054

Upgrade the combination response rate is limited by prolonged
the treatment duration of NAs from 3 years to 5 years in HBeAg
positive CHB patients: a real life cohort study

Qiao-he Wang1, Hu Li1, Ming-li Peng1, Da-zhi Zhang1, Hong
Ren1, Peng Hu1

1Key Laboratory of Molecular Biology For Infectious Diseases

(Ministry of Education), Institute For Viral Hepatitis, Department of
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Infectious Diseases, The Second Affiliated Hospital, Chongqing

Medical University, Chongqing

Background: The real life cohort study aimed to investigate com-

bination response (HBVDNA undetected, ALT normalization and

HBeAg seroconversion) on long-term NAs therapy in HBeAg posi-

tive chronic hepatitis B patients, and to determine whether prolonged

therapy is beneficial for combination response, particularly in optimal

patients (baseline ALT level C 5ULN and HBVDNA level \109

copies/ml).

Methods: A total of 280 HBeAg positive CHB patients enrolled the

study, 190 were treated with entecavir and 90 were treated with tel-

bivudine. All patients had at least 12 months of therapy follow-up.

Result: The cumulative rates of combination response in total

patients were 8.6% at 1 year, 13.2% at 2 years, 19.1% at 3 years,

24.2% at 4 years and 26.0% at 5 years. In optimal patients, the

cumulative rate of combination response was significantly higher than

the non-optimal patients at 3 years (p = 0.043), the trend of cumu-

lative rate was no strong at the later time. Interestingly, in optimal

patients, combination response mainly occurred in the first 3 years.

Multivariate analysis demonstrated in optimal patients HBeAg sero-

conversion at 1 year was the only determined factor of combination

response [Hazard ratio (HR) 16.321; p = 0.000]. During the 3 years,

the proportion with APRI B 0.5 increased from 15.6% at baseline to

71.3% at year 3.

Conclusion: Upgrade the rate of combination response is limited by

prolonged the treatment duration of NAs from 3 to 5 years in HBeAg

positive CHB patients, especially in optimal patients, new switch

treatment strategy modification may be to consider.

PP1055

Influence of entecavir or telbivudine monotherapy on the renal
function and the creatine kinase in patients with chronic hepatitis
B

Xiao-ling Wu1, Qiao-he Wang1, Hu Li1, Ming-li Peng1, Hong
Ren1, Peng Hu1

1Key Laboratory of Molecular Biology for Infectious Diseases

(Ministry of Education), Institute For Viral Hepatitis, Department of

Infectious Diseases, The Second Affiliated Hospital, Chongqing

Medical University, Chongqing

Background: Long-term safety in patients treated with nucleos(t)ide

analogues have drawn great public attention, especially on the renal

function and the creatine kinase. The aim of our study was to analysis

the potential effects of entecavir (ETV) and telbivudine (LdT) on the

renal function and the creatine kinase in hepatitis B e antigen

(HBeAg)-positive patients with chronic hepatitis B (CHB).

Methods: From 2008 to 2014, 52 HBeAg-positive CHB patients

treated with ETV and 51 treated with LdT were compared in the

present prospective cohort. We detected the hepatitis B markers,

serum hepatitis B virus (HBV) DNA, serum alanine transaminase

(ALT), serum creatine kinase (CK) and renal function, and compared

the changes of these markers in the two groups.

Result: Analysis of changes in eGFR from baseline values, the

average changes of eGFR from baseline are -17.5 ml/min (p \
0.001) and 8.4 ml/min (p = 0.024) in the ETV group and LdT group,

respectively. In LdT group, patients with baseline eGFR\90 ml/min

showed significantly increased eGFR, 28.3 ml/min in group with

baseline eGFR\90 ml/min and -2.5 ml/min in group with baseline

eGFR C 90 ml/min p = 0.003) the mean peak values of CK were 2.1

log10U/L and 2.4 log10U/L (p \ 0.001) in ETV group and LdT

group. The baseline eGFR levels and the changes of CK were

significantly associated with eGFR increased [odds ratio (OR) 0.953,

95% confidence interval (CI) 0.926–0.981, p = 0.001 and OR 1.005,

95% CI 1.001–1.010, p = 0.023]. Interestingly, the pearson’s corre-

lation analysis showed that after treated with LdT, the changes of

eGFR and CK had positive correlation (r = 0.330, p = 0.033).

Conclusion: Treatment with ETV may resulted in impaired renal

function, while LdT therapy was associated with improved renal

function and increased CK.

PP1056

Combination treatment of regimens based on PEG-interferon for
chronic hepatitis B focusing on HBsAg clearance: a meta-analysis

Ke Qiu1, Bin Liu1, Ao-ran Luo1, Shi-Ying Li1, Hong Ren1, Peng
Hu1

1Key Laboratory of Molecular Biology for Infectious Diseases

(Ministry of Education), Institute for Viral Hepatitis, Department of

Infectious Diseases, The Second Affiliated Hospital, Chongqing

Medical University, Chongqing

Background: The seroclearance of hepatitis B surface antigen

(HBsAg) in patients with chronic hepatitis B (CHB) is considered to

be associated with favourable clinical outcomes. Owing to different

mechanisms of action of the two regimens, a Peg-IFN and NUC

combination treatment may be an attractive approach to enhance the

rates of HBsAg loss. To establish the proportion of HBsAg loss in

CHB patients who received combination treatment, a meta-analysis

was performed.

Methods: Databases of Medline, Web of Science and Embase were

searched from inception to September 2016. The proportion of

patients who achieved HBsAg loss after combination therapy was

pooled by a random-effects model.

Result: Thirty-four studies fulfilled the criteria for the meta-analysis.

The overall pooled proportion suggested that the rate of HBsAg loss

can be increased to 9% (95% CI 6–12%), according to the new

strategy in CHB patients. Compared with ‘de novo’ 7% (95% CI

5–10%), the strategy of ‘switch to’ 13% (95% CI 9–18%) was found

to have a greater chance (P \ 0.001) of attaining a response. Sub-

analysis showed the pooled rate of HBsAg loss for entecavir (ETV),

adefovir (ADV), and lamivudine (LAM) were 7% (95% CI 2–13%),

11% (95% CI 8–16%) and 9% (95% CI 5–13%), respectively.

Conclusion: ‘Switch to’ was more effective than ‘de novo’ in

achieving HBsAg loss for CHB patients. ADV was obviously superior

to ETV in achieving HBsAg loss.

PP1057

The study of relevant factors with glomerular filtration rate
in 832 cases of chronic hepatitis b patients

Gu sheng Wang1

1The 82nd Hospital of Peoples Liberation Army, Hui’an

Background: To investigate the effects of chronic hepatitis b patients

with glomerular filtration rate and the correlation of factors including

age, creatinine

Methods: 1060 People, the control group, 228 people, 563 chronic

hepatitis (CH) group, early cirrhosis of the liver (ELC) group, 98, 41

hepatocellular carcinoma (HCC) group, decompensated cirrhosis

(HLC) group, 130 people, the determination of glomerular filtration

rate, use SPSS19.0 statistical software, an independent sample Chi
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square, independent sample t-test, bivariate Pearson correlation

analysis.

Result: The control group GFR slightly lower and moderate decrease

in 38/226 (16.8%), 4/226 (1.7%) respectively. CH group GFR mild-

to-moderate lower 108/563 (19.2%), 3/563 (0.5%), respectively. the

ELC group GFR mild-to-moderate reduce 26/98 (26.5%), 6/98

(6.1%). HCC group GFR mild-to-moderate lower 8/41 (19.5%), 0/41

(0%), respectively. HLC group GFR mild-to-moderate lower 43/130

(33.1%) 16/130 (12.3%), respectively. X2 = 84.1, P \ 0.001; ELC,

HLC respectively with CH, X2 23.159 and 71.985, respectively, P\
0.001. the correlation coefficient between Age, urea nitrogen, crea-

tinine, uric acid and GFR is 0.369, 0.597, 0.282, 0.2, respectively;

Conclusion: Glomerular filtration rate more accurate assessment of

kidney damage, can be found early, mild kidney function decline,

used to guide the clinical medication, clinical should pay highly

attention to nucleoside analogues (acid) in patients with chronic

hepatitis b viral hepatitis GFR, the influence of GFR detection and

blood phosphorus cannot replace each other.

PP1058

Efficacy evaluation of entecavir anti-fibrosis treatment in chronic
hepatitis B with transient elastography and ultrasound
quantitative score

Yang Ding1, Xiaoguang Dou1

1Department of Infectious Diseases, Shengjing Hospital of China

Medical University, Shenyang

Background: To evaluate the efficacy of entecavir anti-fibrosis

treatment in chronic hepatitis B (CHB) with transient elastography

and ultrasound quantitative score.

Methods: 87 CHB patients with antiviral treatment indications were

enrolled. They were grouped by liver pathological staging before

treatment. Transient elastography and ultrasound quantitative score

were compared with pathological staging between groups before

treatment. Transient elastography was compared with ultrasound

quantitative score within groups after 96 weeks entecavir treatment.

Result: 87 CHB patients were divided into three groups: A group

(S0–1) 12 patients, B group (S2–3) 64 patients, and C group (S4) 11

patients. The parameters of stiffness and ultrasound quantitative score

increased gradually with liver fibrosis exacerbation. The parameters

of stiffness and ultrasound quantitative score of each pathological

stages had statistically significant difference between groups. Both of

these parameters were well correlated with the pathological change on

the liver fibrosis. The areas under the curve for stiffness and ultra-

sound quantitative score were 0.89 and 0.78, respectively. The

parameters of stiffness and ultrasound quantitative score obviously

decreased after 96 weeks treatment vs before. The parameters of

stiffness and ultrasound quantitative score of each pathological stages

had statistically significant difference within groups. The parameters

of stiffness and ultrasound quantitative score in three groups were A

\B\C in after 96 weeks treatment and before.

Conclusion: Transient elastography and ultrasound quantitative score

could be used to evaluate the efficacy of entecavir anti-fibrosis

treatment in chronic hepatitis B.

PP1059

A preliminary clinical study on using adoptive cellular therapy
combined with pegylated interferon in immune-tolerant patients
with chronic hepatitis B

Ning Yao1, Xin Wang2

1Clinic College of Medicine, Gansu University of Traditional Chinese

Medicine, Lanzhou; 2The 6th People’s Hospital of Zhengzhou,

Zhengzhou

Background: Hepatitis B virus (HBV) infection was a challenging

global heath problem. Many of patients transmitted during the peri-

natal period or in the first years of life are in the immune-tolerant

phase for a long time. To suppress viral replication to the lowest

possible level could prevent the development of progressive disease.

However, up to now, the outcome of conventional anti-HBV therapy

to the immune-tolerant chronic hepatitis B (CHB) patients is unsat-

isfied because the host immune system is poor response to HBV. The

aim of this preliminary study was to explore the virological responses

of adoptive cellular therapy combined with pegylated interferon alpha

(PEG-IFN) in immune-tolerant CHB patients.

Methods: 42 Consecutive immune-tolerant CHB patients without

previous treatment during the last 24 weeks were enrolled and ran-

domly assigned to either treatment group or control group according

to the proportion of 1:2. Cases of treatment group were treated with

adoptive cellular therapy (once a month) combined with PEG-IFN-2a

(180 ug, once weekly). The primary responder (less than 1 log10 IU/

mL decrease in serum HBV-DNA level from baseline at 12 weeks of

therapy) would keep the treatment till to 24 weeks and follow up 24

weeks. The primary non-responder would discontinue the treatment

and follow up 36 weeks. Cases of control group were followed up 48

weeks without any treatment. The study was approved by the Sixth

People’s Hospital of Zhengzhou Ethics Committee and all patients

had signed informed consent prior to enrollment.

Result: 10 of 14 cases (71.4%) of treatment group developed primary

response at 12 weeks. Among the primary responders, 6 of them

obtained virological response and decreased HBsAg level (4227 ±

658 IU/mL), 4 of them developed partial virological response (4.59 ±

0.32 log10 IU/mL) and decreased HBsAg level (6894 ± 969 IU/mL)

at 24 weeks of treatment. Patients of control group and primary non-

responders of treatment group had no obvious change in serum HBV-

DNA and HBsAg level at 24 weeks. 1 of 6 virological responders at

24 weeks of treatment displayed virological relapse (4.72 log10 IU/

mL) during the follow-up. In the treatment group, 5 of 14 cases

(35.7%) obtained virological response with decreased HBsAg level

(2779 ± 261 IU/mL), 5 of 14 cases (35.7%) obtained partial viro-

logical response (4.87 ± 0.46 log10 IU/mL) with decreased HBsAg

level (5126 ± 771 IU/mL), and 4 of 14 cases (28.6%) showed primary

non-response (6.24 ± 0.29 log10 IU/mL) and no obvious change in

HBsAg level (9462 ± 815 IU/mL) at the end of follow-up. Patients of

control group had no obvious change in serum HBV-DNA and

HBsAg level at the 48 weeks.

Conclusion: From this limited experience we may conclude that

adoptive cellular therapy combined with PEG-IFN may have a ben-

eficial effect on immune-tolerant CHB patients. Definite conclusion

can only be made after a more extended randomized controlled

clinical study.
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Predictors of liver histological changes and a sustained response
to peginterferon among chronic hepatitis B e antigen-positive
patients with normal or minimally elevated alanine
aminotransferase levels

Jie Chen1, Cheng Run Xu2, Min Xi3, Wei Wei Hu3, Zheng Hao
Tang3, Guo Qing Zang3

1The Sixth People’s Hospital Affiliated with Shanghai Jiaotong

University, Shanghai; 2Southeast Hospital affiliated with Xiamen

University, Zhangzhou; 3The Sixth People’s Hospital affiliated with

Shanghai Jiao Tong University, Shanghai

Background: Alanine aminotransferase (ALT) levels are commonly

used as an indicator of hepatitis B severity and the need to initiate

treatment. However, a proportion of chronic hepatitis B (CHB)

patients with normal or only minimally elevated ALT levels (one–

twofold the upper limit of normal) display significant histologic

changes in their liver tissue, and would benefit from antiviral therapy

to slow progression of their disease. We conducted this study to

evaluate the histologic abnormalities seen in CHB patients with a

normal or minimally elevated ALT level, and then determine which

of those patients would most likely respond to peginterferon therapy.

Methods: A total of 393 hepatitis B e antigen (HBeAg)-positive

patients who underwent a liver biopsy were screened for participation

in this study, and 113 of those patients with a normal or minimally

elevated ALT level and moderate to severe histologic changes in their

liver tissue were selected to receive peginterferon monotherapy and

participate in a followup analysis. A logistic regression analysis was

performed to identify predictors of having a significant histological

abnormality and a sustained response to therapy. A multivariable

model was also constructed.

Result: Significant liver inflammation was observed in 28.8% (113/

393) of the screened patients, and significant fibrosis was observed in

19.8% (78/393) of those patients. A multiple logistic regression

analysis indicated that increasing age (P = 0.049) and lower hepatitis

B virus (HBV) DNA levels (P = 0.038) were associated with

significant histological abnormalities in patients with a normal or

minimally elevated ALT (Table 1). Our predictive model which

incorporated HBeAg testing at treatment week 12 combined with

hepatitis B surface antigen (HBsAg) testing at treatment week 24 was

able to identify which patients with a normal ALT level would

achieve a sustained response (PPV: 66.7%, NPV: 90.0%). Lower

HBsAg and HBeAg levels at treatment week 24 were associated with

a sustained response in patients with a minimally elevated ALT level

(positive PPV: 100.0%, NPV: 100.0%) (Figure 1).

Conclusion: A liver biopsy and antiviral therapy should be strongly

considered when treating HBeAg-positive patients with a normal or

minimally elevated ALT level, low HBV DNA level, and aged[35

years. On-treatment quantification of combined HBsAg and HBeAg

test results may be useful for predicting a sustained response to

peginterferon monotherapy in these patients.
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Antivirus/immunomodulatory therapy induce CccDNA decline
in chronic hepatitis B patients with HBeAg positive
and treatment-naive

Hongyu Jia1, Huan Cai2, Liang Yu1, Yimin Zhang1, Jiangshan
Lian1, Dairong Xiang1, Jianhua Hu1, Linyan Zeng1, Jianyang
Chen1, Guodong Yu1, Siying Li1, Menglin Hu1, Yida Yang1

1The Finrst Affiliated Hospital of Zhejiang University, Hangzhou;
2The First Affiliated Hospital of Nanchang Medical University,

Nanchang

Background: To investigate the efficacy of antivirus/immunomodu-

latory therapy for the reduction of cccDNA in chronic hepatitis B

patients with HBeAg positive and treatment-naive.

Methods: This was a randomized, open and prospective clinical trial.

120 CHB patients with HBeAg positive were enrolled and divided

randomized into 4 groups (I: IFN-a2b group; II: IFN-a2b + ADV

group; III: IFN-a2b + ADV + GM-CSFgroup; IV. IFN-a2b + ADV +

GM-CSF + HB vaccine group). After 48 weeks’ treatment, the effi-

cacy of these four groups were assessed by comparing the reduction

of HBV covalent closed circular DNA (cccDNA), HBV DNA loss

rate and HBeAg loss rate.

Result: The reduction means of intrahepatic cccDNA in these four

groups were respectively: I: (1.22 ± 1.56)lg copies/mL; II: (2.06 ±

1.33)lg copies/mL; III: (2.67 ± 1.05)lg copies/mL; IV: (3.26 ± 1.31)lg

copies/mL (between each other, P\0.05). The HBV DNA loss rate in

these four groups were respectively: I: 51.9%, II: 79.3%, III: 81.3%;

IV: 82.8% (I to II or III or IV: P\0.05, II to III or IV: P[0.05). The

HBeAg loss rate in these four groups were respectively: I: 22.2%; II:

27.6%; III: 30.7%; IV: 34.5% (between each other, P[0.05).

Conclusion: Compared IFN-a2b monotherapy and combination

therapy with IFN-a2b plus ADV, the combination therapy of IFN-a2b

plus ADV plus GM-CSF and IFN-a2b plus ADV plus GM-CSF plus

HB vaccine can both induce strong intrahepatic cccDNA decline,

which could make more patients to reach ‘‘clinical cure’’.

PP1062

Comparison of HBV relapse rates between patients who
discontinue entecavir and tenofovir treatment in chronic hepatitis
B patients

Chien-Hung Chen1, Tsung-Hui Hu1, Sheng-Nan Lu1, Chao-Hung
Hung1, Jing-Houng Wang1, Chuan-Mo Lee1

1Kaohsiung Chang Gung Memorial Hospital, Kaohsiung

Background: It remained unclear whether the incidence of HBV

relapse after the cessation of entecavir and tenofovir therapy was

different in chronic hepatitis B (CHB) patients. The aim of this study

is to compare the HBV relapse rate between patients discontinued

entecavir and tenofovir treatment in HBeAg-positive and HBeAg-

negative patients.

Methods: From 2007 to 2012, a total of 305 CHB patients [97

HBeAg-positive (treatment duration 166.6 ± 49.4 weeks), 222

HBeAg-negative (treatment duration 166.2 ± 42.4 weeks)] received

entecavir treatment and from 2011 to 2013, a total of 95 patients [25

HBeAg-positive (treatment duration 160.2 ± 23.1 weeks), 70

HBeAg-negative (treatment duration 156.4 ± 11.4 weeks)] received

tenofovir treatment and have stopped the treatment at least 6 months

were recruited. All HBeAg-positive and HBeAg-negative patients

fulfilled the stopping criteria of the APASL 2012.

Result: In HBeAg-positive patients, the cumulative rates of post-

treatment virological and clinical relapse at 6 and 12 months were

57.3 and 32.2%, and 63.4 and 47.1%, respectively, in TDF group and

were 14.4 and 9.2%, and 33.1 and 28%, respectively, in entecavir

group. Multivariate analysis showed that tenofovir treatment, old age,

HBV genotype C, and higher baseline HBsAg levels were indepen-

dent factors for virological and clinical relapse. In HBeAg-negative

patients, the cumulative rates of post-treatment virological and clin-

ical relapse at 6 and 12 months were 36.1 and 20.4%, and 59.2 and

35.6%, respectively, in TDF group and were 23.9 and 10%, and 46.8

and 29.1%, respectively, in entecavir group. Multivariate analysis

showed that tenofovir treatment, old age, higher HBV DNA levels at

baseline, and higher end-of-treatment HBsAg levels were indepen-

dent factors for virological relapse and old age, HBV genotype C,

higher HBV DNA levels at baseline, and higher end-of-treatment

HBsAg levels were independent factors for clinical relapse. The

propensity score (PS) matching method was used included age,

gender, baseline ALT, genotype, cirrhosis, HBV DNA, treatment and

consolidation duration, and HBsAg levels. Tenofovir group had still

higher virological (P\ 0.001) and clinical relapse (P = 0.012) rates

in HBeAg-positive patients and had higher virological relapse rate (P

= 0.015) in HBeAg-negative patients than entecavir group.

Conclusion: Patients treated with tenofovir had a higher incidence of

post-treatment HBV relapse than those treated with entecavir,

regardless of HBeAg-positive and HBeAg-negative CHB patients.

PP1063

Concentration of HBeAb and HBcAb are related
with the antiviral effect of chronic hepatitis B treated
with nucleos(t)ide analogues

Xiaomei Wang1, Ruihong Wu1, Hongqin Xu1, Junqi Niu1

1The First Hospital of Jilin University, Changchun

Background: The study about the clinical significance of quantitative

hepatitis B e antibody (HBeAb) and hepatitis B core antibody

(HBcAb) titre during chronic hepatitis B (CHB) treatment is limited.

The aim of this study was to observe the concentration changes of

HBeAb and HBcAb in HBeAg positive chronic hepatitis B during

entecavir treatment process and predict the treatment outcome.

Methods: Total 118 HBeAg positive chronic hepatitis B patients

were enrolled who under the treatment of entecavir. The serum

concentration of HBeAb and HBcAb were tested by fluorescence

immunoassay quantitative detection at 0, 4, 12, 24, 36 and 48 weeks

in antiviral treatment, The serum HBV-DNA load were detected by

fluorescence quantitative polymerase chain reaction (FQ-PCR) and

the concentration of HBsAg was detected by chemiluminescence

method.

Result: HBV DNA level of all 118 chronic hepatitis B patients

decreased gradually in the course of treatment. (1) 32 (27.12%)

patients’ HBeAb concentration was increased and the level of HBeAb

was negatively related with the titer of HBV DNA in the treatment

process (p\0.05), as the same time the titer of HBeAg decreased (p

\ 0.05). There has been HBeAg-HBeAb seroconversion or HBeAg-

HBeAb seroconversion trend in these patients. (2) HBeAb did not

appear or maintain a low level (below the detection limit of 0.1PEIU/

mL) in 47 (39.83%) patients. HBeAg didn’t dereas, and no HBeAg-

HBeAb seroconversion was found; (3) HBeAb concentration fluctu-

ations among 39 (33.05%) cases in the treatment process, the titer of

HBV DNA decreased slower than HBeAg-HBeAb seroconversion.

(4) The HBcAb concentration descended significantly during antiviral

treatment, and was positively correlated with the decrease of DNA

HBV and HBsAg concentration (p\ 0.05).
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Conclusion: Quantitative detection of HBeAb and HBcAb titre in the

treatment of chronic hepatitis B may dynamically monitor the effect

of antiviral treatment.

PP1064

Pegylated interferon alfa-2a combined with entecavir
in the treatment of chronic hepatitis B: a meta-analysis

Wu Xiaocui1, Xu Lina1, Li Fuqiang1, Chen Xiaomei2, Tang
Cuilan2

1The Second Clinical Medcial College, Zhejiang Chinese Medical

University, Hangzhou; 2The Second Affiliated Hospital, Zhejiang

Chinese Medical University, Hangzhou

Background: Pegylated interferon (peg-IFN) alfa-2a and Entecavir

(ETV) are recommended by treatment guidelines as the first-line

therapy drugs for chronic hepatitis B (CHB). However, monotherapy

tends to be relatively dissatisfactory results, and the evaluation of

combination treatment on its efficacy and pharmacoeconomics is still

controversy.

Methods: We here performed an updated meta-analysis of the related

studies and tried to comparing the effect of monotherapy and com-

bination treatment for CHB. The study related to monotherapy and

combination treatment for CHB obtained relatively large of data by

searching Pubmed, web of science, sinomed, the Cochrane Library,

CNNI, Wangfang Data, China Science and Technology Journaldebase

and DuXiu.

Result: 14studies covering 1309 participants were included. The meta

analysis: combination treatment for CHB was obviously superior to

ETV therapy in achieving virological response and serological

response (P\ 0.05); Peg-IFN a-2a combined with ETV in the treat-

ment of CHB was more effective than Peg-IFN a-2a therapy in HBV-

DNA clearance, HBeAg loss rate and HBeAg seroconversion rate(P\
0.05), but HBeAg seroconversion rate was low; and HBsAg loss rate

was 6.9% in combination treatment group and 4.2% in the PEG-IFN

a-2a treatment group in the 48th week of treatment, the difference

between the two groups did not show statistic Significance (P = 0.48).

Conclusion: Peg-IFN a-2a combined with ETV in the treatment of

CHB is superior to monotherapy of Peg-IFN a-2a and ETV generally.

Datas are too limited to exclude a substantial benefit or harm of

combination therapy. Further studies are still needed to strengthen

these results.

PP1065

Diagnostic value of real-time shear wave elastography (SSI)
and its on-treatment monitoring for liver fibrosis in patients
with chronic hepatitis B

Xiao Zhang1, Jun guo Li2, Qi yi Yu1, Hong weng Zhang1

1Infectious Diseases Department, Huashan Hospital, Shanghai Fudan

University, Shanghai; 2 Department of liver disease, the second

hospital of YinZhou City, Ningbo

Background: To investigate the diagnostic value of supersonic shear

imaging (SSI) and its on-treatment monitoring for liver fibrosis in

patients with chronic hepatitis B (CHB).

Methods: Patients with chronic hepatitis B who underwent liver

biopsy and SSI measurement at the same day or within the maximum

of 14 days from June 2013 to October 2014 were included. The SSI

was conducted in all patients at least once 6 months during the

treatment. Clinical parameters including liver function, HBV markers,

HBV-DNA and PLT were tested at the same time. AST-to-PLT ratio

index (APRI) and fibrosis index based on the 4 factor (FIB-4) were

calculated. Receiver operating curve was conducted to evaluate the

diagnostic value of SSI for liver fibrosis.

Result: A total of 90 patients were included, of whom 44 patients

received combination therapy of ETV and Peg-IFN. 19 patients

received paired liver biopsy before and after Peg-IFN therapy. The

area under ROC curve of SSI for fibrosis stage (S) C 2, S C 3 and S =

4 was 0.825, 0.884 and 0.854 respectively, which was significantly

higher than APRI (0.76, 0.798 and 0.608); and FIB-4 (0.81, 0.813 and

0.658). Optimal cutoff of SSI were 7.19 kPa for prediction of S C 2,

10.27 kPa for S C 3 and 15.2 kPa for S = 4. The average decline of

SSI values was 4.52 kPa (P = 0.00) in 44 patients who received

combination therapy for 48 weeks. Decline in liver stiffness values

correlated significantly with scores for staging in 19 patients who

underwent paired liver biopsy (r = 0.528, P = 0.02).

Conclusion: Compared with APRI, FIB-4, and SSI value showed

higher diagnostic value for liver fibrosis in patients with chronic

hepatitis B. It can be served as a noninvasive evaluation of hepatic

S698 Hepatol Int (2017) 11 (Suppl 1):S1–S1093

123



fibrosis as well as monitoring the dynamic changes of liver fibrosis

during the antiviral therapy.

PP1066

Lamivudine virological response in patients with HBeAg negative
chronic hepatitis B in Egypt: ten years retrospective study

Alaa awad Taha1, Moataz Hasan1, Ahmed El-Ray1, Maged El-
Ghannam1

1Theodor Bilharz Research Institute, Giza, Egypt

Background: Chronic hepatitis B (CHB) is an important health

problem in Egypt with significant morbidity and complications.

Lamivudine resistance is a great clinical challenge in the management

of CHB worldwide. The aim of this work is to assess the virological

response to lamivudine in patients with HBeAg negative CHB in

Egypt.

Methods: Clinical data of HBeAg negative CHB patients exposed to

treatment with lamivudine 100 mg once daily, according to national

protocol, from January 2005 till January 2015, were analyzed for the

pattern of virological response and levels of alanine aminotransferase

(ALT). All patients included underwent regular assessment of serum

hepatitis B virus (HBV) DNA, ALT and levels at 6 months interval.

Result: Six hundreds and thirty-nine patients were included in this

work. 465 of them (72.8%) had normal serum ALT levels with

undetectable serum HBV DNA over a mean period of 61.7 ± 18.3

months. 174 patients (27.2%) had detectable levels of HBV DNA

within a period of 39.32 ± 15.3 months from starting lamivudine

therapy, and only 80 of them (46%) had elevated serum ALT levels.

62 of these patients received adefovir dipivoxil plus lamivudine as a

rescue treatment, 53 received entecavir 1 mg daily and 59 received

tenofovir. Virological response was correlated with the pretreatment

serum level of HBV DNA (p = 0.002).

Conclusion: Lamivudine is still effective in good proportion of

patients with HBeAg negative CHB in Egypt with a high rate of

virological response, and this response is correlated with the pre-

treatment viral load. Normal serum ALT levels in these patients do

not exclude absence of virological response and testing of serum

HBV DNA is essential.

PP1067

Efficacy and durability of HBeAg seroconversion of telbivudine
as monotherapy and as combination therapy with adefovir
dipivoxil for chronic hepatitis B patients: a prospective,
multicenter, real-life study

Yang Ding1, Xiaoguang Dou1

1Department of Infectious Diseases, Shengjing Hospital of China

Medical University, Shenyang

Background: To evaluate the long-term antiviral efficacy of tel-

bivudine (LdT) administered as monotherapy and as combination

therapy with adefovir dipivoxil (ADV) for HBeAg-positive chronic

hepatitis B (CHB) patients with high ALT level, and investigate the

correlation between durability of HBeAg seroconversion following

long-term therapy and virological and serological responses.

Methods: HBeAg-positive naı̈ve CHB patients with ALT[3 9 ULN

and HBV DNA [ 105 copies/ml were enrolled to receive oral LdT

(600 mg/day). HBV DNA will be assessed by COBAS�Taqman for

every 24 weeks. LdT monotherapy was still in patients with

HBVDNA undetectable, and ADV (10 mg/day) was added to an

ongoing LdT therapy in patients who had detectable HBV DNA at

week 24 and viral rebound during treatment. Consolidation treatment

course was continued for more than 2 years after HBeAg serocon-

version and total treatment course was more than 3 years. LdT

treatment was stopped and they were followed-up for more than 1

years.

Result: A total of 233 patients were enrolled. LdT monotherapy cases

were 169, combination therapy cases with LdT and ADV were 27,

Changing to other therapies cases were 22, dropout cases were 15.

The rates of HBV DNA undetectable at week 24, year 1, 2 and 3 were

86.3% (201/233), 98.3% (229/233), 92.3% (215/233) and 84.1% (196/

233), respectively. The HBeAg loss rates at year 1, 2 and 3 were

55.9% (128/229), 60.0% (129/215) and 63.8% (125/196), respec-

tively. The HBeAg seroconversion rates at year 1, 2 and 3 were 45.9%

(105/229), 52.6% (113/215) and 57.1% (112/196), respectively. The

rate of patients with durability of HBeAg seroconversion was 75.9%

(66/87). There was significant difference in durability of HBeAg

seroconversion between the two groups patients with HBsAg\1000

IU/ml and[1000 IU/ml at the time point of off-treatment (86.5% (32/

37) vs. 68.0% (34/50) v2 = 3.97, P \ 0.05). Rapid HBV DNA

undetectable, rapid HBeAg seroconversion and persistent decline in

HBsAg were factors predicting durability of HBeAg seroconversion.

Conclusion: Long-term LdT as monotherapy and as combination

therapy with ADV showed good antiviral efficacy in HBeAg-positive

CHB patients. There were associated with better durability HBeAg

seroconversion in consolidation treatment for more than 2 years after

HBeAg seroconversion, total treatment course more than 3 years, as

well as rapid HBV DNA undetectable, rapid HBeAg seroconversion

and persistent decline in HBsAg, especially in HBsAg\1000 IU/mL

at the time point of off-treatment.

PP1068

An eight-year summary of hepatitis B virus entecavir-resistant
mutation profile in the clinical practice of Beijing 302 Hospital
of China

Yan Liu1, Jinman Shao1, Zhihui Xu1, Xiaodong Li1, Rongjuan
Chen1, Lanlan Si1, Dong Ji2, Le Li1, Dongping Xu1

1Research Center for Clinical and Translational Medicine, Beijing

302 Hospital, Beijing; 2Beijing 302 Hospital, Beijing
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Background: The study aimed to investigate the profile of hepatitis B

virus (HBV) entecavir (ETV)-resistant mutations in real clinical

practice.

Methods: Serum samples were collected from 26,553 consecutive

HBV-infected patients who received drug resistant testing in Beijing

302 Hospital from July 2007 to June 2015. Drug-resistant mutations

were detected by direct sequencing. Phenotypic analysis of drug

resistance was determined.

Result: ETV-resistant mutations were detected from 1,565 samples

and the detection rate escalated in the past eight years (1.91, 2.23,

3.54, 3.96, 4.77, 6.79, 7.72 and 8.12%) (Fig. 1). Substitutions at rt184,

rt202, rt250, and two of rt184/rt202/rt250 sites were 47.9, 31.4, 12.3,

and 8.4%, respectively, rtM204 V-based pattern (always with rtL180

M), rtM204I-based pattern (often with rtL80I) and rtM204 V/I-based

pattern occupied 81% (1270/1565), 16% (245/1565) and 3% (50/

1565), respectively. In 245 rtM204I-based mutations, 158 samples

only harbored two resistance-associated-mutations, i.e., 102 with

rtM204I + T184I, 47 with rtM204I + M250L, and 9 with rtM204I +

M250I. ETV-resistant mutants exhibited varied decrease of natural

replication capacity compared to the wild-type. rtM204I + T184I and

rtL180 M + T184L + S202G + M204 V showed a lowest and second

lowest replication capacity. Generally, rtM204 V-based ETV-resistant

mutants had a lower susceptibility to ETV compared to rtM204I-

based ETV-resistant mutants. Tenofovir had a better inhibitory effect

on ETV-resistant mutants than adefovir, adefovir + lamivudine, or

adefovir + ETV in vitro. In clinical practice, ETV adding-on adefovir

was more efficacious than switching-to adefovir as a rescue therapy,

and the use of tenofovir in recent years showed it to be more

efficacious.

Conclusion: ETV-resistant mutants were increasing across the

investigated patients in the past 8 years. Tenofovir had a strongest

inhibitory effect on ETV-resistant mutants in vitro and was effica-

cious for entecavir-refractory patients in clinical practice.

PP1069

Fourteen-year follow-up of a chronic hepatitis B patient who
successively developed lamivudine-, adefovir-, entecavir-,
and multidrug-resistance

Li Zhao1, Yan Liu1, Zhihui Xu1, Xiaodong Li1, Rongjuan Chen1,
Dong Ji2, Le Li1, Lanlan Si1, Dongping Xu1

1Research Center for Clinical and Translational Medicine, Beijing

302 Hospital, Beijing; 2Beijing 302 Hospital, Beijing

Background: Multidrug-resistant HBV refers to the virus harboring

mutations resistant to both nucleoside and nucleotide analogs in

single viral genome. We elaborated upon a unique patient with

chronic hepatitis B who successively developed various drug-resistant

and multidrug-resistant HBV mutants during 168-month antiviral

therapies.

Methods: Clonal sequence was performed for samples at 36 time-

points. Phenotypic analysis was performed for multidrug-resistant

mutants.

Result: The patient successively developed lamivudine-, adefovir-,

and entecavir-resistant mutants after sequentially received the three

drugs. Multidrug-resistant mutants rtL180 M + A181 V + S202G +

M204 V (MDR-1), rtL180 M + M204 V + S202G + N236T (MDR-2),

and rtL180 M + A181 V + S202G + M204 V + N236T (MDR-3) were

detected concomitant with other resistant mutants when therapy was

switched to adefovir and adefovir + lamivudine. HBV DNA was then

decreased to a low level with two slight fluctuations during 51

months. Afterwards, therapy was changed to adefovir + entecavir

which efficaciously suppressed viral replication for 45 months.

However, entecavir- and multidrug-resistant mutants persistently

existed (Fig. 1). Phenotypic analysis showed that the multidrug-re-

sistant mutants exhibited decreased natural replication capacity but

increased replication competence under doublet drug pressure com-

pared to the wild-type. Inhibitory effect of antivirals on MDR-1,

MDR-2, and MDR-3 were increasing in the order of adefovir +

lamivudine (84.6, 46.9, 51.4%), adefovir + entecavir (83.4, 62.1,

66.9%), tenofovir (96.5, 90.3, 76.0%), tenofovir + lamivudine (96.9,

88.6, 86.8%), and tenofovir + entecavir (97.0, 90.4, 88.9%) in

general.

Conclusion: Development of multidrug-resistant HBV mutants lar-

gely relys on coordinated roles of viral replication capacity and drug

susceptibility. Tenofovir + entecavir had a strongest inhibitory effect

for the multidrug-resistant mutants, suggesting that the drug combi-

nation is a preferential therapy for multidrug-refractory patients.

PP1070

The clinical efficacy analysis of the entecavir and entecavir plus
thymosin/interferon for patients with hepatitis B cirrhosis

Quan Haiyan1, Lin Meihua1, Zhang Hongling1, Sui Hongting1, Qu
Baoju1, Piao Hongxin1

1Affiliated Hospital of Yanbian University, Yanji, Jilin

Background: Hepatitis B Cirrhosis is a kinde of the common and

serious disease. In this study we observed the clinical effect of
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entecavir combined with Thymosin/Interferon in the treatment of

patients with hepatitis B virus-related compensated cirrohosis.

Methods: We collected 100 hepatitis B patients with cirrohosis in our

hospital. This patients randomly, equally divied into single group with

55 patients and combine group with 45 patients. The single group

were given the entecavir 500 mg/day and the combine group were

given the entecavir (500 mg/day) plus thymosin (3.2 mg/week)/in-

terferon (180 lg/week). After treatment, we compared the two groups

in 0, 26, 52, 78 weeks of liver function, hepatic fibrosis, HBV DNA.

Result: In single group, the 0, 26, 52 and 78 weeks the serum ALT

levels were 107 ± 113.4, 30.33 ± 11.4, 29.13 ± 13.4, 26.04 ± 11.9

IU/L. And combine group ALT levels were 82.52 ± 65.9, 30.45 ±

11.7, 31.47 ± 11.7, 26.62 ± 10.9, 23.47 ± 11.1 IU/L, respectively. In

single group, the differences in comparing with indicators before (0

weeks) and after treatment (26, 52, 78 weeks) with entecavir were

statistically significant (p \ 0.05), this results were likely to in

combine group. But there was no statistically significant between the

two groups every six months. TBIL and ALB levels had no siatisti-

cally significant (p[0.05). But combine group improved TBIL level,

when compared to the single group. Between two groups, fibro-scan

values in 52 weeks, 78 weeks were statistically significant (p\0.05),

when compared with 0 week. After 78 weeks treatment, the amount of

HBV DNA in the 17 patients of the single group and 31 patients of the

combined group were lower than the detection line, combined groups

HBV DNA values were better than single groups.

Conclusion: Entecavir plus thymosin/interferon can effectively

reduced the HBV DNA replication and improved the hepatic fibrosis,

and confers benefficial effects on hepatitis B cirrhosis.

PP1071

Extending duration is essential for tenofovir-based antiviral
for the patients with history of multidrug resistant HBV infection

Yi Zhou1, Yan Liu1, Rongjuan Chen1, Zhihui Xu1, Le Li1, Peng
Rui1, Min Liu2, Dongping Xu1

1Research Center for Clinical and Translational Medicine, Beijing

302 Hospital, Beijing; 2Department of Infectious Diseases, the First

Affiliated Hospital of Xi’An Jiaotong University, Xi’an

Background: Multidrug-resistant hepatitis B virus (HBV) stain har-

bors mutations resistant to both nucleoside and nucleotide analogues

in the same viral genome. This study aimed to dynamically analyze

HBV resistant mutation features in viral polymerase/reverse tran-

scriptase (RT) gene of multidrug-resistant HBV-infected patients

before and after tenofovir (TDF)-based rescue therapy.

Methods: Dynamic serum was collected from multidrug-resistant

HBV-infected patients. HBV DNA was extracted and the RT gene

was amplified using nested PCR assay. Drug-resistant mutations were

analyzed by PCR direct sequencing combination with cloning

sequencing.

Result: (1) Multidrug-resistant HBV mutants were detected in three

patients after nucleoside/nucleotide sequential therapy. The muta-

tional patterns were rtL80I/L + L180 M/L + A181 V/V + T184I/T +

S202G/S + M204 V/I for patient 1, rtL180 M + A181 V + M204I/V

for patient 2, and rtL180 M + M204 V + N236T for patient 3,

respectively. Both virologic and biochemical breakthrough occurred

in three patients. (2) These patients didn’t achieve complete virologic

response after ADV plus ETV combination therapy 27 months, 9

months and 13 months, respectively. HBV DNA level fluctuated

within 3.0–5.0 log10 IU/ml and ALT level fluctuated within 20–50

U/L. (3) Patient 1 received TDF subsequent therapy for six months

and didn’t achieve clinical complete virologic response. The clone

analysis showed that all viruses were wild-type HBV strain and

multidrug-resistant HBV strains were not detected. Patients 2

received subsequent TDF monotherapy for 12 months and achieved

clinical complete virologic response (\40 IU/ml). However, in the

cloning analysis using nested PCR assay (lower detection limit is

around 5 IU/ml), viral RT gene could still be amplified and ETV-

resistant HBV strains were dominant in virus pool. Patients 3 received

subsequent TDF plus ETV combination therapy and HBV DNA

declined to undetectable level (\40 IU/ml). Similarly, viral RT gene

could still be amplify in cloning analysis and wild-type HBV strain

was dominant in concomitance with a small proportion of LAM-

resistant HBV strain in viral pool, which could be continuously

tracked in 42 months after TDF plus ETV therapy.

Conclusion: TDF or TDF plus ETV combination rescue therapy are

efficacious for rescue therapy for patients with multidrug-resistant

HBV who have inadequate response to ETV and ADV combination

rescue therapy beforehand. However, very low titer of HBV may

persist for long time after engagement of TDF-based therapy. Thus,

extending duration of TDF-based rescue antiviral therapy is essential

for the patients who have history of multidrug resistant HBV

infection.

PP1072

The Clinical Features and Therapy of 45 Fulminate Hepatitis B
patients

Li Hai1

1Department of Hepatopancreatobiliary and Splenic Medicine,

Affiliated Hospital of Logistical College of Chinese People’s Armed

Police Force, Tianjin

Background: Study the clinical features of fulminate hepatitis B

patients. Discuss the outcome factors involving different lab tests and

therapy methods.

Methods: 45 admitted fulminate hepatitis B patients were enrolled in

this study. And 30 admitted acute hepatitis B patients were enrolled as

control group during the same period. Accorded to the outcome of the

patients, study group was divided into death group and resolved group

respectively. Analyzed the viral load, immunology lab reports, serum

chemical reports of three group patients. Compare the blood perfusion

therapy method and glucocorticoid strategy in two group of fulminate

hepatitis B patients.
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Result: The HBV-DNA positive rates were 100, 61.9,13.33% in

death group, resolved group, and control group respectively. While

HBV sAg positive rate 33.33, 42.85, 76.67% in death group, resolved

group, and control group respectively. And prolonged PT was 81.86 s

in death group, which is longer than resolved group (31.95 s) and

control group (11.70 s). AFP value was 6.38 ng/ml in death group,

which is much lower than resolved group (409.16 ng/ml). It is also

found that glucocorticoid strategy rate is higher in resolved group

(61.90%) than death group (29.17%).

Conclusion: Virus replication and sAg disappear are main factors

inducing fulminate hepatitis B. PT and AFP are well outcome indi-

cators for fulminate hepatitis B patients. And glucocorticoid strategy

maybe benefit fulminate hepatitis B patients resolve.

PP1073

Serum hepatitis B virus RNA levels as a predictor of HBeAg
seroconversion during treatment with peginterferon alfa-2a
in hepatitis B e antigen-positive patients

Wen Jia1, Meng Qi Zhu2, Ji Ming Zhang3

1Jing’an Division of Huashan Hospital, Shanghai; 2Huashan Hospital,

Fudan University, Shanghai; 3Huashan Hospital, Shanghai

Background: Hepatitis B e antigen (HBeAg) seroconversion repre-

sents an endpoint of treatment of chronic hepatitis B virus (HBV)

infections. We have studied whether levels of serum HBV RNA

during peginterferon alfa-2a treatment might be helpful for predicting

HBeAg seroconversion.

Methods: HBeAg-positive chronic hepatitis B (CHB) patients (n =

61) treated with peginterferon alfa-2a alone or in combination with

Adefovir (10 mg/day) for 48 weeks were included in this retrospec-

tive analysis. Response was defined as HBeAg seroconversion at 24

weeks posttreatment. Receiver operating characteristic analyses were

used to identify baseline and on-treatment HBsAg levels associated

with response.

Result: 22 of 61 (36.1%) patients achieved a response. Baseline HBV

RNA levels were lower in responders than in nonresponders (4.55 ±

1.19 and 5.90 ± 1.13 copies/mL, respectively, p = 0.001). Baseline

HBV RNA cut off level (200,000 copies/mL) provided a positive

predictive value (PPV) of 56.0% and a negative predictive value

(NPV) of 77.8%. HBV RNA level (3000 copies/mL) at week 12

provide a PPV of 75.0% and a NPV of 82.8%. Moreover, HBeAg

seroconversion rates at 24 weeks posttreatment were significantly

higher in patients with HBV RNA\ 200,000 copies/mL at baseline

and HBV RNA\3000 copies/mL at week 12 (92.9%) versus others

(12.5%) (All p\ 0.05).

Conclusion: Serum HBV RNA levels may serve as a novel tool for

prediction of HBeAg seroconversion during therapy with peginter-

feron alfa-2a in HBeAg-positive CHB patients.

PP1074

Clinic study of the method of invigorating the kidney
and detoxification on the immune resistance in chronic HBV
carriers

Deti Peng1, Yufeng Xing2, Chunshan Wei2, Guangdong Tong2,
Jingsong He2, Daqiao Zhou2

1Fourth Clinical College of Guangzhou Chinese Medicine University,

Guangzhou; 2Shenzhen Hospital of Traditional Chinese Medicine,

Shenzhen

Background: China is a high-risk prevalent region of HBV, and most

are HBV carriers, this article is to observe the clinic influence of

invigorating the kidney and detoxification prescription on serum

HBV-DNA, HBsAg and HBeAg quantitative and immune factors in

chronic HBV carriers

Methods: 75 patients who were conformed to intervention criteria of

traditional Chinese medicine of the chronic HBV carriers were
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divided randomly into treatment group and control group by radio of

2:1, 50 patients in treatment group were treated with Invigorating the

Kidney and Detoxification prescription, while the control group use a

placebo, both groups were treated for 48 weeks. The changes of HBV

DNA level, HBV serologic markers and immune factors were

detected before and after the treatment

Result: Compared with the control group, the HBV-DNA level,

HBsAg and HBeAg quantitative were significant decline (p\ 0.05),

while the levels of IFN-c, IL-2 were obviously increased and the

levels of IL-4, IL-10 were obviously declined (p\ 0.05).

Conclusion: Invigorating the Kidney and Detoxification prescription

could inhibit the HBV-DNA replication and reduce HBV serologic

markers in chronic HBV carriers and improve the demic immune

function

PP1075

Influences of warming kidney prescription on antivirally
therapeutic efficacy and creatine kinase in telbivudine-treated
patients with HBeAg-positive chronic hepatitis B

Xiao-Yu Hu1, Yang Zhang1, Fang Yang1, Sen Zhong1

1Affiliated Hospital of Chengdu University of Traditional Chinese

Medicine, Chengdu

Background: Chronic hepatitis B (CHB) is one of the common

chronic infectious diseases in China, which seriously endangers

people’s health. Antiviral therapy, the main target of the treatment of

CHB, can improve liver function, reduce or prevent liver cirrhosis and

hepatocellular carcinoma. However, the HBeAg seroconversion rate

for antiviral drugs listed is poor. This study aimed to determine the

effects of warming kidney prescription (WKP) on antivirally thera-

peutic efficacy and creatine kinase in telbivudine-treated patients with

HBeAg-positive CHB.

Methods: HBeAg-positive CHB patients were prospectively enrolled

from a single center. Patients included were aged between 18 and 60

years, had total bilirubin C3 upper limit of normal (ULN), alanine

transaminase (ALT) 2–10 ULN, hepatitis B virus (HBV) DNA 105–

109 copies/mL and met the criteria of TCM. Eligible patients were

randomized to receive either telbivudine 600 mg/day (treatment

group) or WKP combined with telbivudine 600 mg/day (control

group) for 52 weeks. The primary endpoint was HBeAg serocon-

version rate at week 52, and secondary endpoints were improvement

in TCM syndrome scores, and reduction in ALT levels and HBV

DNA, and adverse reactions at week 52.

Result: Two hundred and forty eligible subjects were recruited from

367 patients with HBeAg-positive CHB patients: 120 were included

in entecavir group and 120 in the lamivudine group (full analysis set).

Baseline characteristics were not statistically different between

groups. At week 52, treatment group was superior to control group in

improving TCM syndrome score. Compared with control group,

greater biochemical (69.17 vs 90%, P \ 0.05) and virological

response (63.33 vs 80.83%, P\0.05), higher HBeAg seroconversion

rate (24.17 vs 39.17%, P \ 0.05) and lower incidence of elevated

creatine kinase (33.33 vs 10.83%, P\0.05) were found in treatment

group. Intriguingly, there were 3 primary nonresponse patients in

control group (P [ 0.05). At week 52, 7 patients with virological

breakthrough was found in treatment group and 22 patients in control

group (P\ 0.05).

Conclusion: Warming kidney prescription can increase the antivirally

therapeutic efficacy, reduce the resistance rate and decrease the ratio

of creatine kinase elevations in telbivudine-treated HbeAg-positive

CHB patients with deficiency of kidney yang syndrome.

PP1076

Correlation between Treg/Th17 cell ratio change and HBeAg
seroconversion with telbivudine in HBeAg-positive chronic
hepatitis B patients

Chengwei Li1, Yan Na2, Jiajia Chen2, Yan Li2, Hua Xia2, Yu
Zhao2, Ling Jia2, Xianzhi Lou2

1The Affiliated Central Hospital of Shenyang Medical College,

Shenyang; 2The Affiliated Central Hospital of Shenyang Medical

College, Shenyang

Background: Hepatitis B virus (HBV) infection has a complex

pathogenesis and becomes chronic mainly due to an immunoregula-

tory disorder. As newly described subgroups of CD4 + lymphocytes,

T-regulatory cells (Treg), and T-helper cell 17 (Th17) can inhibit and

promote inflammation, respectively. This study conducted in HBeAg-

positive CHB patients evaluated the correlation between Treg/Th17

cell ratio change and HBeAg seroconversion in telbivudine (LdT)-

treated patients, and its clinical and prognostic significance.

Methods: 34 patients with chronic hepatitis B (CHB) were enrolled

(Department of Affiliated Central Hospital of Shenyang Medical

College; October’11–October’13), 19 males, 15 females, mean age

41.7 ± 10.2 years. Patients conformed to the ‘‘Guidelines on the

prevention and treatment of chronic hepatitis B (2010)’’. Inclusion

criteria were: HBV DNA C 5 log (copies/mL), HBeAg-positive,

alanine aminotransferase (ALT) level C29 ULN, and no treatment

with antivirals or immunoregulators within half a year. LdT 600 mg/

qd/po was administered. 20 control subjects (10 males/10 females,

human immunodeficiency virus, HBV, and hepatitis C virus nega-

tive). Exclusion criteria included: ever treated with nucleos(t)ides,

liver cirrhosis, concomitant hepatopathy of other causes, and con-

comitant serious diseases. At baseline and weeks 4, 12, 24, 36, 48,

peripheral venous blood was drawn to measure HBV serum marker,

HBV DNA level, ALT, and proportions of Treg (Foxp3* + T cells)

and Th17 (IL-17 + T cells) [*Foxp3 is a transcription factor

responsible for differentiation of regulatory T-cells].

Result: After 12 weeks of LdT, the Treg/Th17 cell ratio was sig-

nificantly different between 10 patients with HBeAg seroconversion

and 24 patients without HBeAg seroconversion. After 4 weeks of

LdT, Treg/Th17 cell ratio began to drop. After 12 weeks of LdT, the

Treg/Th17 ratio became minimal, and was significantly correlated to

HBeAg seroconversion time.

Conclusion: Compared to healthy controls, LdT treatment leads to

the decrease of Treg/Th17 cell ratio in HBeAg-positive CHB patients

at each treatment point. This was due mainly to a significantly higher

proportion of Th17 cells in CHB patients after treatment. Our findings

suggest that the Treg/Th17 cell ratio during LdT treatment was cor-

related with HBeAg seroconversion. At 12-weeks, the Treg/Th17 cell

ratio of patients with HBeAg seroconversion is lower than for patients

without HBeAg seroconversion. The Treg/Th17 cell ratio may be a

predictive factor of HBeAg seroconversion. However, the quantitative

evaluation of such a ratio and its action/intensity on final virus

clearance and immune response should be further evaluated.

PP1077

Clinical characteristics and long-term outcome of chronic
hepatitis B with concurrent hepatitis B surface antigen
and antibody detection

Guosheng Yuan1, Huaping Huang1, Junwei Liu1, Chengguang
Hu1, Yuchen Zhou2, Yuan Li1, Yuanping Zhou1
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1Hepatology Unit, Nanfang Hospital, Southern Medical University,

Guangzhou; 2Department of Hepatobiliary Surgery, Nanfang

Hospital, Southern Medical University, Guangzhou

Background: The concurrent detection of hepatitis B surface antigen

(HBsAg) and anti-HBs antibodies (HBsAb) is a special serological

pattern in chronic hepatitis B (CHB) patients, its clinical features and

long-term outcome remain largely unknown. This study was designed

to characterize such serological profiles and to assess the long-term

outcome according to different previous therapy strategies.

Methods: A retrospective analysis of 363 CHB patients (mean age34

years; 270 males; 65 with cirrhosis) with concurrent HBsAg and

HBsAb detected by Abbott i2000 instrument was performed at

Nanfang Hospital, Southern Medical University during 2002–2013.

We evaluated baseline clinical characteristics, incidence rate of

HBsAg seroclearance and hepatocellular carcinoma (HCC) based on

data at the time of concurrent HBsAg and HBsAb detection.

Result: Subjects positive for concurrent HBsAg/HBsAb were divided

into antiviral treatment-naive group (also defined as spontaneous

group, n = 142), interferon group (IFN, n = 96), nucleoside ana-

logues group (NAs, n = 68) and IFN + NAs group (n = 57)

according to their therapy strategies at the time of concurrent HBsAg

and HBsAb detection. During an average follow-up of 3.9 years, 79

patients (21.76%) achieved HBsAg seroclearance. The IFN group

and IFN + NAs group have higher HBsAg clearance rate (30.21 vs.

35.09%) compared to NAs group and treatment-naive group (13.24

vs. 14.08%). Female gender (HR 3.292; 95% CI 2.105–5.147), ALT

[ 40 IU/L (HR 2.287; 95% CI 1.330–3.932) and negative HBeAg

(HR 4.221; 95% CI 2.228–7.995) at the time of concurrent HBsAg

and HBsAb detection were independently associated with HBsAg

seroclearance. In addition, 27 patients (7.44%) developed into HCC.

Age C 50 years [hazard ratio (HR) 12.743; 95% confidence interval

(CI) 4.605–35.263], Male gender (HR 8.531; 95% CI 1.022–71.207),

ALT [ 40 IU/L (HR 10.402; 95% CI 3.384–31.973), AFP (HR

1.047; 95% CI 1.025–1.069 and 0.55%) and Liver cirrhosis [hazard

ratio (HR) 7.420; 95% confidence interval (CI) 2.432–22.635] at the

time ofconcurrent HBsAg and HBsAb detection were independently

associated with HCC.

Conclusion: Patients concurrently positive for HBsAg/HBsAb were

more common in IFN and IFN + NAs treated cases, and these two

groups of patients also exhibited higher HBsAg seroclearance rate

during long-term follow up. Remarkably, HCC surveillance should be

considered for cirrhotic patients, non-cirrhotic male patients over age

50 and patients with high level of AFP or ALT [This study was

supported by the grant from the Chinese foundation for hepatitis

prevention and control (XJS20120601)].

PP1078

Preventing from mother to child transmission of hepatitis B virus
infection

Huiyuan Liu1, Yaping Wang1, Zhan Yang1, Jin Li2, Keng Chen1,
Yuming Shi1, Ruosu Ying1, Min Xu1

1Liver Disease Department, Guangzhou; 2Obstetrics and Gynecology

Department, Guangzhou

Background: To investigate the effect of preventing transmission

from mother to child of hepatitis B virus (HBV) infection.

Methods: The object of the study is pregnancy women of HBV

infection who visited in the Outpatient Department of the 8th People’s

Hospital of Guangzhou during January 1, 2011 to December 30, 2014.

After the regular follow-up and health education, adviced the preg-

nancy women with the antiviral indications to the take drugs in

pregnancy safety class B (telbivudine or tenofovir) or lamivudine.

The hepatitis B vaccine 10 ug (0–1–6 month) and hepatitis B

immunoglobulin 100–200 IU were given to the newborns after birth

for primary and passive immunity. To assess the effect of blocking

transmission from mother to child on detection of HBV markers in

infants after July months of age.

Result: Among 139 cases of HBV infected pregnancy women whose

ages were 18–40 years old, average 27.88 years old; 95 cases

(68.35%) was HBeAg positive. 35% cases was abnormal liver func-

tion; 11 cases with HBV DNA Load\100 IU/ml, 19 cases with HBV

DNA Load was 102–104IU/ml, 13 cases HBV DNA Load was 104–

106IU/ml, 84 cases (60.43%) HBV DNA Load [ 106 IU/ml. 52

patients receiving antiviral treatment, including 16 patients with

lamivudine, 35 patients with telbivudine, and 1 patient with tenofovir;

5 infants were HBsAg positive, 134 HBsAg negative cases, the suc-

cess rate of blocking is 96.40%. 5 patients of HBV transmission from

mother to child, whose HBV DNA quantitatives were[107IU/ml, did

not receive antiviral therapy, including 4 cases of artificial feeding.

Conclusion: Among 139 pregnancy women with HBV infected,

HBeAg positive was 68.35%, HBV DNA quantitative [106 IU/ml

was 60.43%, 52 patients received antiviral treatment (37.41%), and

the success rate of preventing transmission from mother to child

reached 96.40%. The pregnancy women with HBV DNA high load

are recommended to have antiviral treatment to reduce the risk of

HBV transmission from mother to child.

PP1079

Virological and serological outcome of chronic hepatitis B
patients with a partial virological response to entecavir

Yang fang Ji1, Wu Yuan Kai 1, Chong yu Tian1, Peng Liang1

1Department of Infectious Diseases, the Third Affiliated Hospital of

Sun-Yat-Sen University, GuangZhou

Background: The long-term virological and serological outcome of

chronic hepatitis B (CHB) patients with a partial virological response

(PVR) to entecavir (ETV) has not been thoroughly investigated. The

aim of this study was to investigate the long-term efficacy of pro-

longed ETV monotherapy in treatment-naive CHB patients exhibiting

a PVR to ETV.

Methods: 222 Nucloes(t)ide analogue-naive CHB patients treated

with ETV for C48 weeks were enrolled retrospectively. PVR was

defined as a reduction of serum HBV DNA[ 1log (10) IU/mL from

baseline but still detectable at 24 week in an adherent patient.

Result: A total of 222 patients were analyzed. 50 patients (22.5%,

50/222) showed a PVR and 172 patients (77.5%, 172/222) showed a

virological response (VR) defined as HBV DNA \ 100 IU/mL at

week 24. The baseline characteristics of the study patients are sum-

marized in Table 1. The PVR patients had a higher serum level of

HBV DNA at baseline (P \ 0.001) and were more often HBeAg-

positive (P\0.001) when compared with the VR patients. Univariate

analysis identified serum level of HBV DNA at baseline, HBeAg

positivity and serum level of AST at baseline as significantly asso-

ciated with PVR (Table 2). In a multivariate analysis [P, odds ratio

(OR), 95% confidence interval (CI)], the independent predictors of

PVR were higher serum level of HBV DNA at baseline [P\ 0.001,

2.619, (1.649–4.160)]and HBeAg positivity [P = 0.02, 2.652

(1.163–6.049)] (Table 2). Among the PVR patients, 36.0% (18/50)

achieved VR at week 48; 71.1% (32/50) achieved VR at week 72 for

5 patients switched the continuous ETV monotherapy; 97.5% (39/40)

achieved VR at week 96 for another 5 patients switched the

monotherapy. The cumulative rate of HBeAg seroconversion was

significantly higher in the patients with VR (31.8%, 27/85) than in the

patients with PVR (15%, 6/40) (P = 0.007).
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Conclusion: Prolonged ETV monotherapy can achieve excellent VR

but lower HBeAg seroconversion rate in treatment-naive CHB

patients with a PVR to entecavir. Continuation of ETV monotherapy

seems to be recommended to these patients.

PP1080

Biochemical response according to new upper limit of normal
ALT level in CHB patients treated with nucleos(t)ides

Jeong Han Kim1,2, Won Hyeok Choe1, So Young Kwon1

1Konkuk University School of Medicine, Seoul, South Korea; 2Seoul,

South Korea

Background: Oral antiviral agents have been main therapy for

chronic hepatitis B (CHB) patients. Recently, AASLD guideline was

announced and new upper limit of normal (ULN) ALT level (\19

U/L for females and \30 U/L for males) was suggested. We inves-

tigated biochemical response (BR) rate according to this ULN level.

Methods: This is a retrospective study of treatment naive CHB

patients who had been treated with oral antiviral agents more than 3

years in Konkuk university hospital. BR rate according to old ULN of

ALT (\40 U/L) and new BR (NBR) rate according to new ULN of

ALT were calculated.

Result: Total 364 patients were included in this study. Mean age was 49

years old and 233 patients were male (64.0%). HBeAg positive patients

were 214 (58.8%). Used agents were lamivudine (n = 52, 14.3%),

entecavir (n = 274, 75.3%), tenofovir (n = 36, 9.9%) and telbivudine (n

= 2, 0.5%). Mean treatment duration was 60 months.

Virological response (undetectable HBV DNA) was achieved 59.3%

at 6 months, 80.8% at 12 months, 88.5% at 24 months and 92.6% at

36 months. BR was achieved 75.0, 81.0, 84.1 and 87.6% at 6 months,

12 months, 24 months and 36 months each. NBR was achieved

35.7%, 45.6, 50.5 an 53.6% at each time points. Difference in BR and

NBR of each subgroup (gender, HBeAg, drug and liver disease state)

were analyzed and only gender subgroup showed statistical signifi-

cance (P \ 0.001). However, this may be due to the discrepancy in

normal range on AASLD guideline. BR and NBR according to fatty

liver, which is a factor that is likely to influence on ALT level, were

also analyzed. However, it was not statistically significant (P =

0.027).

Conclusion: Less than half of the patients could achieve NBR.

Reconsidering of treatment strategy according to new ULN of ALT

level is warranted. Prognosis of CHB patients according to ALT level

and necessity of hepatotonics use have to be investigated.

PP1081

Correlation between HBeAg and HBeAb in HBeAg-positive
chronic hepatitis B patients in an exploratory study of the new
peginterferon alfa-2b pegberon combined with GM-CSF

Fengqin Hou1, Guozhong Gong2, Qianguo Mao3, Mingxiang
Zhang4, Jia Shang5, Yongping Chen6, Ying Han7, Qin Ning8,
Chen Pan9, Qing Xie10, Jinlin Hou11, Hao Wang12, Guiqiang
Wang1

1Department of Infectious Diseases, Center for Liver Diseases,

Peking University First Hospital, Beijing; 2The Second Xiangya

Hospital of Central South University, Changsha; 3Xiamen Hospital of

T.C.M, Xiamen; 4The Sixth People’s Hospital of Shenyang,

Shenyang; 5Henan Provincial People’s Hospital, Zhengzhou; 6The

First Affiliated Hospital of Wenzhou Medical College, Wenzhou;
7Xijing Hospital, Xi’an; 8Tongji Hospital, Tongji Medical College,

Huazhong University of Science and Technology, Wuhan;
9Mengchao Hepatobiliary Hospital of Fujian Medical University,

Fuzhou; 10Rui Jin Hospital, Shanghai; 11Nanfang Hospital, Southern

Medical University, Guangzhou; 12Peking University People’s

Hospital, Peking University Hepatology Institute, Beijing

Background: Pegberon is a new and effective peginterferon alfa-2b

for chronic hepatitis B (CHB) treatment. Better efficacy is urgently

needed. Granulocyte–macrophage colony-stimulating factor (GM–

CSF) is known to be an immunomodulatory cytokine. This explora-

tory study evaluated HBeAg seroconversion in HBeAg-positive

patients receiving combination of Pegberon and GM–CSF. Further-

more, the correlation between HBeAg and HBeAb was assessed to

facilitate further strategies for developing a cure for CHB.

Methods: In this multi-centre, active-controlled, open-label study,

110 HBeAg–positive CHB patients were randomised 1:1 to receive

Pegberon 180 lg/week for 48 weeks, either as monotherapy (N = 56),

or with GM-CSF 100 lg/day added for three days at 13, 17, 21, 25,

29, 33, 37, 41 and 45 week (N = 54). Both groups were followed up

for 24 weeks. The primary endpoint was HBeAg seroconversion at

week 48.

Result: HBeAg seroconversion were comparable in GM-CSF add-on

group and monotherapy group at week 48 (12.5 vs. 16.7%, p =

0.5355) or week 72 (26.8 vs. 35.2%, p = 0.3406). Other secondary

endpoints and safety assessments were similar between the two

groups. In GM-CSF add-on group, HBeAb-positive fraction was

higher than HBeAg-loss fraction at each time point. The fractions of

HBeAb-positive patients who exhibited HBeAg loss at weeks 12, 24,

36, 48, 60 and 72 were 12.5, 36.4, 43.8, 47.4, 75.0 and 76.0%,

respectively, which indicates an increasing trend, whereas the fraction

of HBeAb-positive patients among patients who exhibited HBeAg

loss remained steady at approximately 90%. The similar results can

be obtained in monotherapy group.

Conclusion: The efficacy of GM-CSF add-on therapy is similar to

Pegberon monotherapy. Further large simple size study and the

strategy of GM-CSF add-on treatment should be explored. In this

study, we further confirm the hypothesise we proposed in phase III

study of Pegberon that patients become HBeAb-positive prior to

HBeAg loss, thus increasing the HBeAb level might be effective
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strategy for improving HBeAg seroconversion in HBeAg-positive

CHB patients.

PP1082

High body mass index hinders fibrosis improvement in patients
receiving long-term tenofovir therapy in chronic hepatitis B
with liver cirrhosis

Young Eun Chon1, Seong Kyu Hwang1, Kyu Sung Rim1, Hana
Park1, Sang Hoon Ahn2, Do Young Kim2, Kwang-Hyub Han2,
Jun Yong Park2

1CHA Bundnag Medical Center, CHA University, Seongnam, South

Korea; 2Yonsei University College of Medicine, Seoul, South Korea

Background: Long term suppression of hepatitis B virus with teno-

fovir (TDF) is known to induce fibrosis regression, and repeated liver

stiffness (LS) measurement can indicate the regression of fibrosis. We

aimed to investigate predictors for fibrosis improvement assessed by

LS changes in patients receiving long-term TDF therapy in chronic

hepatitis B (CHB) with liver cirrhosis.

Methods: CHB patients with histologically proven liver cirrhosis who

received TDF as the first-line therapy from 2011 to 2016 were recruited.

LS and controlled attenuation parameter (CAP) measurements were

repeated at baseline and 3 years after therapy. Fibrosis improvement was

defined as a drop of LS value C30% from the baseline.

Result: A total of 119 patients were enrolled (mean age 21.3 and

male 67.2%). After 3 years of TDF therapy, the mean LS value has

significantly improved (from 14.7 to 8.7 kPa, P \ 0.001), and 85

(71.4%) patients have achieved fibrosis improvement. Predictors

associated with improvement of LS were low body mass index (BMI),

HBeAg positivity, and low CAP value at baseline. In multivariate

analysis, low BMI was a single factor independently associated with

fibrosis regression (odds ratio 0.642, 95% CI 0.515–0.800, P \
0.001). Patients with BMI \ 23.5, had a 2.1 times more chance of

achieving fibrosis regression compared to those with BMI C 23.5.

(89.2 vs. 42.2%, P = 0.001)

Conclusion: High BMI was a single significant factor hindering the

fibrosis improvement in patients receiving long-term TDF therapy in

chronic hepatitis B with liver cirrhosis. Life style modification and

BMI reduction should be encouraged to enhance fibrosis

improvement.

PP1083

Comparison of telbivudine and entecavir therapy on nephritic
function in patients with hepatitis B virus-related compensated
cirrhosis

Huajiang Shen1, Zhiwei Wang1, Feng Ding1, Fang Sun1, Yafeng
Yu1, Yida Yang1

1Department of Hepatology, ShaoXing Municipal Hospital, ShaoXing

Background: Compensated cirrhotic patients have high morbid-

ity/mortality rate and treatment options are limited. Most

compensated cirrhotic patients have some degree of underlying renal

insufficiency. Our objective was to evaluate the change of renal

function under telbivudine (LDT) or entecavir (ETV) in compensated

CHB patients.

Methods: A total of 130 patients diagnosed of hepatitis B virus

(HBV) related compensated cirrhosis was randomly divided into LDT

(600 mg/day) treated group or ETV (0.5 mg/day) treated group for

anti-viral therapy. The clinical outcome, creatinine (CR), eGFR and

the percentage of eGFP[90 ml/min/1.73 m2 patients were evaluated

over two-year treatment.

Result: Though the virology and biochemistry response was similar,

the drug resistance rate was significantly higher by LDT treatment

compared to ETV treatment (16.9 vs 1.5%, P = 0.0006). The mean

value of creatinine decreased compared to baseline in LDT treated

group (0.81 vs 0.94 mg/dayl, P = 0.000) while increased in ETV-

treated group (0.95 vs 0.92 mg/dayl, P = 0.065) over two year

treatment. In patients with mild nephritic injury (eGFR2) at the

baseline from both treatment groups, the median value of eGFR

increased by 22.3 ml/min/1.73 m2 in LDT-treated group while

decreased by 3.3 ml/min/1.73 m2 in ETV-treated group (p = 0.000),

the value of eGFR in 88.5% cases (23/26) from LDT-treated group

increased more than 90 ml/min/1.73 m2 while only 34.7% cases (8/

23) from ETV-treated group at two year. No significant differences in

the mean value of eGFR were observed at the baseline (P = 0.717).

Conclusion: In patients with HBV related compensated cirrhosis,

LDT treatment are more effective in protecting nephritic function

while did not contribute to better clinic therapy outcome compared

with ETV treatment.

PP1084

Clinical efficacy of pegylated interferon monotherapy and adding
entecavir to ongoing pegylated interferon therapy in chronic
hepatitis B e antigen-positive patients

Xia chun Guo1,2, Ming ji Yang2, Jia Li2

1Tianjin Medical University, Tianjin; 2Tianjin Second People’s

Hospital, Tianjin

Background: This study aimed to compare the clinical efficacy of

pegylated interferon (Peg IFN) initial monotherapy for 48 and 24

weeks of Peg-IFN monotherapy, adding entecavir (ETV) to ongoing

peg-IFN therapy from 24 to 48 weeks in chronic hepatitis B e antigen

(HBeAg)-positive patients. This study also aimed to examine the

evaluation indices of safe discontinuation of ETV in the combination

therapy.

Methods: This clinical study was performed by using a retrospective

method in a real world. The patients who underwent peg-IFN

monotherapy for 48 weeks were classified under the Peg-IFN

monotherapy group. The patients who did not achieve HBV DNA B

2000 IU/ml after 24 weeks of Peg-IFN monotherapy, adding ETV to
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ongoing peg-IFN therapy from 24 to 48 weeks were classified under

ETV add-on group. A matched pair from each treatment group was

created at a 1:1 ratio to compare the efficacy. A total of 14 individuals

were included in each group after the matched pairing was performed.

We also analysed the indices of safe stopping ETV in 10 patients who

underwent combination therapy and continued peg-IFN monotherapy

after ETV cessation.

Result: The HBeAg and hepatitis B surface antigen (HBsAg) levels

of the Peg-IFN monotherapy group significantly decreased from week

0 to 24 (1.18 lgCOI and 0.33 lgIU/ml) and slowly declined from week

24 to 48 (0.13 lgCOI and 0.04 lgIU/ml). The HBeAg and HBsAg

levels of the ETV add-on group slowly declined from week 0–24

(0.50 lgCOI and 0.02 lgIU/ml) but rapidly reduced from week 24–48

(1.09 lgCOI and 0.32 lgIU/ml). Although HBV DNA-negative find-

ings (\20 IU/ml; 85.7 vs. 64.3%, P = 0.385) and HBeAg

seroconversion levels (21.4 vs. 7.1%, P = 0.596) at week 48 were not

statistically significant, these levels were higher in the ETV add-on

group than in the Peg-IFN monotherapy group. All of the patents were

HBV DNA-negative before HBeAg seroconversion was observed.

HBV DNA-negative and HBeAg seroconversion were detected before

ETV discontinuation in the patients who could continuously sustain

an immune response after ETV discontinuation in the combination

therapy.

Conclusion: We should evaluate the curative effect of Peg-IFN

monotherapy on HBeAg-positive patients. ETV could be added

timely to improve treatment efficacy when HBV markers slightly

changed into a relative plateau. HBeAg seroconversion could be

easily implemented after HBV DNA became negative. ETV could be

safely discontinued when HBV DNA-negative and HBeAg serocon-

version were observed.

PP1085

Regression of cirrhosis during treatment with entecavir adding
glycyrrhizin for chronic hepatitis B patients

Qi Xun1, Li xin Yan1, Huang yu Xian1, Chen Liang1

1Department of Hepatitis Disease, Shanghai Public Health Clinical

Center, Shanghai

Background: Cirrhosis was a worldwide health problem, which

developed the hepatocellular carcinoma, liver failure and liver-related

mortality. Recently, some studies reported that cirrhosis can be

blocked and recurred by HBV suppression after long-term nucleos(-

t)ide analogues (NUC) therapy. However, a proportional of patients

with undetectable HBVDNA level had liver inflammation persis-

tently, which resulted the progress of fibrosis. Glycyrrhizin was

reported to inhibit the liver inflammation efficiently. Therefore, we

aimed to elevate the regression of cirrhosis by entecavir adding gly-

cyrrhizin therapy.

Methods: This retrospective study included 100 advanced fibrosis or

cirrhosis patients. 50 patients were administrated with entecavir

monotherapy or entecavir adding glycyrrhizin therapy, respectively.

The value of liver stiffness was measured by FibroScan every 12

weeks.

Result: After 48 weeks treatment, compared to entecavir monother-

apy, the combination therapy of entacavir adding glycyrrhizin was

significantly associated with a decreased the median value of liver

stiffness in the advanced fibrosis or cirrhosis patients (4.3 vs. 2.3 Kpa,

P = 0.004). Furthermore, there is significantly difference in reverse

rate between two groups (48 vs 60%, P = 0.036). A multivariate

logistic regression showed that the combination therapy was the

regression of the most significant factor for the prediction of cirrhosis

(OR 2.354, P = 0.012).

Conclusion: Entacavir adding glycyrrhizin therapy is the efficient

method to rescue the cirrhosis caused by HBV.

PP1086

Lettuce extraction inhibit HBV replication and HBsAg secretion
via reducing intracellular reactive oxygen species

Xiao-xian Cui1,2, Xiao Yang3, Xing-yu Rong1, Hui-jing Wang1,
You-hua Xie1,2, Dan-feng Huang3, Chao Zhao1

1Key Lab of Medical Molecular Virology, School of Basic Medical

Sciences and National Clinical Research Center for Aging and

Medicine, Huashan Hospital, Fudan University, Shanghai; 2Institutes

of Biomedical Sciences, Shanghai Medical College, Fudan

University, Shanghai; 3School of Agriculture and Biology, Shanghai

Jiao Tong University, and Key Lab of Urban Agriculture (South),

MOA, Shanghai

Background: Hepatitis B virus (HBV) is a major cause of chronic

viral hepatitis B (CHB) and hepatocellular carcinoma. Several anti-

HBV strategies like nucleoside analogues and interferons have shown

acceptable antiviral efficacy in clinic, but there is still an urgent need

for novel anti-HBV agents with the activity against hepatitis B surface

antigen (HBsAg) and cccDNA of HBV for cure. Lettuce (lactuca

sativa L.) is a rich source of bioactive components such as

polyphenols, flavonoids vitamins and many other beneficial phyto-

chemicals. Recently evidences are increasing that these compounds

show strong in vitro activity against cancer, cardiovascular problems,

viral infections, and have strong radical scavenging abilities as well.

The objective of this study was to analyze the effect and constituents

of lettuce associated with organic fertilizer (as glycine) against HBV.

Methods: The effect of extraction taken from lettuce plant against

HBV was analyzed in vitro using the stably expressed HBV cell lines

HepG2 2.2.15 and HepAD38. The enzyme linked immunosorbent

(ELISA) assay was used to measure the secretion of HBeAg and

HBsAg. The cytotoxicity of lettuce extraction was determined by

CCK8 assay. HBV DNA replication was evaluated by southern blot
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and QPCR. RT-QPCR likewise Northern blot was used to analyze the

expression level of HBV pgRNA and total mRNA. Besides, the

intracellular reactive oxygen species level was assessed by SOD assay

and mitochondrial membrane potential was detected using JC-1 dye

by FACS, respectively. And the bioactive compounds in lettuce

against HBV were identified based on gas chromatography-mass

spectrometer and ultra-performance liquid chromatography-ion

mobility spectrometry-quadrupole-time of-flight mass spectrometer.

Result: The extraction of lettuce effectively reduced the secretion of

HBeAg, HBsAg and the inhibition rate was able up to 78% with very

low cytotoxicity, suggesting that it may be used as a strategy for cure.

Results also revealed that replication and transcription of HBV were

suppressed about threefold as compared to control. Lettuce extracts as

a natural antioxidant significantly reduced intracellular reactive

oxygen species (ROS) level induced by HBV and neutralized oxidant-

induced loss of mitochondrial membrane potential. The MS data

suggested that the active components in lettuce against HBV included

glycosylated flavonoids and peptides, which need be verified further.

Conclusion: This study is the first to demonstrate that lettuce

extraction possesses anti-HBV ability and could be used as a potential

complementary treatment against HBV infection and CHB with an

additional merit of widely and easily to achieve.

PP1087

Ten-year sustained responses to nucleos(t)ide analogues
in chronic hepatitis B patients: varying with pretreatment HBeAg
status

Feng Liu1, Lei Wang1, Zhi-Ronng Liu2

1The Second Hospital of Shandong University, Jinan; 2Jinan

Infectious Disease Hospital, Shandong University, Jinan

Background: To investigate long-term (up to ten years) durability of

nucleos(t)ide analogues (NA) and related factors for viral relapse in

chronic hepatitis B patients.

Methods: Chronic hepatitis B (CHB) patients who met the following

cessation criteria and discontinued NA treatment were included in the

study from October, 1999 to January 2010. For HBeAg-positive

patients, the total duration C18 months and consolidation after

HBeAg seroconversion C6 months. For HBeAg-negative patients, the

treatment duration C24 months and consolidation C18 months. They

were followed up monthly in the first 3 months, and every 3 months

thereafter. Viral relapse was defined as serum HBV DNA[104copies/

mL twice at least 2 weeks apart.

Result: 138 HBeAg positive and 85 HBeAg negative patients who

met the cessation criteria were consecutively enrolled. The overall

median age was 28 years (4–70), the consolidation was 21 months

(6–91), the treatment duration was 29 months (12–101). The median

follow up period C60 months. The overall cumulative relapse rates

(CRR) within 1, 3, 5 and 10 years was 26.5, 33.9, 39.7 and 42.5%.

CRRs at year 1, 3, 5 and 10 in HBeAg positive group were 18.8, 23.3,

27.8 and 30.5%, while those in HBeAg-negative group were 38.8,

51.3, 59.0 and 61.7%. The former was statistically lower than the later

(log-rank test, P\ 0.001).

In HBeAg positive group, the relapsers had an older age (32 vs. 22

years, P\0.001), higher pretreatment HBV DNA level (7.15 vs. 6.75

log10copies/mL, P = 0.037) and shorter treatment duration (24 vs. 30

m, P = 0.024). Cox regression suggested that age (HR 1.086, P \
0.001), consolidation treatment (HR 0.933, P = 0.002), pretreatment

AST (HR 1.002, P = 0.028) and time to HBeAg conversion (HR

0.938, P = 0.013) were predictors for relapse.

However, in HBeAg-negative group, the relaspers had a longer

time to HBV DNA negativity (3 vs. 2 m, P = 0.016), while the age,

treatment duration, pretreatment HBV DNA were comparable. Cox

regression indicated that age (HR 1.029, P = 0.026) and time to HBV

DNA negativity (HR 1.257, P = 0.001) were predictors for relapse.

Among 87 relaspers, no one developed liver decompensation and no

one developed liver cirrhosis and live cancer whine a median 36

months follow up.

Conclusion: The off-treatment durabilities of NAs do differ in CHB

patients with different pretreatment HBeAg status, which the relapse

rates in HBeAg negative patients are higher. NA withdrawal is gen-

erally safe and feasible in CHB patient in selected patients. Younger

patients and high potency antivirals should be selected to acquire

better durability.

PP1088

Hypophosphataemia during long-term adefovir dipivoxil therapy
in patients with hepatitis B virus infection

Qiu-Xia Liu1, Lei Wang1, Feng Liu1, Qian Ye1

1The Second Hospital of Shandong University, Jinan

Background: Adefovir dipivoxil (ADV), an oral nucleoside analog,

is commonly used for treatment of chronic hepatitis B (CHB) and

associated with a does-related but usually reversible proximal renal

tubular toxicity. This study was designed to assess the cumulative

incidence of hypophophatemia caused by long-term treatment with

ADV and explore the risk factors.

Methods: A total of 252 hepatitis B patients treated with ADV or plus

LAM for at least 1 year were recruited. Serum phosphate level, serum

creatinine and estimated glomerular filtration rate (eGFR) were

assessed. The cumulative incidence of hypophophatemia and poten-

tial risks were retrospectively analyzed.

Result: 24 patients (9.5%) developed hypophophatemia (defined as

serum phosphorus\0.80 mmol/L) during a median treatment duration

of 66.5 months. The cumulative incidences of hypophophatemia at

2–10 years were 0.8, 1.3, 2.4, 4.9, 7.8, 13.6, 17.3, 19.6 and 24.7%,

respectively. The cumulative incidences of hypophophatemia for the

patients with liver cirrhosis (LC) were significantly higher than those

for the patients with CHB (Log-Rank v2 = 7.216, P = 0.007). Cox

regression identified that LC (P = 0.012) and administration with

ADV plus LAM (P = 0.016) were significant predictive risks for

hypophosphatemia.

Conclusion: Hypophosphatemia can occur in patients taking ADV at

a conventional does of 10 mg per day, especially for the patients with

LC or ADV plus LAM. Patients receiving ADV should be regularly

monitored with laboratory tests including serum ALP, creatinine,

S708 Hepatol Int (2017) 11 (Suppl 1):S1–S1093

123



Cysc, phosphorus and evaluation of eGFR to identify hypophos-

phatemia earlier.

PP1089

The improvement of telbivudine on renal function in patients
with chronic hepatitis B: a meta-analysis

Tao Li1, Yun-Dong Qu1, Feng Liu1, Lei Wang1

1The Second Hospital of Shandong University, Jinan

Background: Several studies have confirmed that antiviral therapy

with telbivudine can improve the renal function of patients with

chronic hepatitis B (CHB). We performed a single-arm meta-analysis

to further evaluate the effects of long-term telbivudine therapy on

improvement of renal function in this group of patients.

Methods: We performed a systematic literature search in PubMed,

EMBASE, Web of Science, and CENTRAL on The Cochrane Library

without time and language restrictions. The search strategy used was

‘‘telbivudine AND glomerular filtration rate OR kidney function OR

renal function’’. Statistical analysis was performed by using software

OpenMeta-Analyst.

Result: Eleven individual studies, comprising a total of 1311 patients

were included for our meta-analysis. The pooled changes of estimated

glomerular filtration rate (eGFR) were 8.014 [95% confidence inter-

vals (CI) 4.059–11.969] ml/min/1.73 m2, 7.214 (95% CI

3.369–11.060) ml/min/1.73 m2 and 9.471 (95% CI 2.624-16.318)

ml/min/1.73m2 in total populations, patients without liver transplan-

tation (LT) and patients who had undergone LT, respectively. Factors

related to changes of eGFR were LT or not, study type, CHB or

cirrhosis and NOS score through multivariate meta-regression

analysis.

Conclusion: Long-term telbivudine therapy is associated with sig-

nificant improvement of renal function in CHB patients. The

improvement of eGFR may gradually increase with the extension of

telbivudine therapy.

PP1090

Combination of entecavir and peginterferon a-2a increases loss
of hepatitis B surface antigen in HBeAg-negative chronic hepatitis
B patients

Qi Xun1, Ji yuan Yuan1, Huang yu Xian1, Chen Liang1

1Department of Hepatitis Disease, Shanghai Public Health Clinical

Center, Shanghai

Background: Serum hepatitis B surface antigen (HBsAg) loss is an

ideal endpoint of the therapy, which indicated the cure of hepatitis B

virus (HBV). However, patients chronically infected with HBV rarely

achieve loss of HBsAg with the standard of care. We evaluated

HBsAg loss in HBeAg-negative CHB patients receiving the combi-

nation of enticavir (ETV) and peginterferon a-2a (peginterferon) for a

finite duration in a randomized trial.

Methods: This prospective study included 60 HBeAg-negative CHB

patients who had at least 24 months duration with entecavir therapy.

These patients were randomized into two group, entecavir (Group A)

and entecavir adding peginterferon a-2a (Group B). The value of

HBsAg was measured every 4 weeks.

Result: After 24-week treatment, compared to Group A, Group B was

significantly associated with a reduced HBsAg value in the HBeAg-

negative CHB patients (1.72 vs. 3.32 IU/ml, P \ 0.0001).

Furthermore, there is significantly difference in HBsAg loss rate

between two groups (14 vs 0%, P\ 0.0001). 50% Patients in Group

B, the value of HBsAg is less than 100 IU/ml, were stopped the

therapy. In the end, there was only 1 patient with the viral

breakthrough.

Conclusion: A significantly greater proportion of patients receiving

ETV plus peginterferon for 24 weeks had HBsAg loss than those

receiving ETV alone.

PP1091

The decrease of hepatitis B surface antigen value receiving
nucleos(t)ide analogues in patients with chronic hepatitis B

Qi Xun1,2, Zhang Ji Ming1

1Department of Infectious Diseases, Huashan Hospital, Fudan

University, Shanghai; 2Department of Hepatitis Disease Shanghai

Public Health Clinical Center, Shanghai

Background: Serum hepatitis B surface antigen (HBsAg) loss is an

ideal endpoint of the therapy, which indicated the clearance of hep-

atitis B virus (HBV). However, patients chronically infected with

HBV rarely achieve loss of HBsAg with the standard of care. It is

reported that the patients treated with telbivudine had the higher

likelihood of achieving the rate of HBeAg seroconversion. We aimed

to determine whether the regimen including telbivudine is associated

with the higher response to HBsAg loss.

Methods: This prospective study included 174 CHB patients, these

patient were treated with telbivudine (n = 71) or treated with ente-

cavir (n = 103). The value of HBsAg was measured every 6 months.

Result: After median 3 years treatment, compared to entecavir

therapy, telbivudine therapy was significantly associated with a

reduced HBsAg value in the CHB patients (1.31 vs. 2.67 IU/ml, P =

0.013). However, there is no difference in HBsAg loss rate between

two groups (3 vs 1%, P = 0.342).

Conclusion: Telbivudine had more likelihood to decrease of HBsAg

than entecavir.

PP1092

In vitro metabolism of CRV431, a novel cyclophilin inhibitor
for the treatment of HBV

Robert Thomas Foster1, Daren Raymond Ure1, Daniel Joseph
Trepanier1

1ContraVir Pharmaceuticals Inc., Edmonton, Canada

Background: CRV431 is a non-immunosuppressive cyclosporine

derivative designed to bind cyclophilins but not calcineurin, as

cyclophilins play a major role in the life cycle of many viruses. As it

is known that cyclosporins are extensively metabolized via cyto-

chrome P450, the aim of this study was to investigate the in vitro

metabolism of CRV431 from cytochromes. Further, species differ-

ences were investigated.

Methods: The in vitro metabolism of CRV431 was studied in

microsomes obtained from rat, monkey and human livers. Liver

microsomes were incubated at 37C for 0, 10, 20, 40, and 80 min with

0.1, 1, and 10 lg/mL CRV431 and the metabolite profile assessed

utilizing electrospray ionization liquid chromatography mass spec-

trometry (ESI-LCMS) in positive ion mode. Metabolite identification

and subsequent cytochrome isoenzymes were explored in vitro.
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Result: CRV431 was extensively metabolized through oxidation to

produce various hydroxylated and demethylated species. Metabolite

species identified, as their sodium adducts, included mono-hydroxy-

lated CRV431 (two distinct metabolites, 1342 m/z), di-hydroxylated

CRV431 (1358 m/z), demethylated CRV431 (two distinct metabo-

lites, 1312 m/z), demethylated and hydroxylated CRV431 (two

distinct metabolites, 1328 m/z), di-demethylated and hydroxylated

CRV431 (1314 m/z), and di-demethylated and di-hydroxylated

CRV431 (1316 m/z). The magnitude of metabolism was greatest in

monkey ([95%), followed by human (65%), followed by rat (\5%),

as measured by disappearance of parent drug after 20 min incubation.

Importantly, all metabolites identified in human microsomes were

correspondingly identified in monkey and rat microsomes. Hence,

qualitatively, metabolism was similar across species, whereas there

were quantitative differences.

Conclusion: It is likely that cytochrome P450 isoenzymes play a

major role in the metabolism of CRV431, as the metabolites were

oxidation products. An in vitro study identified the isoenzymes

involved. Results indicate that cytochrome P450 3A4 and 3A5 are the

major enzymes involved. Enzymes 1A2, 2B6, 2C8, 2C9, 2C19, and

2D6 are not involved in the in vitro metabolism of CRV431. Infor-

mation on species-to-species metabolite profiles will be used to

further develop CRV431 pre-clinically and clinically.

PP1093

Analysis of correlation between HBV surface antigen mutation
and virological breakthrough in chronic hepatitis B patients
treated with adefovir dipivoxil

Song Yang1, Xiaomei Wang1, Weini Ou1, Qi Wang1, Shunai Liu1,
Jun Cheng1, Huichun Xing1

1Beijing Ditan Hospital, Capital Medical University, Beijing

Background: To Analysis the prevalence of nucleos(t)ide analogues

resistance related s gene mutations, vaccine escape mutations, and

specific T cell epitopes variants in chronic hepatitis B patients who

underwent adefovir dipivoxil treatment failure and the correlation

between those mutations and clinical manifestations.

Methods: Clincial data and serum samples were collected from

chronic hepatitis B patients who underwent adefovir dipivoxil treat-

ment failure in Beijing Ditan Hospital of Captial Medical University.

PCR product-direct sequencing and pyrosequencing were performed

to get the HBV RT sequence and HBV S sequence. Prevalence of

nucleos(t)ide analogues resistance related s gene mutations, vaccine

escape mutations, and specific T cell epitopes variants were analyzed.

Also correlation between these mutations and HBV genotype, HBV

DNA level, and ALT level were analyzed.

Result: Totally 210 chronic hepatitis B patients were enrolled with

106 patients underwent virologic breakthrough and 104 patients

showed non-response to adefovir dipivoxil treatment. The demo-

graphic characteristics of patients were showed in table 1. The

prevalence of adefovir resistance mutations, nucleos(t)ide analogues

resistance related s gene mutations, vaccine escape mutations, and

specific T cell epitopes variants were showed in table 2. More patients

in virological breakthrough group showed adefovir dipivoxil resis-

tance mutation (P = 0.006). Also more patients in virological

breakthrough group showed HBV specific T cell epitopes variants (P

= 0.0035).

Conclusion: More adefovir dipivoxil treated chronic hepatitis B

patients with virological breakthrough group showed HBV specific T

cell epitopes variants than patients without virological breakthrough,

which indicates HBV specific T cell epitopes variants might be

related to virologic breakthrough during nucleos(t)ide analogues

treatment.

PP1094

Characterization of host, viral, and treatment-related factors
associated with antiviral efficacy of tenofovir alafenamide (TAF)
and tenofovir disporoxil (TDF)

Ed Gane1, Masaki Saito2, Si-Hyun Bae3, Peitro Andreone4, John
Flaherty5, Kyungpil Kim5, Anuj Gaggar5, Mani Subramanian5,
Florin Caruntu6, Florence Wong7, Xiaoli Ma8, Patrick Marcellin9

1New Zealand Liver Transplant Unit, Auckland Clinical Studies,

Auckland, New Zealand; 2Division of Hepatobillary and Pancreatic

Disease, Department of Internal Medicine, Hyogo College of

Medicine, Hyogo, Japan; 3Gastroenterology, Seoul Saint Mary

Hospital, Seoul, South Korea; 4Scienze Mediche e Chirurgiche,

Azienda Ospedaliero-Universitaria di Bologna, Bologna, Italy;
5Gilead Sciences, California, CA, USA; 6Infectious Diseases,

National Institute for Infectious Diseases Matei Bals, Bucuresti,

Romania; 7University Health Network, Toronto, Canada; 8PC,

Toronto, Canada; 9Service d’Hépatologie, Hopital Beaujon,

University of Paris, Paris, France

Background: TAF is a pro-drug of tenofovir that has shown non-

inferiority in Phase 3 studies of patients with chronic hepatitis B

(CHB). The objective of this study was to determine host, viral, and

treatment-related factors associated with HBV DNA persistence after

48 weeks of treatment with TAF or TDF.

Methods: The study included adults with CHB enrolled in two Phase

3 studies of TAF 25 mg QD vs. TDF 300 mg QD (Study GS-US-321-

0108 in HBeAg- and GS-US-321-0110 in HBeAg + subjects). We

examined the associations between host [age, sex, race, BMI, treat-

ment experience to oral antivirals, and baseline (BL) ALT, FibroTest,

and creatinine clearance (CrCl)], viral (HBeAg, BL HBV DNA, HBV
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genotype), and treatment-related (TAF vs. TDF, adherence) factors

with HBV DNA persistence, defined as HBV DNA C 2000 IU/mL

(Roche COBAS Taqman) at Week 48 using logistic regression

analyses.

Result: 1246 of 1301 randomized subjects (96%) had available HBV

DNA at Week 48 and are included. The median age was 39 years,

63% were male, 78% were Asian, 23% were treatment-experienced,

and 67% received TAF. 66% were HBeAg+, median BL HBV DNA

was 7.4 log10 IU/mL, and the majority of HBV genotypes were C

(48%) or D (25%). In total, only 50 patients (4.0%) had HBV DNA

persistence after 48 weeks of treatment (TAF vs. TDF: 4.2 vs. 3.6%;

P = 0.649). Among these 50 patients, 18/35 (51%) in the TAF arm

and 9/15 (60%) in the TDF arm (P = 0.758) had HBV DNA levels

consistently C2000 IU/mL for the entire 48 weeks, while the

remainder had HBV DNA\2000 IU/mL at some point prior to Week

48. Mean adherence was slightly lower in patients with persistent

HBV DNA (98.2 vs. 98.9%; P = 0.020), but no antiviral resistance

was detected. In a multivariate analysis, independent predictors of

HBV DNA persistence after 48 weeks of treatment included HBeAg-

positivity at BL [odds ratio (OR) 4.79; 95% CI 1.05–21.8; P = 0.043],

BL HBV DNA C 8 log10 IU/mL (OR 4.98; 95% CI 2.26–10.99; P\
0.001), HBV genotype D (OR vs. non-D genotypes: 2.60; 95% CI

1.31–5.20; P = 0.007), prior antiviral treatment (OR 1.99; 95% CI

1.01–3.92; P = 0.046), and antiviral adherence (OR per % adherence:

0.78; 95% CI 0.66–0.91; P = 0.002). HBV DNA persistence was

associated with higher CrCl (OR per mL/min: 1.01; 95% CI

1.00–1.02; P = 0.022), but not TAF vs. TDF treatment.

Conclusion: A high proportion of patients achieve HBV DNA sup-

pression to below 2000 IU/mL after 48 weeks of treatment with TAF

or TDF. HBeAg-positivity, high BL viral load, HBV genotype D,

prior antiviral treatment and lower antiviral adherence are indepen-

dent predictors HBV persistence with these therapies. No antiviral

resistance was detected.

PP1095

Hypophosphatemia and hypophosphatemic osteomalacia
in chronic Hepatitis B patients treated with adefovir dipivoxil

Qian Ye1, Yundong QU2, Lei WANG2, Feng Liu2, Qiuxia LIU2

1The Second Hospital of Shandong University, Jinan; 2The Second

Hospital of Shandong University, Jinan

Background: To investigate the clinical features and treatments of

renal hypophosphatemia and hypophosphatemic osteomalacia

induced by adefovir dipivoxil (ADV) in patients with chronic hep-

atitis B.

Methods: A total of 56 patients were enrolled and given individu-

alized treatments.

Result: Fifty-six patients (37 males and 19 females), a median age of

54 (27–71), had been treated for 68.7 (18–116) months with ADV, 25

had cirrhosis before diagnosis, detailed history of antiviral drugs were

shown in Table 1. Osteopenia and osteoporosis occurred in 42

patients, of which 23 complained of bone pain, 19 and other 11 had

evaluated alkalinephosphatase (ALP). 99mTc-HMDP whole-body

bone scintigraphy showed multiple foci of increased radiotracer

uptake in scapula, rib cage, lumbar spine, knees and ankles in 5

patients suffered severe bone pain, however, one of them had normal

bone mineral density. A median serum phosphate level 0.685 mmol

L-1 were noted in 56 patients. Reduction in eGFR, increased crea-

tinine and proteinuria were observed in some patients, no patients had

a renal failure, shown in Table 2. Etiological treatment was based on

patients’ choices, diagnosis (cirrhosis or not), history of resistance and

mutation loci of antiviral drugs, renal function and bone mineral

density, including switching from ADV to ETV or telbivudine (LdT),

adding on LdT with or without dose reduction of ADV, shown in

Table 3. Phosphate was commenced when moderate to severe

hypophosphatemia, complicated with bone pain and/or osteoporosis

were found. Calcium was given when patients achieved normal

phosphate level. Calcitriol was prescribed to patients with osteo-

porosis or osteopenia who suffered bone pain. Twenty-six patients

received calcitriol, of which 17 received phosphate, and calcium

subsequently. Forty-eight patients agreed to be followed up. Serum

phosphate level increased to be normal within 1.25 (0.25–12) months

in all patients except 2 who refused to be treated. There was no

significant difference in patients with or without phosphate supple-

ment. Patients reported that symptoms of bone pain were in remission

within 0.5 (0.25–1.75) months. No improvement was found in the

bone mineral density, nonetheless, a disappearance in isotope uptake

was noted on a repeat whole body bone scintigraphy in five patients,

respectively. All patients had improvements in ALP, uric acid, pro-

teinuria and UACR, however, there was no significant improvements

in eGFR within 6 months (p = 0.101) or 12 months (p = 0.519).

Conclusion: Renal hypophosphatemia and hypophosphatemic

osteomalacia develops in some patients treated with ADV in chronic

hepatitis B, which is reversible by changing to other antivirals and/or

ADV reduction. 99mTc-HMDP whole-body bone scintigraphyis more

effective to diagnose osteomalacia. Monitoring for serum phosphate,

ALP, Creatinine and Cystatin C is prudent during long-term ADV

therapy.
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PP1096

Investigation and risk factors of renal function in patients
with chronic hepatitis B treated by nucleotide antiviral drugs

Yu Xiaoyang1, Zhao shou Song1

1Department of Infectious Diseases, The First Affiliated Hospital of

Bengbu Medical College, Bengbu

Background: To review and analysis of chronic hepatitis B have

taken nucleotide antiviral drugs crowd in chronic hepatitis B patients

with abnormal renal function and the risk factors of abnormal renal

function.

Methods: In November 2013 and 2015, October in our hospital

inpatient treatment and September 2015 December 2015 chronic

hepatitis B patients in clinic were collected. They were divided into

adefovir dipivoxil group (ADV group), lamivudine combined with

adefovir dipivoxil group (ADV/LAM group), entecavir group (ETV

group) and lamivudine group (LAM group). The e-GFR value of the

patients was estimated by using the the modification of dietin renal

disease study (MDRD) equation, then we calculated the rate of

abnormal renal function (e-GFR \ 90 ml/min/1.73 m2), and two

Logistic regression analysis of single factor classification and two

Logistic regression analysis of multiple factors were performed on the

high risk factors.

Result: 216 cases were collected in this study. The overall rate of

abnormal renal function was 19.9% (43/216), and the abnormal rate

of renal function of the four groups were 31, 33.3, 13.2, 13.8%,

respectively, the difference was statistically significant (X2 = 10.613,

P = 0.014), whilepairwise comparison between groups were not

statistically significant (P [ 0.008). The renal dysfunction rate in

ADV group and ADV/LAM group were significantly higher than that

of LAM group and ETV groups, the difference was statistically sig-

nificant (ADV + ADV/LAM vs LAM + ETV X2 = 10.537, P =

0.001). Multivariate binary logistic regression analysis results sug-

gested that adefovir dipivoxil (OR 6.370, P = 0.002) and adefovir

dipivoxil combined with lamivudine (OR 4.945, P = 0.008) and age

(OR 1.060, P = 0.004), diabetes mellitus (OR 4.221, P = 0.012) were

the abnormal renal function of significant risk factors.

Conclusion: Long-term use of nucleotide antiviral treatment of

chronic hepatitis B patients, especially taking adefovir dipivoxil

monotherapy or adefovir dipivoxil combined with lamivudine therapy

in elderly patients, renal function should be monitored closely, in

order to find the early renal insufficiency.

1 Yu XY, Zhao SS. Investigation and risk factors of renal function in

patients with chronic hepatitis B treated by nucleotide antiviral drugs.

Journal of Shanxi Medical University (accepted)

PP1097

Lamivudine switching is associated with high rate of virological
rebound in entecavir-treated chronic hepatitis B patients

Kotchakon Maipang1, Kesinee Yingcharoen1, Supot Nimanong1,
Phunchai Charatcharoenwitthaya1, Watcharasak Chotiyaputta1,
Siwaporn Chainuvati1, Tawesak Tanwandee1

1Department of Medicine, Division of Gastroenterology, Faculty of

Medicine, Siriraj Hospital, Mahidol University, Salaya, Thailand

Background: Current treatment of chronic hepatitis B (CHB)

includes oral nucleos[t]ides analogs which aim to suppress HBV

DNA in order to prevent HBV related complication, Entecavir (ETV)

has been considered to be one of the most potent antiviral agents with

high genetic barrier. However, Entecavir is expensive and not reim-

bursable in some countries such as Thailand where only lamivudine

and tenofovir in lamivudine failure cases are listed for treatment of

chronic hepatitis B. Many entecavir-treated had been switched to

lamivudine. In this study, we aimed to investigate the outcome of

lamivudine switching CHB patients whose HBV DNA were suc-

cessfully suppressed with entecavir at the time of switching compared

with entecavir- or lamivudine-treated CHB.

Methods: We retrospectively review the medical records of CHB

patients at hepatitis clinic, Siriraj hospital from October 1, 2012 to

October 31, 2016. The patients who were switched to lamivudine as

reimbursement policy were compared with CHB patients who had

been treated with entecavir or lamivudine from the beginning.

Baseline HBV DNA, liver biochemistry as well as clinical data were

recorded during regular follow up every 3–6 months. Virological

rebound was defined as detectable HBV DNA form undetectable (\20

IU/mL) at least twice, 3 months apart.

Result: of 178 CHB patients, there are 58 patients on each group,

Lamivudine switching (LS), entecavir-treated group (ET) and lami-

vudine-treated (LT) groups. There were no statistically significant

differences between 3 groups in baseline characteristics including

age, baseline HBV DNA, presence of cirrhosis. The incidence of

virological rebound was significantly higher in LS and LT groups as

compared with ET, 44.6, 36.2 and 0% respectively (P \ 0.01). The

mean duration of entecavir treatment before switching to lamivudine

in LS group was 46.8 months. The mean duration of lamivudine

treatment before virological rebound was 20.6 months in LS group

and 65.0 months in LT group (P = 0.249). All virological break-

throughs were successfully controlled by adding tenofovir.

Conclusion: Switching to lamivudine in the patients who have treated

with entecavir until undectectable HBV DNA was associated with a

high rate of virological breakthrough even in the patient with low

baseline HBV DNA. The rate of virological rebound in lamivudine

switching group were not significantly difference from lamivudine-

treated group.
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Real world experiences of lamivudine for the long term treatment
of chronic hepatitis B in Thailand

Supot Nimanong1, Watcharasak Chotiyaputta1, Siwaporn
Chainuvati1, Phunchai Charatcharoenwitthaya1, Tawesak
Tanwandee1

1MD, Division of Gastroenterology, Department of Medicine, Siriraj

Hospital, Mahidol University, Bangkok, Thailand

Background: Lamivudine (LAM) is the first nucleoside analogue for

the treatment of chronic hepatitis B (CHB). Although LAM is not the

first-line treatment because of its high rate of virological rebound but

LAM is safe, affordable and is widely used in many resource-limited

countries. This study was aimed to determine the incidence of viro-

logical breakthrough in CHB patients who has been treated with LAM

as first-line treatment in clinical practice in Thailand.

Methods: We retrospectively reviewed medical records of CHB

patients who regularly follow at hepatitis clinic, Siriraj Hospital from

January 1, 2005 to December 31, 2015.

Result: There were 547 CHB mono-infection patients who were

eligible for treatment according to treatment guideline and were

prescribed either lamivudine 100 or 150 mg as the first treatment and

continued up to 5 years. Cumulative incidence of lamivudine failure

and factors associated with virological breakthrough were studied. of

547 patients included, 73.7% were men, mean age was 46.8 years,

50.4% were HBeAg positive and mean baseline HBV DNA was 4.8 9

108 IU/ml, 20.3% already had cirrhosis. During a mean follow-up of

32.7 ± 22 months, the cumulative virological breakthrough at 1, 3, 5

years was 7.3, 52.6, and 81.8% respectively. In multivariate analysis,

age C50 years and pretreatment HBeAg positive were identified as

factors significantly associated with virological breakthrough.

Conclusion: Patients with CHB receiving LAM in clinical practice

had high rate of virological breakthrough within 5 years. Using LAM

as the first-line treatment for CHB in resource-limited countries might

be more costly due to more frequent HBV DNA monitoring.

PP1099

The influence of prednisone for patients with HBsAg positive
in liver function

Gong Xing Guang1

1Tang Gui Fang, Guilin

Background: to assess the influence of prednisone for patients with

HBsAg positive in liver function.

Methods: 187 HBsAg positive kidney disease patients, divided into

observation group with prednisone treatment and control group

without prednisone treatment, detect ALT every 1 months, to com-

pare the proportion of ALT [ 2 uln in two groups. In prednisone

group of patients, respectively, comparing the proportion of patients

ALT[2 uln with different time, different doses, prednisone whether

joint LAM,

Result: Followed up for 1 year, the proportion of ALT [ 2 uln in

observed group was 21.23% (31/146 cases) and control group was

7.32% (3/41 cases), which shows no difference, P = 0.041, among the

patients use of prednisone, the proportion of ALT[2 uln in patients

those treated\6 months was 16.00% (4/25 cases), those[ 6 months

was 22.31% (27/121 cases), no difference between them, P = 0.482

proportion of ALT [ 2 uln in patients with small doses prednisone

(\0.5 mg/kg/day) was 19.51% (8/41 cases), those in patients with

large l doses prednisone dose ([0.5 mg/kg/day) was 21.90% (23/105

cases), no difference between them, P = 0.751 proportion of ALT[2

uln in patients Combination of lamivudine, were 10.53% (6/57 cases),

those in patients without lamivudine was 28.09% (25/89 cases), which

shows significant differences, P = 0.011.

Conclusion: The nephropathy patientsof HBsAg positive were fol-

lowed up for 1 year, prednisone treatment could induce ALT

elevations, prednisone treatment time or therapy dose is not the
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influencing factors of ALT, the patients without combination of

lamivudine are more likely to have elevated ALT.

PP1100

The efficacy and safety of tenofovir in late pregnancy to prevent
mother to child transmission of hepatitis B virus

Yi Ding1, Guo-rong Han1, Cui-min Wang1, Hong-Xiu Jiang1

1Department of Gynecology and Obstetrics, The Second Affiliated

Hospital of the Southeast University, Nanjing

Background: To evaluate the efficacy and safety of tenofovir use in

the third trimester in reducing HBV transmission in HBV -infected

women

Methods: (1) HBeAg + mothers between weeks 26–28 of gestation

with HBV-DNA[1.0E +06 IU/mL were eligible for enrollment and

divided into tenofovir group and no tenofovir group. Tenofovir group

to be pregnant for 28–30 weeks will take tenofovir 300 mg/day until

week 4 postpartum. Regularly follow-up of HBeAg and HBV-DNA,

the change of liver function and adverse events. (2) All infants

immediately drew blood for test HBV-M and HBV-DNA after birth

and received active–passive immunization (200 IU of HBIG at 0 and

1 month and hepatitis B vaccine of 10 lg at 0, 1 and 6 month).

Regularly followed up to 7 month, recording the infant’s general

condition (body length, body weight, head circumference), adverse

events, and the result of HBV-M.

Result: (1) 100 Pregnant women enrolled: 50 in tenofovir group and

50 in control group. Maternal baselines about HBV-DNA, HBeAg

ang ALT levels were similar. Prior to delivery, maternal HBV-DNA

levels were (3.59 ± 0.82) log10IU/mL in tenofovir group lower than

in control group (7.24 ± 0.58) log10IU/mL (P = 0.000). At week 28,

0% of the infants from tenofovir treated mothers were HBsAg + and

HBV-DNA + compared with 4.3% in the control group (P = 0.495).

(2) Follow-up to week 28 postpartum, no significant difference

between two groups of mothers during pregnancy, intrapartum and

postpartum associated comorbidities and complications, mode of

delivery. All mothers discontinued tenofovir at week 4 postpartum,

and followed up to week 28 postpartum no case of severe liver

damage occurs. At weeks 4–12 postpartum the two groups all had the

highest rate of liver function abnormalities, abnormal rate range

(17.4–47.5%), the control abnormal rate is higher than tenofovir

group, compared two groups have no significant difference (P [
0.05). However, ALT level was lower in tenofovir group than that in

control group (44.05 ± 17.09 IU/L vs 81.88 ± 124.88 IU/L) at week 4

postpartum, respectively (P = 0.033). (3) Tenofovir group had 1 case

of fetal intrauterine death. No significant difference for each time

period of growth and development indexes (height, weight, head

circumference) were found between both groups. There was no sig-

nificant difference in the adverse event of infants in the two groups.

(4) 2 cases of serious adverse events occur in tenofovir group (1 case

of fetal intrauterine death, 1 case of infant pneumonia), and 1 in

control group (mother’s abnormal liver function at week 4

postpartum).

Conclusion: (1) Tenofovir used in third trimester in HBeAg + highly

viremic mothers can safely reduced perinatal HBV transmission. (2)

Tenofovir was well-tolerated with no concerns in the tenofovir-trea-

ted mothers and their infants on short term follow up. (3) The

tenofovir group discontinued tenofovir at week 4 postpartum was

safety.

PP1101

Baseline prognostic factors and statistic model to predict early
virological response in lamivudine-treated patients with chronic
hepatitis B

Zhou Rui1

1Fujian Medical University, Fuzhou

Background: Lamivudine is a potent nucleoside analogue used in

treating chronic hepatitis B (CHB). However, resistance to the drug

remains a problem. We analyzed all lamivudine recipients in this trial

to determine the baseline characteristics and a model to predict early

virological response reflecting the long-term effect of lamivudine.

Methods: In this prospective trial, 230 patients who had not treated

with nucleotide analogue with chronic HBV infection were assigned

to receive 100 mg of lamivudine once daily for 24 weeks at least. All

patients were followed up every 2 week. Cox proportional hazard

regression model analyses were employed to evaluate baseline vari-

ables and to develop a statistical model.

Result: Female (P = 0.042), baseline higher serum aspartate

aminotransferase (AST) (P = 0.002), and lower level of HBV-DNA

(P = 0.016) were identified to be associated with higher possibility of

early virological response. A model was established based on these

variables to calculate the risk scores (R) for CHB patients. R[-0.45

suggested early virological response to lamivudine. The model was

validated among an independent set of 40 patients.

Conclusion: The gender as well as baseline AST and HBV-DNA

levels can predict early virological response. The model provides a

better tool for response prediction based on the three prognostic

factors.
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PP1102

Treatment efficacy of switching to tenofovir strategy
over continued entecavir therapy in chronic hepatitis B patients
with partial virologic response to entecavir

Jun Seob Lee1, Byoung Kuk Jang2, Soo Young Park1, Won Young
Tak1, Se Young Jang1, Sang Hoon Kwon1, Junsik Yoon1,
Hyeongseok Kim1, Yu Rim Lee1, Young Oh Kweon1, Shan Shan
Wang3, Keun Hur4, Eun Hye Lee4, Da Yeon Jung4, Gyeong Hwa
Kim4, Yong Hun Choi4

1Division of Gastroenterology and Hepatology, Department of

Internal Medicine, Kyungpook National University school of

Medicine, Daegu, Korea; 2Keimyung University, Dongsan Medical

Center, Sakha, Russia; 3Graduate School of Medicine, Kyungpook

National University, Daegu, Korea; 4Department of Biochemistry and

Cell Biology, Kyungpook National University School of Medicine,

Daegu, Korea

Background: Currently, entecavir (ETV) and tenofovir disoproxil

fumarate (TDF) have been widely used for suppression of HBV. ETV

is first-line therapies for CHB patients due to potent viral suppression,

tolerability, and high barriers to resistance compared with older oral

agents. However, some patients show detectable HBV DNA after 48

weeks treatment on ETV. TDF can be an option for PVR patients

because of its potent activity against HBV and a high genetic barrier.

The AASLD/EASL/KASL guidelines have suggested that ETV/TDF

combination therapy should be considered in patients with PVR on

ETV monotherapy to prevent risk of developing resistance. But, ETV/

TDF combination therapy has problems of high cost and low adher-

ence due to difficulty in taking medicine. In that aspect, we performed

a retrospective chart review to compare treatment efficacy of TDF

switching therapy (TDF group) with continuing ETV therapy (ETV

group) in patients with PVR to ETV.

Methods: Among 1440 HBV patients under ETV therapy in two

tertiary hospitals in South Korea from July 2007 to November 2014,

we enrolled 52 treatment naı̈ve patients who underwent ETV 0.5 mg

as first treatment and showed PVR over 48 weeks ETV therapy. These

ETV partial responders were further categorized into continued ETV

therapy of 0.5 mg/day (ETV group) and switched TDF therapy of 300

mg/day (TDF group). 26 of 52 patients were ETV group and 26 of 52

patients were TDF group. The primary goal of study was to evaluate

the long-term efficacy of continuing ETV therapy and TDF switching

therapy in partial responders to ETV. The primary endpoint, CVR

was defined as HBV DNA levels by quantitative RT-PCR (\20 IU/

ml) after 12, 24, 36 and 48 weeks of switching. And we performed

analysis of CVR predictability. Our study presented cumulative rates

of complete responders to each groups.

Result: Treated by ETV, 11 of 26 (42.3%) patients achieved com-

plete viral response. Likewise, 8 of 26 (30.8%) patients had complete

viral response by administered TDF. There was no significant dif-

ference of CVR rate in each groups (p = 0.565) (Table 1). In addition

to this, all of the patients experienced 2 Log10 reduction of HBV

DNA at 12 weeks presented completed viral response at 48 weeks (p

= 0.009). Similar to that, all of the patients experienced 2 Log10

reduction of HBV DNA at 24 weeks achieved completed viral

response at 48 weeks (p\ 0.001) (Table 2).

Conclusion: In conclusion, our study presented that keep adminis-

tering ETV or switching to TDF was not showed significant

difference of efficacy in partial responders to ETV. And, 2 Log10

reduction of HBV DNA after initial 48 weeks of treatment is a potent

predictor of complete viral response.

PP1103

The importance of antiviral prophylaxis against hepatitis B virus
in patients under immunosuppressive treatment

Firdevs Aksoy1, Selcuk Kaya1, Gurdal Yilmaz1, Hanife Nur
Karakoc1, Serhat Atalar1, Iftihar Koksal1

1Karadeniz Technical University, School of Medicine, Department of

Infectious Diseases and clinical Microbiology, Trabzon, Turkey

Background: The individuals who faced with hepatitis B virus

(HBV) infection are under risk of HBV reactivation when their

immunities are being suppressed (1, 2). In the current study, we aimed

to evaluate the outcomes of HBV infection and importance of

administration of prophylactic antiviral using in patients under

immunosuppresive treatment.

Methods: This study was conducted at Karadeniz Technical

University, Farabi Hospital, between 01.01.2010 and 30.10.2016. The

patients above 18 years who have HBsAg positivity or HBsAg neg-

ativity but Anti-Hbc IgG positivite and are being taken or planned

immunosuppressive treatment were included into study. The patients
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were followed by liver function tests monthly and HBV-DNA mea-

surements in every three months.

Result: Sixty-three patients were included into study. Thirty-three

(52.3%) of male, 30 (47.6%) of female. Mean age of patients were

52.16 ± 14.95 (24–86). Fifty-four (85.7%) of the patients had HBsAg

and Anti-HBc IgG positivity with Anti-HBs negativity. HBsAg was

negative and Anti-HBc IgG positive in 8 patients however 2 of them

had Anti-HBs positivity and remaining was negative. HBV prophy-

laxis was started in total 48 (76%) patients with parallel to their

immunosuppresive tratment however timing of prophylaxis was not

true in 15 (24%) patients. Properties of the patients was given in

Table.

Lamivudine, tenofovir and entecavir were used in 46 (73%), 11

(17.4%), and 6 (9.5%) patients as prophylaxis regimen, respectively.

Eight (72.7%) of tenofovir patients had lamivudine experience. HBV

reactivation was developed due to prophylaxis delay in 3 patients,

incompatibility and negligence in 2 patients. The patient whose

prophylaxis was negclected died from HBV reactivation.

Fifty (79.3%) patients continued to take prophylaxis at the end of 6

months follow-up period. At the end of 6th months, HBV-DNA levels

were above the 2000 IU/mL in three patients however their HBV-

DNA levels were detected as negative six months later. At the 12th

month; HBV reactivation were detected in 2 patients which had

negative HBV-DNA result at 6th month. Reactivation was seen in one

patient as treatment incompatibility. HBV-DNA were detected as

negative in all remaining patients.

Conclusion: Our study show that timely starting antiviral prophylaxis

is very important to prevent HBV reactivation in which patients under

immunosuppressive treatment. It should keep in mind that an overdue

for the prophylaxis can lead to mortality.
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PP1104

Influence of information support nursing model to treatment
compliance and life quality of chronic hepatitis B patients

Jiajia Chen1

1The Affiliated Central Hospital of Shenyang Medical College,

Shenyang

Background: Discuss effection of information support nursing model

in chronic hepatitis B patients.

Methods: Divide 70 cases of chronic hepatitis B in our hospital into

observation group (35 cases) and control group (35 cases) due to

different nursing methods. Give routine health education to control

group and comprehensive information support to observation group,

compare nursing effection of them.

Result: The treatment compliance, self efficacy, nursing satisfaction

scores and life quality within 1 week after leave hospital of the

observation group were significantly higher than those of the control

group (P\ 0.05).

Conclusion: Information support nursing model can meet the

requirements of health knowledge of the chronic hepatitis B patients,

increase the awareness of the disease, improve treatment compliance

and life quality.

PP1105

The significance of the fibrotouch application in diagnosing liver
fibrosis degree of the chronic hepatitis B patients with viral
hepatitis in tibet

Qingping Wen1, Suolang Deji1, Da Wa1, Li Shi1

1China’s Tibet Autonomous Region People’s Hospital, Lhasa

Background: Discusses the significance of the FibroTouch applica-

tion in diagnosing liver fibrosis degree of the chronic hepatitis B

patients with viral hepatitis in Tibet.

Methods: Collected 108 cases of patients in August 2015–August

2016 in the department of Infectious Diseases, People ‘s Hospital of

Tibet Autonomous Region, performed FibroTouch detection.

Grouped for FibroTouch testing according to patient age, sex, alanine

aminotransferase, and compared.

Result: A preliminary analysis for the FibroTouch measurements of

all patients showed significant liver fibrosis with increasing age and

abnormal liver function, and with no significant difference between

men and women (see Table 1 and Table 2).

Conclusion: FibroTouch detection of liver fibrosis degree can make

non-invasive and quantitative diagnosis objectively, has good clinical

application prospects, but due to the lack of liver biopsy cases,

pending further increase in the sample for further study.
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Serum HBsAg quantitation and dynamic change can be used
to predict the sustained response of patients with chronic hepatitis
B after treatment cessation

Li Gao1, Xiaofang Zhou1

1Chongqing Medical University, Chongqing

Background: Present, nucleoside analogues (NAs) are the main

drugs for the treatment of chronic hepatitis B (CHB); however, NAs

have disadvantages including long-term administration, high cost and

high recurrence rate after the cessation of the drugs. The aim of this

study was to investigate the significance of serum HBsAg quantitation

in guiding treatment cessation of NAs in patients with CHB in order

to reduce the risk of recurrence.

Methods: In 156 HBeAg-negative CHB patients with long-term use

of NAs, 72 patients had HBsAg quantitation\1500 IU, 34 of whom

informedly consented to cease the treatment of NAs. HbsAg quan-

tification, liver function, HBV markers and HBVDNA quantification

were examined in the 1st, 3rd, 6th, 9th and 12th month after treatment

cessation. During the follow-up period, relapsed patients would be re-

treated with NAs.

Result: the sustained response rate was 88.23% (30/34) within one

year after the cessation of NAs, and the recurrence rate was 11.76%

(4/34). Subgroup analysis based on the HbsAg level at the time of

cessation found, there were no recurrent cases in 9 patients whose

HBsAg \ 50 IU/mL, and the negative predictive value was 100%;

moreover, seroconversion of HBsAg occurred in 3 patients. There

were 21 cases whose HBsAg levels were between 50 and 1000 IU/

mL; 2 out of them relapsed and the negative predictive value was

90.47%. In 4 cases whose HBsAg [ 1000 IU/mL, 2 cases relapsed

and associated with a 50% negative predictive value. There was

significant difference in cumulative recurrence rate among the three

subgroups (p = 0.022). The HBsAg level of the patients who did not

relapse decreased slowly after drug cessation, however, in relapsed

patients, the HbsAg level increased gradually one month after the

cessation and the minimum increase fold was 2.5 folds. Moreover, the

increase of HBsAg was precedent to the rebound of HBVDNA. ROC

curve analysis suggests the increase of serum HBsAg in the 3th and

6th month after drug cessation had a great predictive value for

recurrence.

Conclusion: for those patients whose HBsAg \ 50 IU/mL, the ces-

sation of NAs is safe, and for those whose HBsAg was between 50

and 1000 IU/mL, it has a certain risk to recurrence if ceasing the

treatment. It is not recommended for the patients whose HBsAg [
1000 IU/mL to cease their treatment since it has a relatively high risk

for recurrence if serum HBsAg increases after treatment cessation.

PP1107

The treatment effection of adefovir dipivoxil combined
with pegylated interferon a-2a in Chronic hepatitis B

Kong fan Kun1, Zhang liao Yun2

1The First Affiliated Hospital of Shanxi Medical University, Taiyuan;
2The First Affiliated Hospital of Shanxi Medical University, Shanxi

Background: At present, the main method of treatment for chronic

hepatitis B antiviral therapy, drug suppression of viral replication, the

clinical commonly used drugs interferon, nucleoside drugs and tra-

ditional Chinese medicine treatment of chronic hepatitis B. The goal

is to eliminate the surface antigen and serological conversion and

HBV-DNA response. The aims of the treatment in Chronic hepatitis B

is to eliminate the surface antigen and serological conversion as well

as HBV-DNA response. Also can regulate the immune mechanism in

the treatment of chronic hepatitis B interferon, adefovir Dipivoxil and

pegylated interferon alpha-2a is the most commonly used clinical

drugs in the treatment of chronic hepatitis B, with curative effect and

the important role in antiviral therapy. This study is mainly analysis

of the efficacy and safety of adefovir dipivoxil combined with

pegylated interferon-2a for the treatment of chronic hepatitis B.

Methods: 60 cases of chronic hepatitis B patients, divided into

observation group and control group, 30 cases in each group.

Observation group was given adefovir ester with polyethylene glycol

interferon alpha 2 a therapy, the control group only taking adefovir

ester treatment. At 24 and 48 weeks to evaluate treatment effect and

curative effect of HBV DNA negative conversion rate.

Result: The observation group and control group are obviously

alleviate the patient, in the treatment of HBV - DNA at 24 weeks

observation group of negative conversion rate was 53.33%, the con-

trol group is 33.33%; 48 weeks after treatment group of HBV - DNA

negative conversion rate was 90.00%, the control group was 83.33%,

the application of combined polyethylene glycol adefovir ester

interferon alpha 2 a for the treatment of chronic hepatitis b, the

curative effect of adefovir alone is obviously better than the ester,

compared two groups have statistical significance.

Conclusion: For the treatment of chronic hepatitis b, application of

adefovir ester joint of polyethylene glycol (peg) interferon alpha 2 a

recent treatment effect is superior to the use of adefovir therapy

effect, and good safety, for clinical application and promotion.

PP1108

Telbivudin treatment experience of a single center

Cagdas Kalkan1, Necati Ormeci1, Hasan Ozkan1, Fatih
Karakaya1, Cihan Yurdaydin1

1Ankara University Medical School, Department of Gastroenterology,

Ankara, Turkey

Background: Telbivudine is an L-nucleoside analogue with potent

antiviral activity against hepatitis B virus (HBV). Telbivudine has

shown to be a more potent antiviral drug but with similar side effects

as Lamivudine. Studies (Globe, Kure) have shown the risk of

myopathy as side effect in patients being treated with Telbivudine but

at the same time improved renal function.

Aims: The aim of this study was to monitor the side effect such as

myopathy by following the levels of creatinine phosphokinase. We

also monitored the viral load, other side effects and glomerular fil-

tration rate during the treatment.
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Methods: In our study 72 patients were enrolled. The level of HBV

DNA, ALT, CK and creatinine were monitored at the beginning of the

study and every 3 months. HBV DNA was measured by Cobas

Amplicor (Roche Diagnostics). The patients’ Glomerular filtration

rate was calculated with MDRD (Modification of Diet in Renal

Disease) method every month.

Result: Seventhy two patients were included in the study. Thirty

(41.7%) patients were male, 42 (58.3%) were female. The average

age was 50.6 (24–71) year. Fiftheen (20.8%) of patients were on

Lamivudine treatment before the Telbivudine treatment for an aver-

age of 31 months. The patients took Telbivudine for 39.1 months

(9–62 months). HBVDNA become negative in 57 (79.1%) patients

after 6 months on therapy with Telbivudine. Fifthy four patients

completed the telbivudine therapyfor 12 months. HBVDNA became

negative in 52 (96.2%) of thempatients Breakthrough was observed in

2 (2.7%) patients. In those patients, the baseline HBVDNA were 3.6

9 10^4 IU/ml respectively. At the end of the 6th month treatment

HBV-DNA decreased to 5.92 log, in 13 (18%) patients. Creatinine

phosfokinase (CK) increased in 13 and 11 (15.2%) of those patients

were asymptomatic, 2 (2.7%) of them had myopathy symptoms. The

improvement of Glomerular filtration rate (GFR) at the end of the 6th

months was +6.4 ml/min/1.73 m2 (p\ 0.001; n:72).

Conclusion: In our study, telbivudine was shown to be a potent

antiviral therapy. HBVDNA became negative in ninety-six and two

persent of the patients. Monitoring of CK levels was proven to be an

important biomarker in the telbivudine treatment, however it is not an

absolute criteria for treatment interruption. GFR was improved during

the treatment period of telbivudine however it needs further evalua-

tion with larger group studies.

PP1109

Effect of double plasma molecular adsorption on hepatic failure
and its effect on endotoxin

Yaqin Qin1,2

1Guangxi Medical University, Guangxi; 2The Fourth People’s

Hospital of Nanning, Nanning, Guangxi

Background: To investigate the effect of dual plasma molecular

adsorption on the patients with liver failure and the effect of

endotoxin.

Methods: 86 cases of liver failure patients were divided into control

group of 42 cases, the treatment group of 44 cases, The control group

was given basic medical treatment, Treatment group on the basis of

internal medicine treatment with double plasma molecular adsorption

treatment, Liver function indexes were detected before treatment and

2 weeks after treatment, The changes of total bilirubin (TBIL), ala-

nine aminotransferase (ALT), albumin (ALB), prothrombin activity

(PTA) and endotoxin levels.

Result: The treatment group after 2 weeks of treatment, 32 cases

(72.7%) patients with mental fatigue, nausea, anorexia, abdominal

distension, etc. the improvement of clinical symptoms, The control

group was 20 cases (47.6%), The treatment group was higher than

that of the control group (P \ 0.05). In the treatment group, after 2

weeks of ALB, the PTA index was higher than the control group after

treatment (P\0.05); TBIL, ALT and endotoxin were decreased after

treatment (P\ 0.05) compared with the control group.

Conclusion: The double plasma molecule adsorption can improve the

symptoms of the patients by adsorbing bilirubin, The treatment of

liver failure is effective.

PP1110

Predictors of response to oral antiviral therapy in egyptian
patients with HBV related chronic liver disease

Tary Salman1, Om Kolsoum Al Haddad2, Manar Obada3, Eman
Abdel Sameea4, Maha El Sabawy5,6, Khaled Metwaly4, Nashwa
Shebl4

1Professor of Hepatology, National Liver Institute, Monufia, Egypt;
2Professor of Hepatology, National Liver Institute, Monufia, Egypt;
3Assistant Professor of Clinical Biochemistry, National Liver

Institute, Monufia, Egypt; 4Lecturer of Hepatology, National Liver

Institute, Monufia, Egypt; 5Assistant Professor of Hepatology,

National Liver Institute, Monufia, Egypt; 6Monufia, Egypt

Background: The long-term efficacy of nucleos(t)ide analogs is not

satisfactory due to drug resistance. Therefore, predictors for long-term

efficacy of nucleos(t)ide analogues (NA) have been focused in

research of chronic hepatitis B (CHB).

Aim: To identify treatment related factors that could predict response

to oral antiviral therapy in patients with HBV related chronic liver

disease.

Methods: This prospective cohort study followed up 200 patients

with HBV related chronic liver disease on NA treatment (Lamivudine

100 mg/day versus Entecavir 0.5 mg/day). The study was approved by

ethical committee at National Liver Institute, Menoufiya University,

Egypt. Pretreatment level of ALT, AST and serum HBV DNA level,

HBeAg status, antischistosomal antibody level and alphafetoprotein

level were measured. Thereafter serum HBV DNA level by real time

polymerase chain reaction, HBVeAg status and liver tests were

monitored at 24, 48, 72 weeks follow up. Treatment response at these

weeks was assessed by the presence of undetectable HBV DNA level

(\12 IU/ml). The exclusion crieteria were presence of hepatocellular

carcinoma and coinfection with hepatitis C.

Result: Out of the 200 patients, 20 (10%) received entecavir and 180

(90%) received lamivudine, 78.5% were male and mean age was 34.9

± 10.32 years. HBVeAg seropositivity was %12.5 (n = 25). 92.5% (n

= 185) of all studied patients achieved undetectable HBV DNA level

after 72 weeks treatment. In univariate analysis of all studied vari-

ables, baseline HBV DNA level and HBeAg status were found to be

significantly associated with response to treatment at weeks 24 and 48

(p = 0.001). However, by multivariate regression analysis, only

HBeAg status was found to be independently associated with

response to treatment at weeks 24 and 48 (p = 0.001). There was no

significant relation between sex and response to treatment all through

(p [ 0.05). The response to treatment was significantly higher in

HBVeAg negative patients (p = 0.001) and 93.5% of HBVeAg

negative patients were responders at week 72. No significant associ-

ation (p [ 0.05) has been found between line of treatment

(Lamivudine versus Entecavir) and response to treatment at weeks 24

and 48. After 72 weeks treatment, patients who received entecavir

showed response rate (100%; n = 20) while in patients on lamivudine,

the response rate was (98.8%; n = 167).

Conclusion: HBVeAg negative patients were more prevelant than

HBVeAg positive patients. Treatment response was higher in

HBVeAg negative patients. HBeAg status was the only independent

predictor for treatment response.
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Comparison of nucleos(t)ide analogues and interferon partly
combinational therapy with nucleos(t)ide analogues monotherapy
for chronic hepatitis B: a systematic review and a meta-analysis

Yanan Zhao1, Yanqin Hao1, Hong Li1

1Department of Infectious Disease, The First Hospital of Shanxi

Medical University, Xi’an

Background: To evaluate the efficacy of nucleos(t)ide analogues

(NAs) and interferon (IFN) partly combinational therapy versus NAs

monotherapy for chronic hepatitis B (CHB), and to further explore the

better therapeutic schedule of the three-phase treatment (NAs pre-

treatment, NAs and IFN partly combinational treatment, IFN

treatment).

Methods: The meta-analysis of the included 23 articles was used by

Review Manager Software 5.3. Alanine aminotransferase (ALT)

normalization rate, hepatitis B virus (HBV) DNA undetectable rate,

hepatitis B e antigen (HBeAg) and hepatitis B surface antigen

(HBsAg) loss rate, HBeAg and HBsAg seroconversion rate were

measured.

Result: At the end of the treatment, patients who had received

sequential combination therapy have higher rates of ALT normal-

ization, HBV DNA undetectable, HBeAg and HBsAg loss, HBeAg

and HBsAg seroconversion respectively is 84.4, 78.7, 47.2, 9.1, 41.3

and 5.6% than those in NAs monotherapy group 68.3, 66.9, 26.8, 0,

17.6 and 0% (P\ 0.05). According to the different duration of IFN

therapy (C48 weeks and \48 weeks), we made analysis in the two

subgroup, the results showed that there is a statistical difference at the

HBeAg loss rate and HBeAg seroconversion rate in the two subgroup

(P\ 0.05).

The clinical indexes in the comparison of the end-of-treatment with

the end-of-follow-up showed that the rates of ALT normalization,

HBV DNA undetectable, HBeAg loss at the end of treatment

respectively is 84.4, 81.9 and 85.0%, which is higher than those at the

end of follow-up 74.1, 63.1 and 50% (P \ 0.05), the HBeAg sero-

conversion rate at the former (48.8%) is higher than that at the later

(47.4%), but there is no significant statistical difference (P[0.05). At

the end-of-treatment has a lower HBsAg loss rate and HBsAg sero-

conversion rate (10.6, 8.3%) than that at the end-of-follow-up [(12.3,

10.3%), P[0.05]. According to the different duration of IFN therapy

(C48 and \48 weeks), the results showed that the rates of ALT

normalization and HBV DNA undetectable is higher at the end of

treatment than the end of follow-up (84.4 vs 73.1%, 81.0 vs 63.4%) in

the IFN therapy \48 weeks group, and there is a significantly dif-

ferent (P\ 0.05), the other clinical indexs in the two subgroup have

no statistical difference (P[ 0.05).

Conclusion: At the end of treatment, sequential combination therapy

have higher rates of ALT normalization, HBV DNA undetectable,

HBeAg and HBsAg loss, HBeAg and HBsAg seroconversion than

NAs monotherapy. At the end of follow-up, the IFN therapeutic

duration\48 weeks received lower ALT normalization rate and HBV

DNA undetectable rate than that at the end of treatment, so it revealed

that the HBV may relapse after long-term drug withdrawal. The IFN

therapeutic duration C48 weeks is relatively safe, but the long-term of

follow-up is required.

PP1112

Baseline and on-treatment serum HBsAg levels in predicting long-
term response to pegylated interferon-based therapy in patients
with HBeAg-negative chronic hepatitis B

Natthaya Chuaypen1, Salyavit Chittmittraprap1, Nattiya
Hirankarn1, Sombat Treeprasertsuk1, Pisit Tangkijvanich1

1Research Unit of Hepatitis and Liver Cancer, Department of

Biochemistry, Faculty of Medicine, Chulalongkorn University,

Bangkok, Thailand

Background: The aim of this study was to determine the role of early

kinetics of serum HBsAg levels in predicting sustained virological

response (SVR) in patients with HBeAg-negative chronic hepatitis B

(CHB) receiving pegylated interferon (PEG-IFN) therapy.

Methods: Thai patients with HBeAg-negative CHB treated with

48-week PEG-IFN alone or PEG-IFN with entecavir were recruited

for the analysis of SVR, defined by HBV DNA \2000 IU/mL at

3-year post-treatment. HBsAg levels were serially tested by auto-

mated chemiluminescent immunoassays.

Result: Among 121 patients, there were 62 and 59 individuals treated

with PEG-IFN monotherapy and combination therapy, respectively.

SVR rates were comparable between groups and the overall SVR rate

was approximately 29%. Responders had significantly lower pre-

treatment and higher declines of HBsAg during therapy than non-

responders. At baseline, areas under ROC (AUROCs) of log10 HBsAg

for SVR was 0.705[95% confidence interval (CI), 0.603–0.808; P\
0.001]. Using 3.4 log10 IU/mL of HBsAg as the best cut-off point, the

positive and negative predictive values (PPV and NPV) of achieving

SVR were 44.6 and 84.6%, respectively. At week 12 during therapy,

the AUROCs of log10 HBsAg decline from baseline in predicting

SVR was 0.810 (95% CI 0.717–0.904; P\0.001). At the best cut-off

value of 0.5 log10 IU/mL decline, the PPV and NPV for SVR were

64.3 and 89.9%, respectively.

Conclusion: Quantitative HBsAg at baseline and week 12 could

identify patients with low or high probabilities of SVR to PEG-IFN-

based therapy. These data may help individualize decision-making for

the patients with HBeAg-negative CHB.

PP1113

The efficacy of PEG-IFNa-2a + NUCs therapy in patients
with chronic hepatitis B

Yan Xu1, Yonggui Zhang2, Wenqian Qi2, Jiangbin Wang2

1China–Japan Union Hospital, Jilin University, Changchun, Jilin

Province; 2China–Japan Union Hospital, Jilin University, Changchun,

Jilin Province

Background: To investigate the efficacy of individualized therapy

with PEG-IFNa-2a and the effect of antiviral therapy on hepatic

histology in chronic hepatitis B patients.

Methods: 178 Antiviral-naı̈ve hepatitis B patients received subcuta-

neous Peg-IFNa-2a treatment (180 lg weekly) with an individualized

regimen based on response at 12 weeks. Subjects not achieving early

response received nucleoside combination therapy, or 48-week
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treatment; 38 subjects underwent hepatic histological examinations

before and after treatment.

Result: With combination treatment (entecavir or adefovir), mean

hepatitis B virus (HBV) DNA reduction at 48 weeks of post-treatment

follow-up was significantly greater than with conventional treatment;

the SVR rate was significantly higher with entecavir (69.4%) and

adefovir (71.1%) than with conventional treatment (32.6%, p\0.05).

Mean HBsAg reductions at 48 weeks of post-treatment follow-up

were significantly greater with combination treatment than with

conventional treatment. At 48 weeks of post-treatment follow-up, the

improvement rate in hepatic histology was significantly higher with

combination (69.2 and 64.3%) than with conventional treatment.

Conclusion: adding nucleoside analogs in patients without early

response may substantially increase the SVR rate and decrease or

even seroconvert HBeAg and HBsAg. Long-term antiviral therapy

may also improve hepatic histology and delay or prevent disease

progression in chronic hepatitis B patients.

PP1114

Long-term antiviral efficacy of entecavir in patients with hepatitis
B virus-related cirrhosis

Yan Xu1, Yonggui Zhang2, Wenqian Qi2, Jiangbin Wang2

1ChinaJapan Union Hospital, Jilin University, Changchun, Jilin

Province; 2China-Japan Union Hospital, Jilin University, Changchun,

Jilin Province

Background: Although the efficacy of entecavir in patients with

chronic hepatitis B virus (HBV) infection without cirrhosis is well

established, few data are available in patients with cirrhosis.

Methods: This prospective study evaluated the clinical outcomes of

treatment with entecavir (0.5 mg) for 288 weeks in nucleoside-naive

patients with compensated or decompensated cirrhosis.

Result: The proportion of patients with Child-Pugh class A disease

was significantly increased at Week 288 (98.5%) versus baseline

(47.1%; P\0.0001), the proportion of patients with Child-Pugh class

B disease and Child-Pugh class C disease were significantly decreased

at Week 288 versus baseline (P \ 0.05). The proportion of patients

with disease progression in decompensated cirrhosis group was 4.6%

during 288 weeks, No patients occurred disease progression in

compensated cirrhosis. Among patients with paired liver biopsies,

mean decreases in Knodell necroinflammatory score was 3.5 mean

decreases in Ishak Fibrosisscore was 1.3.

Conclusion: Entecavir is an effective treatment option for patients

with HBV-related compensated or decompensated cirrhosis, resulting

in sustained virological suppression, histological improvement, and

improvement or stabilization of liver function.

PP1115

Chronic hepatitis B patients with high liver fibrosis levels should
receive antiviral treatment

Xu Li1, Qinglong Jin1, Pujun Gao1, Junqi Niu1

1The First Hospital of Jilin University, Chuangchun

Background: This study aims to evaluate improvements and linked

factors in liver stiffness measure (LSM) by transient elastography

(TE) in Chinese chronic hepatitis B (CHB) patients treated with

entecavir (ETV).

Methods: Consecutive CHB patients who received entecavir therapy

and two LSMs were enrolled in this study.

Result: This retrospective study enrolled 190 CHB patients [average

age: 47 years, 137 males (72.1%)], including 111 patients without

liver cirrhosis (group 0) and 79 patients with liver cirrhosis (group 1).

Each patient received LSM twice, separated by six months. Nor-

malized aspartate aminotransferase (AST) levels was accompanied by

a significant reduction in LSM values (P \ 0.001) in both groups.

Multivariate analysis revealed that higher initial LSM values was

associated with a greater decline of LSM value in group 0, the

patients had higher initial LSM values, higher PTA percentage would

have greater decline of LSM in group 1. Higher initial quantitative

hepatitis B surface antigen (qHBsAg) values were correlated with a

greater decline of qHBsAg value in two groups.

Conclusion: LSM values in CHB patients significantly improved

after 24 weeks of entecavir therapy. Our data suggested that higher

LSM values at baseline could contribute to greater LSM regression,

and higher initial qHBsAg values could lead to greater qHBsAg

reduction during ETV therapy. Extrapolating our results, we might be

able to consider CHB patients who have higher initial LSM values or

have higher levels of qHBsAg values when enrolled would have more

benefit during ETV treatment. t-size: 12.0pt; line-height:200%’ [
Multivariate analysis revealed that higher initial LSM values was

associated with a greater decline of LSM value in group 0, the

patients had higher initial LSM values, higher PTA percentage would

have greater decline of LSM in group 1. Higher initial quantitative

hepatitis B surface antigen (qHBsAg) values were correlated with a

greater decline of qHBsAg value in two groups.

PP1116

Comparison the efficacy of entecavir maleate versus entecavir
in patients with hepatitis B virus-related hepatocellular
carcinoma who underwent TACE

Zhang Wei1, Wang Jiuping2

1Infectious Disease Department, Columbia, USA; 21 Department of

Infectious Diseases, Xi Jing Hospital, The Fourth Military Medical

University, Xi’an

Background: To compare the efficacy of entecavir (ETV) maleate

versus ETV in patients with hepatitis B virus (HBV)-related hepa-

tocellular carcinoma (HCC) who underwent TACE.

Methods: This was a retrospective study. From July 2014 to July

2015, HBV-related HCC patients who underwent TACE were starting

antiviral therapy in our hospital. Patients were assigned to receive 24

weeks of treatment with 0.5 or 0.5 mg/day ETV mateate, respectively.

HBV DNA load and Serum HBV markers were detected at 4, 12, 24

weeks after TACE, respectively. Adverse events (AE) were recorded.

The second generation of real-time PCR technology (Roche cobas�

AmpliPrep/cobas� TaqMan�) was used in HBV DNA quantitative

determination. Statistical methods: Quantitative data and categorical

data were described by averages (standard deviation) or median

(range) and percentage or frequency, respectively. Chi square test or

Fisher exact test was used for quantitative data. Categorical data was

analyzed by t test or non-parametric test. All date were analyzed

statistically by software SPSS 21.0. All statistical tests were two-

sided, statistical significance was recognized when p\ 0.05.

Result: HBV DNA levels were significantly decreased compared

with baseline in both groups at 4, 12, 24 weeks, but no statistical

difference between two groups at each time point (p[ 0.05). Unde-

tectable HBV DNA rates were increased by treatment time in both

groups, but no statistical difference between two groups at each time

point (p[ 0.05).
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Conclusion: ETV maleate and ETV can both effectively control the

replication of HBV DNA in patients with HBV-related HCC who

underwent TACE. ETV maleate and ETV have similar efficacy and

safety in these patients.

PP1117

Efficacy of antiviral treatment in chronic hepatitis B with chronic
kidney disease (real-life data from a multicenter study)

Jong Seok Joo1, Gee Young Yun1, Hyuk Soo Eun1, Seok Hyun
Kim1, Byung Seok Lee1

1Division of Gastroenterology and Hepatology, Department of

Internal Medicine, Chungnam National University Hospital, Daejeon,

Korea

Background: Chronic kidney disease is accompanied by many other

diseases, and patients are often prescribed a variety of drugs. How-

ever, when prescription drugs are metabolized in the kidney, there is a

possibility of renal toxicity. At present, there are not enough data to

support an analysis of the impact on the effectiveness of antiviral dose

reduction in patients with chronic hepatitis B associated with chronic

kidney disease. The purpose of this study was to investigate the effect

of antiviral agents in chronic hepatitis B patients with chronic kidney

disease when reducing the dosage of antiviral agents.

Methods: In this retrospective study, we compared twenty-seven

chronic hepatitis B patients who had an initial creatinine clearance of

50 ml/min or less (CKD group) with one hundred and ninety-four

patients who had normal renal function (non-CKD group) between

January 2006 to April 2016. These patients were aged 18 years or

over, administered antivirals for at least 18 months. The therapeutic

effects of antiviral agents were determined as a reduction in hepatitis

B virus (HBV) DNA values to less than 20 IU/ml; as HBeAg sero-

conversion of the serum were evaluated, an undetectable level was

defined as virological response (VR), while normalized ALT values in

the serum were defined as a biochemical response (BR).

Result: In the comparison of the CKD group and the non-CKD group,

baseline age, gender, serum ALT, accompanied by liver cirrhosis,

HBeAg-positive status, previous antiviral treatment, did not differ

significantly between the two groups. The cumulative VR rate of the

CKD group was 40.7, 62.9, 66.7% at 12, 24, 48 months, respectively,

while the cumulative VR rate of non-CKD group was 63.4, 80.4,

95.3% at 12, 24, 48 months, respectively (p = 0.002). The cumulative

BR rate of the CKD group was 70.4, 70.4, 70.4% at 12, 24, 48

months, respectively, while the cumulative BR rate of non-CKD

group was 82.5, 92.3, 92.8% at 12, 24, 48 months, respectively (p =

0.007). The cumulative HBeAg seroconversion rate did not differ

significantly between the two groups (p = 0.894).

Conclusion: This study showed that the cumulative VR and BR rate

of CKD group was significantly lower than non-CKD groups. An

objective conclusion explaining why VR is low in CKD group is

difficult to determine when considering factors like the poor com-

pliance of the patient or insufficient doses administered to patients at

early stages when compared to their GFR to indicate the therapeutic

effect. Further study is needed that factors in antiviral agents and the

measurement of drug concentrations in serum affecting the VR rate in

chronic hepatitis B patients with chronic kidney disease.

PP1118

Clinical significance of liver storing soul in chronic hepatitis B
patients with insomnia and the effect of Shugan Huoxue recipe

Xin Zhang1, Man Li1, Zhen-hua Zhou1, Xue-Hua Sun1, Ya-ting
Gao1, Yue-qiu Gao1

1Shuguang Hospital, Affiliated to Shanghai University of Traditional

Chinese Medicine, Shanghai

Background: To explore the characteristics of traditional Chinese

medicine (TCM) syndromes of Chronic Hepatitis B (CHB) patients

with insomnia based on the theory of liver storing soul and evaluate

the clinical effect of CHB patients with insomnia treated with Shugan

Huoxue Recipe.

Methods: One hundred CHB patients with insomnia were randomly

assigned (1:1) to treatment and control group. All patients received

antiviral therapy according to the guidelines for prevention and

treatment of CHB. The patients of treatment group added the Shugan

Huoxue Recipe for three months. One hundred insomnia patients

without hepatitis B virus (HBV) infected were enrolled as controls.

All patients filled the Pittsburgh sleep quality index (PSQI) and TCM

symptoms scale and calculated the scores. The difference of PSQI

score between CHB patients with insomnia and insomnia patients

without HBV infected was compared. The correlation between all

patients and the theory of liver storing soul were analyzed. The

changes of ALT, TBIL, HBV DNA and the score of TCM syndrome

and PSQI in the two groups before and after treatment were observed.

Result: The score of sleep quality, onset time, sleep time, sleep

efficiency, sleep disorders, sodium amytal and PSQI of CHB patients

with insomnia and insomnia patients without HBV infected were

significantly higher than that of domestic norm. The scores of sleep

quality, onset time, sleep time, sleep efficiency, sleep disorders and

PSQI of CHB patients with insomnia were significantly higher than

that of insomnia patients without HBV infected. Stagnation of liver qi

and spleen deficiency syndrome and yin deficiency of liver and kid-

ney syndrome were common in CHB patients with Insomnia. Liver

Depression Transforming into Fire Syndrome and Yin-Deficiency and

Fire-Hyperactivity Syndrome were common in insomnia patients. The

positive correlation was shown between TCM syndrome scores and

PSQI scores in the two main TCM syndromes of CHB patients with

insomnia. Compared with before treatment, the levels of ALT, TBIL

and HBV DNA of treatment and control group were decreased sig-

nificantly, but there was no significant difference between the two

groups. TCM syndrome scores of two groups were significantly

decreased, and the score of treatment group was lower than that of

control group. The score of sleep quality, falling asleep time and sleep

time in treatment group was decreased significantly and lower than

that of control group.

Conclusion: The pathogenesis of CHB patients with insomnia is

related to the theory of liver storing soul. Shugan Huoxue Recipe,

which basis on the theory of liver storage soul, can improve liver

function and insomnia symptoms, decrease the level of HBV DNA of

CHB patients with insomnia.

PP1119

Efficacy of prolonged tenofovir monotherapy for partial virologic
response to tenofovir in treatment-naı̈ve chronic hepatitis B
patients

Byung Seok Kim1, Jae Young Oh2, Chang Hyeong Lee1
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1Catholic University of Daegu School of Medicine, Daegu, Korea;
2Daegu Catholic University Hospital, Daegu, Korea

Background: Tenofovir disoproxil fumarate (TDF) has highly potent

antiviral activity with a high genetic barrier to resistance in chronic

hepatitis B (CHB) patients. The optimal management of CHB patients

exhibiting a partial virologic response (PVR) to TDF is currently not

established. The aim of this study was to evaluate the long-term

efficacy of prolonged TDF monotherapy in treatment-naı̈ve CHB

patients exhibiting a PVR to TDF therapy.

Methods: This study included 139 treatment-naı̈ve CHB patients

treated with TDF for C48 weeks and who received continuous TDF

monotherapy for C24 weeks at Daegu Catholic University Hospital.

PVR was defined as a decrease in serum HBV DNA of more than 2

log10 IU/mL from baseline but detectable HBV DNA by real-time

PCR assay at week 48. All patients were monitored at baseline and

every 3 months during treatment.

Result: Thirty of 139 patients (21.6%) showed PVR. The mean fol-

low-up duration in PVR group was 90.0 ± 17.7 weeks. The mean age

was 48.4 ± 13.9 years, and 20 patients (66.7%) were men. Twenty-

two patients (73.3%) were HBeAg-positive, and 13 patients (43.3%)

had cirrhosis. Eighteen of 30 patients (60.0%) achieved a virologic

response (VR, HBV DNA \ 20 IU/ml) during prolonged TDF

monotherapy for C24 weeks. VR rate in HBeAg-positive patients was

59.1% (13/22). Among 12 patients who did not achieve a VR during

continuous TDF therapy, 9 patients had poor drug compliance. The

overall cumulative rates of VR at week 60, 72, 84, and 96 from

treatment initiation in patients with PVR were 29.2, 48.3, 58.8, and

73.3%, respectively. The PVR was associated with HBV DNA levels

at baseline, week 4, and week 24, and also with virologic

breakthrough.

Conclusion: Long-term continuous TDF monotherapy with good

medication compliance may be effective for achieving VR in treat-

ment-naı̈ve CHB patients exhibiting a PVR to TDF therapy.

PP1120

Down-regulation of histone acetylation by curcumin decreases
HBV cccDNA and inhibits HBV replication

Zhiqiang Wei1, Hongxia Chen1, Zhongji Meng1,2

1Institute of Biomedical Research, Taihe Hospital, Hubei University

of Medicine, Shiyan, Hubei; 2Department of infectious diseases,

Taihe Hospital, Hubei University of Medicine, Shiyan, Hubei

Background: Hepatitis B virus (HBV) covalently closed circular

DNA (cccDNA) served as the template for viral replication and

mRNA synthesis. The present study is to investigate the effect and the

mechanism of curcumin on HBV cccDNA.

Methods: HBV stably transfected cell line HepG2.2.15 cells were

treated with curcumin to evaluate its inhibition effect on HBV

replication and expression. Deacetylase inhibitors Trichostatin A and

sodium butyrate were also applied to study the mechanism of cur-

cumin action on inhibition effect.

Result: Curcumin could down-regulate histone H3 acetylation levels,

the expression of HBV surface antigen (HBsAg) and e antigen

(HBeAg) and the replication of HBV virions and HBV cccDNA with

time- and dose-dependent effect. After treatment for 2 days with 20

lM curcumin, HBsAg and cccDNA levels in HepG2.2.15 cells

reduced up to 57.7 and 75.5% as compared to non-treated cells,

respectively. Furthermore, deacetylase inhibitors Trichostatin A and

sodium butyrate can block the inhibition effect of curcumin.

Conclusion: Curcumin can reduce HBV cccDNA and inhibite HBV

replication and gene expression via down-regulation of histone

acetylation, and might be developed as an antiviral theraptics for

HBV infection.

PP1121

Sustained responses in patients with nucleos(t)ide analogue drug-
resistance after Peginterferon alfa add-on treatment: a long-term
cohort study

Liu Yun Hua1, Li Weikun2, Du Yingrong 3

1Kunming Third People’s Hospital, Kunming; 2The Third People’s

Hospital of Kunming City, Kunming; 3The Third People’s Hospital of

Kunming City, Kunming

Background: The use of other nucleos(t)ide analogue (NA) without

cross-resistance as a rescue therapy is recommended by most inter-

national guidelines to the patients with NA-resistance. We aimed to

investigate the efficacy and safety of combination therapy with

PegIFN alfa-2a and NA in patients with NA-resistance, comparing to

those of switching to an alternative NA therapy without cross-

resistance.

Methods: In this prospective, comparative, cohort study, data were

collected from the patient files and virological record. Eligible

patients were HBeAg positive and resistant to NA. All patients were

treated with NA without cross-resistant to previous one alone or

combined with peginterferon alfa-2a for 52 or 72 weeks. The primary

outcome was HBeAg seroconversion at the end of follow-up (EOF).

Result: 63 Patients were included in the study cohort (NA-treated: 32

patients; combination therapy of NA and PegIFN alfa-2a: 31

patients). At the end of follow-up, significantly more patients in

combination therapy group (13/27, 48.2%) achieved primary outcome

of HBeAg seroconversion than those in NA therapy group (4/32,

12.5%) (P = 0.003). More patients (20/32, 62.5%) in NA therapy

group than combination therapy group (15/27, 55.6%) achieved HBV

DNA suppression without statistically significance (P = 0.589). In the

combination therapy group, 16 patients (51.6%) achieved HBeAg

seroconversion at the end of treatment. Among them, 11 patients

(68.8%) maintained the response until the end of follow-up. The

sustained response rates of secondary outcomes were higher than

75%, except HBV DNA suppression. Treatment regimen and HBsAg

level at baseline were investigated as independent baseline predictors

(OR 0.1786, P = 0.009; OR 0.1311, P = 0.007; respectively). ROC

analysis identified HBsAg level at week 12 as a better on-treatment

predictor for HBeAg seroconversion at EOF (AUC: 0.8983). The

safety data are similar to the study before, most of the adverse events

were mild to moderate. None of patients developed serious adverse

events.

Conclusion: Adding on PegIFN alfa-2a in combination with NA

therapy might be an appropriate rescue treatment option for patients

who have prior NA resistance. In addition, combination therapy

induced sustained off-treatment biochemical response in these

patients.
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PP1122

PEG-IFN stepwise optimization treatment strategy improve
efficacy for PEG-IFN early suboptimal response patients
in HBeAg positive chronic hepatitis B

Zhou Pu1, Feifei yang, Jingwen gu, Yuxian Huang, Jiming zhang

1Infectious department of Huashan Hospital Affilited to Fudan

University, Shanghai

Background: Current pegylated interferon-a (PEG-IFN) treatment

for chronic hepatitis B (CHB) e-antigen (HBeAg) positive patients are

suboptimal, so effective ways of improving PEG-IFN treatment

efficacy are needed.

Methods: This retrospective cohort study compared the efficacy of a

PEG-IFN stepwise optimization treatment (PEG-IFN SOT) strategy

with that of a 48-week PEG-IFN standard therapy (PEG-IFN ST) for

PEG-IFN early suboptimal response patients (ESR, didn’t reach a 2

log10 reduction in HBV DNA copies/mL at week 12 or 1 log10

reduction in HBsAg IU/mL at week 24) in HBeAg positive CHB. A

total of 55 PEG-IFN ESR patients were included in our study. of

these, 38 received the PEG-IFN SOT and 17 received the PEG-IFN

ST (control group). In PEG-IFN SOT group patients added adefovir

(ADV) at 12–24 week and extended the PEG-IFN combined ADV

treatment to week 96 depended on whether meet a 48-week partial

response (48 W PR, 1.0\HBeAg\10.0 s/co or HBeAg[10.0 s/co

but HBsAg\ 1000 IU/mL at week 48) criterion.

Result: The HBeAg seroconversion rate at 24 weeks post-PEG-IFN

treatment was significantly higher in the PEG-IFN SOT than in the

PEG-IFN ST group (36.8 vs 5.9%, P = 0.02). Two patients got

HBsAg clearance at 24 weeks post-PEG-IFN treatment in the PEG-

IFN SOT group. Receiving PEG-IFN SOT (OR 0.410, P = 0.003)

was an independent factor associated with HBeAg seroconversion at

24 weeks post-PEG-IFN treatment.

Conclusion: PEG-IFN SOT is a promising strategy for achieving

high rates of serological response for PEG-IFN early suboptimal

response patients in HBeAg positive CHB.

PP1123

A study on the effects of telbivudine in prophylaxis of HBV
reinfection and improvement of renal function after HBV-related
orthotopic liver transplantation

Yuecheng Yu1, Xuan Wang1, Chang-jiang Hua1, Dong-hua
Zhang1

1Bayi Hospital, Nanjing University of Chinese Medicine, Nanjing

Background: In patients who have undergone HBV-related liver

transplantation, nucleos(t)ide analogues (NAs) should be adminis-

tered long term to prevent re-infection with hepatitis B virus (HBV)

after liver transplantation, but renal injury is one of the important

problems in those patients. This study aimed to observe whether
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telbivudine (LdT) could improve renal function in patients with HBV-

related liver transplantation.

Methods: Seventeen patients with HBV-related liver transplantation

and treatment with Lamivudine, Entecavir, or Adfovir, and with

worsening serum eGFR (\90 mL/min/1.73 m2) were switched to

treatment with LdT 600 mg/day. Seven patients with impaired serum

eGFR (\ 90 mL/min/1.73 m2) but without previous NA treatment

were given LdT 600 mg/day. eGFR, Scr, Cystatin C (CyC), l Liver

function tests (LFTs), creatine kinase (CK), HBsAg and HBV DNA

were monitored every 12 weeks.

Result: (1) The rates of both HBV DNA Inhibition and ALT Nor-

malization Following LdT Administration were up to 96%. (2) eGFR

was improved in 75% (18/24), and among them became normal in

29.2% (7/24) of the patients. (3) eGFR had no improvement or even

worsing in 25% (6/24) of those patients. (4) Mean eGFR (n = 24)

improved continuously, and increased by 58% over baseline after LdT

treatment in those patients.

Conclusion: In most % of the patients patients who have undergone

HBV-related liver transplantation, LdT can: (1) Effectively prevent

HBV re-infection; (2) Improve the impaired eGFR in patients without

previous treatment with other NAs; (3) Improve the impaired eGFR in

patients with previous treatment with ETV, LAM, or/and ADV.

PP1124

Predictive significance of liver biopsy pathology
and the intrahepatic CD8 expression during anti-hepatitis B virus
therapy

Yuping Ding1

1Department of Hepatopancreatobiliary and Splenic Medicine,

Affiliated Hospital, Logistics University of Chinese People’s Armed

Police Forces, Tianjin China

Background: The baseline of the liver biopsy condition in CHB

patients and the HBV-specific T-cell reactivity during different

antiviral therapies are not well defined

Methods: We retrospectively investigated the baseline of the liver

biopsy condition in 36 CHB patients after 24 weeks of antivirus

therapy. The correlation of CD8, CD57, Grazyme-B expression in the

liver tissue and the antivirus response were analyzed by immuno-

histochemistry staining of CD8 and CD57. Patients with normal ALT,

HBV DNA loads that decreased more than 2 log values and/or

achieved antigen seroconversion after the treatments were defined as

responders, while the other patients were non-responders.

Result: The CD8+ cells showed vesicular morphology in the lobular

in some of CHB patients before antivirus therapy. Compared to the

nucleoside analogues treatment, the CHB patients with foam-like

CD8 cells have a lower response than patients with normal CD8 cells

after nucleoside analogues therapy (P = 0.000). In the patients with

interferon treatment, the responders have a higher number of normal

CD8+ T cells than the non-responders (P = 0.028), while the non-

responders have a higher number of CD57+ T cells (P = 0.002). The

Nucleoside analogues response rate in G1 group was higher than in

G2 group (P = 0.029), as well as higher in S1 group than in S2 group

(P = 0.047). By correlation analysis, there is a negative correlation

between the numbers of CD8 Positive expression T cells and CD57

Positive T cells (r = -0.718, P = 0.172) in the nonresponders with

nucleoside analogues therapy.

Conclusion: The liver biopsy condition and CD8, CD57 co-staining

could be useful for the prediction of CHB patients’ response to the

antivirus therapies. The vesicular morphology in lobular may be an

indicator of the HBV-Specific T cells exhaustion, which requires

further studies

PP1125

Application of nucleoside analogues therapy with acute hepatitis b
liver failure patients serum HBV DNA levels and prognostic
analysis of the relationship

Wu Jiazhen1

1Sichuan Province People’s Hospital Infection, Chengdu, Sichuan

Province

Background: This study aims to uncover the effects of Nucleoside

analogues (NUCs) on virus inhibition and prognosis in patients with

hepatitis B liver failure utilizing the retrospective analysis of these

patients based on nucleoside analogues therapy information. -fam-

ily:’Times New Roman’;mso-fareast-font-family:;font-

size:12.0000pt;mso-font-kerning:0.0000pt;’’ [ improvement in

prognosis.

Methods: The analysis was based on 160patients diagnosed with

hepatatis B liver failure in Sichuan Province People’s Hospital from

November 2009 to July 2013. Patients were divided into the treatment
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(n = 87, with NUCs treatment) and control (n = 73, without NUCs)

groups.

Result: At 4 weeks after admission, the treatment group undergo

significantly greater drop in the median level of HBVDNA than the

control (level change -3 vs -1, p = 0.011\0.05 via nonparametric

Wilcoxon rank-sum test). nt-kerning:0.0000pt;’’ [ , significantly

enhance the reduction in short-term HBVDNA quantitative level, it

does not show appreciable improvement in prognosis.

Conclusion: For patients diagnosed with hepatitis B liver failure,

while NUCs treatment can, significantly enhance the reduction in

short-term HBVDNA quantitative level, it does not show appreciable

improvement in prognosis.

PP1126

Hydrogen-rich water inhibits HBV Replication and HBsAg
secretion by reducing oxidative stress and protecting against
mitochondrial dysfunction

Xiao-xian Cui1,2, Hui-jing Wang1, Xing-yu Rong1, Chao Zhao1

1Key Lab of Medical Molecular Virology, School of Basic Medical

Sciences and National Clinical Research Center for Aging and

Medicine, Huashan Hospital, Fudan University, Shanghai; 2Institutes

of Biomedical Sciences, Shanghai Medical College, Fudan

University, Shanghai

Background: The performance of current therapies for chronic

hepatitis B (CHB) remains unsatisfactory, because of the persistence

of hepatitis B surface antigen (HBsAg) and cccDNA of HBV in the

serum of patients. Increasing efforts focus on reducing HBsAg

through multiple strategies for the purpose of cure of CHB. Beside the

virus itself, the level of HBV replication and HBsAg are determined

by many host facts, including the lipid metabolism, oxidative status

and other cellular physiological process. Hydrogen, as a small

molecule with potential antioxidative ability, was found to reduce

oxidative stress and protect against mitochondrial dysfunction by

eliminating cellular reactive oxygen species (ROS), which were

involved in the HBV replication and HBsAg secretion.

Methods: In this study, the effect of hydrogen-rich water against

HBV was analyzed in vitro using the stably HBV cell lines HepG2

2.2.15 and HepAD38. The enzyme linked immunosorbent assay

(ELISA) was used to measure the secretion of HBsAg while HBV

DNA replication was evaluated by southern blot and Q-PCR. The

intracellular ROS level was measured by SOD assay. GRP78 was

employed to indicate the oxidative stress of endoplasmic reticulum

(ER) with Western blot. The mitochondrial membrane potential was

assessed using JC-1 staining by laser confocal microscopy and FACS.

Result: The concentration of 1 ppm hydrogen-rich water effectively

reduced the secretion of HBsAg, with the inhibition ratios up to 47%

in HepG2.2.15 cell and to 63% in hepAD38 cell, without any

detectable cytotoxicity using CCK8 assay. It was displayed that the

inhibition ratio of hydrogen-rich water on HBV DNA replication was

about 1/3 in both cell lines. It was also shown that the intracellular

ROS level was reduced while oxidative stress was suppressed by

hydrogen-rich water. Correspondingly, mitochondrial membrane

potential was protected from HBV induced oxidative stress after the

treatment of hydrogen-rich water.

Conclusion: These findings contribute the suppression of HBV

replication and the loss of HBsAg. Herein, it is the first to demonstrate

that hydrogen-rich water inhibit HBV replication and HBsAg secre-

tion, and could be a potential complementary treatment against

chronic HBV infection with an additional merit of high safety and

protecting the liver cells.

PP1127

Suppression of hepatitis B virus expression and replication by
HBV shRNA vectors

Dianxing Sun1, BaoSheng Li1

1Bethune International Peace Hospital, Shijiazhuang, Hebei Province

Background: RNAi based therapy gives hope to the current anti-

HBV therapy. But synthetic siRNAs require repeated applications.

We constructed a conditionally replicating, wild-type HBV dependent

anti-HBV shRNA vector. Beyond sharing HBV́s hepatocyte tropism,

it would be self-renewing, but only as long as wild-type HBV is

present.

Methods: Southern blot and Northern blot was performed with iso-

tope labelled probes for HBV DNA and RNA. Infection efficiency of

NTCP cells with recombinant HBV were detected by flow cytometry.

HBV structural proteins were detected by Western Blot. Quantitative

detection of HBsAg and HBeAg by ELISA. HBV core protein in liver

tissue was detected by immunohistochemistry. Adenovirus -HBV

chimeric vector were constructed for infection of HBV transgenic

mice.

Result: In this study, by serial modification in HBV genome and

replication efficiency detection, we constructed an very potent inter-

fering defective HBV vector carrying double small hairpin RNA

(shRNA) expression cassettes in the Core (between 203 and 407) and

S region (1715–1961) of HBV genome with polymerase III H1 or U6

promoters in forward orientation. Helper dependent replication and

gene expression inhibition of the HBV double shRNA expression

vector was proved. Twenty-one shRNA targeting sites were quanti-

tatively assessedy by Southern blot, Northern blot, Native Southern

blot, Western blot, and HBV antigen detection. A dual anti-HBV

shRNA vector were constructed according to the established HBV

vector and the results for HBV siRNA targeting selection. HBV

replication and expressions were inhibited by the HBV-shRNA vector

targeting wild-type HBV. Enrichment of progeny HBV-shRNA vec-

tors formation were proved when co-existence with wild-type HBV.

Chimeric adenovirus-HBV vector expressing double shRNAs were

constructed and used to infect HBV transgenic mice.

Conclusion: Wild-type HBV dependently replicating HBV shRNA

vectors are proposed as self renewing, self-limiting anti-HBV RNAi

agents. Optimized HBV vectors encoding two shRNAs replicated

in vitro when complemented by HBV helper or wild-type HBV

constructs. HBV vectors efficiently silenced a model target as well as

wild-type HBV antigen production and replication in vitro. HBV

shRNA vectors delivered into HBV transgenic mice by an adenovirus

shuttle significantly reduced serum HBsAg and HBV load. Vector

treated mice produced enveloped progeny vector particles but proving

spread will require a small animal infection model.
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PP1128

Intrahepatic cccDNA decrease and pathologic improvement
in chronic hepatitis B patients treated with telbivudine

Haixia Wang1, Yue Qi1, Hongjie Wang, Runhong Wu, Qinglong
Jin, Junqi Niu, Yanjun Cai

1The First Hospital of Jilin University, Changchun

Background: HBV cccDNA is related with relapse after antiviral

therapy, integration of the host DNA and the occurrence of liver

tumor associated with HBV infection. Therefore we intend to fig-

ure out the effect of intrahepatic cccDNA changes after 2-year

treatment of telbivudine.

Methods: All patients who met the criteria of positive for E antigen,

HBV DNA[20000 IU/ml, ALT[2ULN received telbivudine treatment

for 2 years. Patients would receive telbivudine monotherapy or accept

combination therapy with telbivudine and adefovir. The end point was 2

years. All patients would be detected by biochemistry, virus, histology

and so on. DNA HBV and cccDNA levels were detected by PCR.

Result: We observed 24 patients, including 21 male cases, mean age

of 37.17 + 10.77 years old, mean body mass index of 22.78 + 3.78 kg/

m2. Among them, 2 cases were genotype B virus infection, and the

rest of them were injected by genotype C virus. The intrahepatic

cccDNA titer was 2.24 (0.73–11.51) copies/cell in the patients at

baseline. The intrahepatic cccDNA titer was 0.06 (0.03–0.4)

copies/cell, p\0.0001, after treatment for 2 years. It has a significant

decrease in both serum DNA HBV titer and intrahepatic DNA HBV

titer (p\0.0001). We observed the intrahepatic pathological changes

of the patients as well. The Knodell score of patients’treatment

baseline and after 2- year treatment is 10 (9–11.8) vs 3 (2–5), p \
0.0001; The Ishak score of patients’treatment baseline and after

2-year treatment is 2.4 (2–3.1) vs 1.7 (1.5–1.8), p = 0.0004. Com-

pared with baseline, all patients had a significant decrease in AST,

ALT, and AFP level after 2-year treatment.

Conclusion: After 2-year-telbivudine treatment, E antigen positive

chronic hepatitis B patients have a significant decline of the serum

biochemical indicators and serum DNA HBV. In addition to that, the

liver pathology of patients was significantly improved, HBV DNA

and Intrahepatic cccDNA were significantly decreased.

PP1129

Study on efficacy of LdT reducing HBV mother-to-child
tansmission and safety of infants

Sheng Qiuju1, Ding Yang1, Dou Xiaoguang1

1Shengjing Hospital of China Medical University, Shenyang

Background: Mother-to-child transmission (MTCT) of hepatitis B

virus (HBV) is the main cause of chronic hepatitis B (CHB) infection

in china. Perinatal transmission still happens in about 10% infants

born to HBV infected mothers despite the active–passive immune

prophylaxis. High maternal HBV DNA level is the most important

risk factor to induce MTCT. Therefore, antiviral therapy of

nucleos(t)ide analogue (NA) during pregnancy is recommended.

Antiviral therapy during pregnancy can be divided into two situations,

one is for chronic hepatitis B patients, and the other is for HBV

carriers to block HBV MTCT. Whether antiviral therapy during

pregnancy can block HBV MTCT and how about the safety of fetus

needs more evidences.

Methods: It was a prospective, open-label, multicenter study. Preg-

nant women of 20–45 years old enrolled were from Shengjing

Hospital of China Medical University between January 2014 and

April 2016. If ALT was normal (B40 IU/ml), she should be in ges-

tation week 24–32, with HBV DNA[2,000,000 IU/ml. If ALT was

abnormal, she should be with ALT C 2 9 ULN, and for HBeAg

positive, HBV DNA C 20,000 IU/ml or for HBeAg negative, HBV

DNA C 2000 IU/ml. Patients fulfilling the inclusion criteria and

agreeing for antiviral therapy were given oral LdT 600 mg daily. All

infants received standard active–passive immune prophylaxis. MTCT

was defined as detectable levels of HBV DNA or HBsAg in peripheral

serum samples of infants at 7 months age. Observe the MTCT rate,

safety of the agent in fetus and infants.

Result: (1) There were 135 women in treatment group and 30 patients

in observation group. In treatment group, patients with normal ALT

were 93 (93/135, 68.89%), and CHB patients with ALT C 2 9 ULN

were 42 (42/135, 31.11%). The average age of 135 pregnancy women

in treatment group was 27.81 ± 4.33 years (range 20–42). The

baseline HBV DNA load was 7.82 ± 1.04 log10IU/ml (range

4.67–9.53), the average ALT was 89.20 ± 134.2 U/L (range 6–839).

Treatment started at mean gestation weeks of 24.51 ± 5.89 (range

4–38). of those 30 patients without treatment, the average age was

27.43 ± 4.88 years (range 19–39), the baseline HBV DNA load was

7.61 ± 1.29 log10IU/ml (range 5.11–9.72), the average ALT was

60.60 ± 120.01 U/L (range 9–582). There were no differences of

baseline values between the treatment group and observation group.

(2) 135 patients were with fetus growing and developing normal.

There were 136 infants without congenital malformations born to

these mothers. All the neonates had normal Apgar score when birth,

and developed well. (3) At 7 months after birth, no infant infected

with HBV in treatment group, and MTCT rate was 0. In contrast, 2

infants out of 21 (2/21, 9.52%) mothers in observation group followed

up at 7 months were HBV-infected (P = 0.022\ 0.05).

Conclusion: LdT treatment in pregnant women effectively reduced

HBV MTCT and it was safe for fetus and infants.

PP1130

The influence of telbivudine or entecavir on renal function
during long-term nucleotide therapy in patients with chronic
hepatitis B

Yu Wang1, Cheng Zhang1

1Liver Research Center, Beijing Friendship Hospital, Capital Medical

University, Beijing

Background: NUCs are effective in suppressing hepatitis B virus

(HBV) replication, but most patients require long-term treatment.

Recent studies have shown that long-term application of nucleotide

analogues may cause impairment of renal function, so it is important

to evaluate the renal function during long-term nucleotide therapy.

Currently the estimated glomerular filtration rate (eGFR) is the most
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common indicator to assessed renal function. Therefore, the aim of

this study was to compare the influence of the renal function during

long-term nucleotide therapy of chronic hepatitis B by telbivudine

(LdT) monotherapy or entecavir (ETV) monotherapy.

Methods: This retrospective cohort study included 62 Chinese CHB

patients with antiviral therapy for 208 weeks in Beijing Friendship

Hospital. 16 of these patients had been orally taking LdT (600 mg) daily

and 46 of these patients had been orally taking ETV (500 mg) daily

Result: The renal function was estimated by eGFR, with Modification

of Diet in Renal Disease (MDRD) formula. From baseline to week

208, the level of eGFR increased 23.81 ± 18.23 mL/min/1.73 m2

(baseline: 81.84 ± 18.49 mL/min/1.73 m2; p = 0.000) and 2.66 ±

19.49 mL/min/1.73 m2 (baseline: 89.66 ± 20.59 mL/min/1.73 m2; p

= 0.359) in LdT and ETV monotherapy groups, respectively. And the

eGFR had been significantly improved after taking LdT for 52 weeks

(p = 0.032). In addition, the changes of eGFR had no significant

difference between week 52 and week 208 (p = 0.178). 81.25 and

93.75% of patients treated by LdT achieved HBV DNA\20 IU/mL

at week 52 and week 208 respectively, and those in patients with ETV

monotherapy were 71.74 and 78.26%, there was no statistic difference

between two groups at 52 weeks (p = 0.528) and 208 weeks (p =

0.261). Break through was observed in one patient at week 104 in

LdT group, that the viral load increased to 1.08 9 103 IU/mL.

Without combination therapy, the patients achieved HBV DNA\20

IU/mL again at week 208.

Conclusion: LdT had the potential benefit on renal function, and the

eGFR had significantly increase after taking LdT for 1 year. After that

the eGFR maintain stability during long-term LdT therapy. ETV

treatment has no influence on renal function in CHB patients.

PP1131

Efficacy and safety of LdT use and discontinuation in HBV-
infected immune tolerant phase pregnant women

Sheng Qiuju1, Ding Yang1, Dou Xiaoguang1

1Shengjing Hospital of China Medical University, Shenyang

Background: Mother-to-child transmission (MTCT) of hepatitis B

virus (HBV) is the main cause of chronic hepatitis B (CHB) infection

in china. Perinatal transmission still happens in about 10% infants

born to HBV infected mothers despite the active–passive immune

prophylaxis. High maternal HBV DNA level is the most important

risk factor to induce MTCT. Therefore, antiviral therapy of

nucleos(t)ide analogue (NA) during pregnancy is recommended.

Meanwhile, for pregnant women in HBV infected immune-tolerant

phase, can antiviral therapy be efficacious or not, can NA treatment

lead hepatitis flare or not are unclear. Most studies recommended that

drug discontinuation 1–3 months after delivery. However, can

mothers give breast feeding to babies? When to stop drug is more

suitable and safer? There are no definite answers and need more

evidences.

Methods: HBV infected immune-tolerant phase pregnant women

with high viremia (HBV DNA C 6 log10IU/ml), normal ALT. LdT

therapy was accepted from the gestation 24–32 weeks until delivery.

Serum HBV DNA loads were detected before delivery. If

detectable HBV DNA (HBV DNA [ 20 IU/ml) occurred, antiviral

therapy was stopped at delivery immediately, and breast feed was

allowed one week after drug discontinuation. Otherwise, the treat-

ment was continued after delivery. Observe the viral response and

proportion of ALT elevation to evaluate its efficacy and safety.

Result: (1) 91 women (treatment group) were treated with oral LdT

600 mg/day, and 26 patients (observation group) did not accept

antiviral therapy. The mean HBV DNA of treatment group at baseline

was 8.15 ± 0.82 log10IU/ml (range 6.54–9.53). Two women (2/91,

2.20%) with HBV DNA declined less than 2 log10IU/ml after 1 month

of therapy compared to baseline switched LdT to Tenofovir diso-

proxil fumarate (TDF). At delivery, the serum HBV DNA levels

declined by 4.20 log10IU/ml with mean level of 3.95 ± 0.94 log10IU/

ml (range 0–5.34) (P \ 0.0001). Eighty-seven patients who discon-

tinued therapy were with HBV DNA rebounded to 8.06 ± 0.83

log10IU/ml (range 5.22–8.95) at 1 month after delivery. (2) Four (4/

91, 4.40%) patients continued to take LdT after delivery, two (2/91,

2.20%) were with undetectable serum HBV DNA before delivery,

other two (2/91, 2.20%) were with on-treatment hepatitis flare. Other

eighty-seven (87/91, 95.6%) patients stopped the drug at delivery

immediately. Only three (3/87, 3.45%) patients had off-treatment

hepatitis flare. They all without liver function decompensate and with

normal ALT after 1 month of antiviral retreatment.

Conclusion: HBV immune tolerant phase mothers with high viremia

who accepted LdT treatment at gestation weeks 24–32 displayed a

significant reduction on maternal HBV DNA levels. If with

detectable serum HBV DNA at delivery, patients stop the drug at

delivery immediately was safe and seldomly (3.45%) with off-treat-

ment hepatitis flare.

PP1132

Detection of hepatitis B virus M204I mutation by quantum dot-
labeled DNA probe

Cheng Zhang1, Yu Wang1

1Liver Research Center, Beijing Friendship Hospital, Capital Medical

University, Beijing

Background: Quantum dots (QDs) are semiconductor nanoparticles

with a diameter of less than 10 nm, has been widely used as fluo-

rescent probes in biochemical analysis and vivo imaging because of

its excellent optical properties. Sensitive and convenient detection of

hepatitis B virus (HBV) gene mutations is important in clinical

diagnosis. Therefore, the aim of this study was to develop a sensitive,
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low-cost and convenient method for detection of hepatitis B virus

(HBV) gene mutations to meet the needs of diagnosis and treatment.

Methods: Blood samples were collected from patients with viral

breakthrough, primary nonresponse and poor response in four

nucleoside drugs (lamivudine, adefovir dipivoxil, telbivudine, ente-

cavir) in Beijing Friendship Hospital between 2009 and 2016. The

serum of the above samples were detected by sequencing. Primers

designed for the mutant gene of HBV polymerase M204I. And then

detection of HBV M204I mutation by quantum dot labeling fluores-

cent probe hybridization. To evaluate the efficiency of the new

method for detection of drug resistance mutation compared with the

direct sequencing which as the ‘‘gold standard’’.

Result: In the CHB patients who received lamivudine or telbivudine

antiviral therapy, the serum from patients with poor response or

virological breakthrough can be hybridized to probes containing

M204I mutation to visualize fluorescence under fluorescence micro-

scopy, and the higher the virus load, the more intensive the light spot.

At present, the limit of detection of the method for detection of

hepatitis B virus genetic variation by fluorescence quantum dots is

103 IU/ml, and the upstream and downstream primer sequences of

M204I were 50-TTGGCTTTCAGTTATATGGATGAT-30 and 50-
TAAAAAGGGACTCAAGATGCTG-30 respectively.

Conclusion: Quantum dot can be used as fluorescent probes to detect

viral HBV DNA polymerase gene variation, which is simple readout

system, without complex and expensive instruments. This method

provides an attractive platform for detection of Hepatitis B Virus

M204I Mutation.

PP1133

The efficacy of adding pegylated interferon a-2a to NA for 36
weeks in CHB patients with a prior NA history

Fengping Wu1, Juanjuan Shi2, Ying Yang1, Yaping Li1, Mei Li1,
Ning Gao1, Wenjun Wang1, Xiaoli Jia1, Shuangsuo Dang1

1The Second Affiliated Hospital of Xi’an Jiaotong University, Xi’an;
2 The Second Affiliated Hospital of Xi’an Jiaotong University, Xi’an

Background: Although HBsAg loss with or without HBsAg sero-

conversion has been defined as the ideal end point of chronic hepatitis

B (CHB) treatment, it is difficult to achieve with long-term nucleotide

analogues (NA) therapy. Interferon a (IFNa) can stimulated the

natural immune response against the virus and degrade the hepatitis B

virus (HBV) covalently closed circular DNA (ccc-DNA), which has

more opportunities to achieve clinical cure. In our study, we

prospectively evaluate whether the addition of pegylated IFNa-2a

(PEG-IFNa-2a) to a stable NA regimen leads to HBsAg loss in

HBeAg-negative CHB patients with long-term NA treatment.

Methods: All participants included 69 patients with well-documented

HBeAg negative-CHB patients who were randomly retrieved from the

Second Affiliated Hospital of Xi’an Jiaotong University from

November 2015 to February 2016. These participants who were

divided into trial group and control group had a NA history for at least

one year, hepatitis B surface antigen quantification (qHBsAg) less

than 1500 IU/ml, and HBV DNA below 200 IU/ml. Add PEG-IFNa-

2a to NA regimen for 36 weeks in the trial group, while other patients

were continued to NA regimen in the control group. After informed

consent was obtained, data were gathered and blood extracted for

Blood routine, AST, ALT, qHBsAg, hepatitis B surface antibody

quantification (qHBsAb), HBV DNA at baseline and per 4 weeks in

the following time.

Result: All participants included 69 patients with well-documented

HBeAg negative-CHB patients who were randomly retrieved from the

Second Affiliated Hospital of Xi’an Jiaotong University from

November 2015 to February 2016. These participants who were

divided into trial group and control group had a NA history for at least

one year, hepatitis B surface antigen quantification (qHBsAg) less

than 1500 IU/ml, and HBV DNA below 200 IU/ml. Add PEG-IFNa-

2a to NA regimen for 36 weeks in the trial group, while other patients

were continued to NA regimen inthe control group. After informed

consent was obtained, data were gathered and blood extracted for

Blood routine, AST, ALT, qHBsAg, hepatitis B surface antibody

quantification (qHBsAb), HBV DNA at baseline and per 4 weeks in

the following time.

Conclusion: HBeAg positive CHB patients who achieved partial

responses with a prior NA history for at least 1 year and qHbsAg less

than 1500 IU/ml are likely to achieve high HBsAg clearance by

combining PEG-IFNa-2a with NA therapy.
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Direct medical costs and associated factors in outpatients
with chronic hepatitis B in Guangzhou based on quantile
regression method

S Yang1, YP Li2, YF Liang2, SD Zhou1, LX Li, XM Ma1, F Zhou1,
YH Gao1*, WD Jia1,2*

1Department of Epidemiology and Biostatistics, School of Public

Health, Guangdong Pharmaceutical University, Guangzhou;
2Department of Hepatology, Guangzhou Eighth People’s Hospital,

Guangzhou

Background: The epidemic of hepatitis B leads to serious public

health and economic consequences in China. The purpose of this

work was to describe direct medical costs and factors associated with

chronic hepatitis B virus infection (CHB) in Guangzhou, China. The

objective of the present study is to analyze the effects of treatment

patterns on direct medical costs, to find out significant factors in each

different quantile level to provide scientific basis for rational

administration of medical expenses.

Methods: Information included demographics, health insurance sta-

tus, clinical diagnosis, medication prescribed and the corresponding

costs were extracted from patients’ medical records in the Guangzhou

Eighth People’s Hospital in 2012. We applied quantile regression

model which is widely used in heavy tailed or skewed distribution

data to study the effects of treatment patterns on direct medical costs.

The statistical analyses were conducted by using SAS 9.4 (SAS

Institute, Cray, NC).

Result: The average costs of each visit of chronic hepatitis B out-

patients were 335.94 RMB. The expense of drug was the major

influencing factor followed by examination cost which accounted for

84.23 and 15.10% of total costs. Nucleotide analogues (NAs, 53.42%)

accounted for the largest proportion of drug costs, followed by tra-

ditional Chinese medicine (TCM, 16.56%), Interferon (IFN, 15.42%),

hepatinica (12.65%), antifibrotic drugs (0.07%). NAs (57.89%) has

the highest utilization rate, followed by traditional Chinese medicine

(28.76%), hepatinica (21.73%), antifibrotic drugs (10.70%), IFN

(7.90%). The quantile regression showed that using of antiviral drugs,

traditional Chinese medicine (TCM), hepatinica, antifibrotic drugs

could increase direct medical costs, while women or having medical

insurance could decrease direct medical costs (P \ 0.05). The most

significant factor was the use of IFN. The effect of use antiviral drugs,

antifibrotic drugs were more positive in the upper quantiles than the

lower quantiles, whereas using TCM or hepatinica were more positive

in the middle quantiles than other quantiles. The effect of women or

having medical insurance were more nagative in the upper quantiles

than the lower quantiles.

Conclusion: The main factors affecting the burden of chronic hep-

atitis B outpatients were age, sex, medical insurance, using antiviral

drugs, hepatinica, TMC and antifibrotic drugs. It needs to increase the

medical insurance reimbursement to offer optimized treatment modes

for patients.

PP1135

Peginterferon is superior to nucleos (t)ide analogues for reduction
of chronic hepatitis B-related hepatocellular carcinoma
in patients with high-risk score

Peipei Ren1, Ruidong Mo2, Lichang Chen3, Yuhan Liu4, Zhujun
Cao5, Ziqiang Li6, Xiaogang Xiang6, Rongtao Lai7, Shaowen
Jiang6, Hui Wang6, Wei Cai6, Jie Lu6, Qie Xie6

1Department of Infectious Diseases, Ruijin Hospital North, School of

Medicine, Shanghai Jiao Tong University, Shanghai; 2Ruijin Hospital

School of Medicine Shanghai Jiao Tong University, Shanghai;
3Department of Infectious Disease, Rui Jin Hospital Affiliated to

Shanghai Jiao Tong University School of Medicine, Shanghai;
4Shanghai Ruijin Hospital, Shanghai Jiaotong University School of

Medicine, Shanghai; 5Department of Infectious Diseases Ruijin

Hospital Shanghai Jiaotong University School of Medicine, Shanghai;
6Department of Infectious Diseases Ruijin Hospital Shanghai Jiao

Tong University School of Medicine, Shanghai; 7 Ruijin Hospital,

Shanghai Jiaotong University School of Medicine, Shanghai

Background: The clinical factors associated with hepatocellular

carcinoma (HCC) remains to be defined in patients with chronic

hepatitis B virus (CHB) infection. We aimed to study whether the

antiviral treatment type affect the HCC incidence in CHB patients.

Methods: A total of 306 patients who received antiviral agents

treatment were enrolled. We analyzed the HCC incidence using Cox

proportional hazard models according to the previously validated

REACH-B risk score and stratified the patients by the baseline

REACH-B risk score, B10 as the low risk and[10 as the high risk.

Result: We found 10 incident cases of HCC. The peginterferon-ex-

perienced patients (group B) lowered the risk of HCC development

when compared to the nucleos(t)ide analogue-treated patients (group

A) (P = 0.023). Results of analysis of baseline risk score-matched

subgroups revealed that HCC risk reduction was also confirmed in the

high risk score patients between group A and group B (P = 0.030) but

not in the low risk score patients (P = 0.888). Initial univariate

analysis indicated that REACH-B score, baseline cirrhosis status and

treatment medication were independently associated with HCC

occurrence. Furthermore, multivariate analysis indicated REACH-B

score and treatment medication were independent factors of HCC

incidence.

Conclusion: A lower HCC incidence was associated with treatment

by peginterferon than nucleos(t)ide analogues in high-risk CHB

patients.
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Comparison of interferon pathway-related genes expression
between responders and nonresponders in patients with chronic
hepatitis B treated with interferon alpha

Jiajie Lu1,2, Hong Tang1,2

1Center of Infectious Diseases, West China Hospital, Sichuan

University, Chengdu, Sichuan; 2Division of Infectious Diseases, State

Key Laboratory of Biotherapy, Sichuan University, Chengdu, Sichuan

Background: Interferon-a (IFN-a) is one of the effective agents in

the treatment of chronic hepatitis B (CHB), but the sustained response

rate with IFN-a treatment is low, and the molecular mechanisms for

the ineffectiveness of IFN-a treatments are not known. Virus can

stimulate the infected cells to transcript IFN, and then IFN binds IFN

receptors on the cells to induce the expression of interferon stimulated

genes (ISGs), which were translated into antiviral proteins to inhibit

or clear virus. Therefore, the role of IFN related to the effect of virus

on the IFN system and the reaction of host to IFN-a therapy. We

screened differentially expressed genes between responders (Rs) and

nonresponders (NRs) in patients with CHB treated with IFN-a to

explore the molecular basis for treatment failure. This study was

conducted to explore the possible causes leading to IFN-a treatment

failure by comparing the expression of IFN pathway-related genes

between NRs and Rs in patients with CHB treated with IFN-a before

and after IFN-a treatment.

Methods: PCR Array (PAHS-064A) (SABioscience, USA) was used

to detect the expression of IFN pathway-related genes (IFN, IFN

receptors, IRF and ISGs) in peripheral white blood cells from health

control, Rs and NRs before and 48 weeks after IFN-a treatment. Gene

expression levels were compared between NRs or Rs and health

control before IFN-a therapy in order to explore the differences

between NRs and Rs before IFN-a therapy. Gene expression levels

were also compared between NRs and Rs after IFN-a therapy in order

to explore the effect of IFN-a therapy on the expressions of IFN

pathway-related genes of NRs and Rs.

Result: The expressions of 12 ISGs were up-regulated and 1 ISG was

down-regulated in NRs, while only 5 ISGs were up-regulated in Rs

before IFN-a therapy. On the contrary, 15 IFN genes were up-

regulated in Rs, while 2 IFN genes, 1 IFN receptor and 4 IRF genes

were down-regulated in NRs before IFN-a therapy. The expressions

of 11 ISGs and 1 IRF gene were up-regulated in Rs, but those were

not different in NRs before and after IFN-a treatment. The expres-

sions of ISGs were higher in NRs than those in Rs before IFN-a
treatment. However, the expressions of ISGs were not up-regulated

stimulated by IFN-a in NRs, and the expressions of ISGs were sig-

nificantly up-regulated in Rs after IFN-a treatment.

Conclusion: There were higher expression of ISGs and lower

expression of upper-stream genes and regulatory factors of IFN sig-

naling pathway in NRs, while many IFN genes and parts of ISGs were

up-regulated in Rs before IFN-a treatment. The different IFN path-

way-related genes expression before IFN-a treatment might affect the

response of body to exogenous IFN-a stimulation. The expression of

ISGs were up-regulated by IFN-a treatment in Rs, while those were

unchanged in NRs, indicating a worse response of NRs to IFN-a in

contrast to Rs.
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The clinical value of prothrombin time in diagnosis of stage
of hepatic fibrosis in hepatitis B patients

Wang Xiao Mei1

1The Sixth People’s Hospital of Shenyang, Shenyang

Background: To explore the applicable value of prothrombin time in

the diagnosis of stage of hepatic fibrosis in hepatitis B.

Methods: 423 hepatitis B patients were selected to collect the pro-

thrombin time (PT detected by seconds, activity and INR

respectively) who were confirmed by liver biopsy. Explore the clin-

ical value of prothrombin time in the diagnosis of hepatic fibrosis and

early liver cirrhosis by ROC curve.

Result: PT and PTA have great related with the stage of hepatic

fibrosis (the correlation index were 0.423, -0.423, 0.423, P\0.001).

There was no significant difference of PT in group S0, S1 and S2. PT

of group S3 and S4 were higher than other groups (P\0.001). When

the critical value of PT and PTA were 12.7 and 84.4%, AUROC of

diagnosing advanced fibrosis in S3–4 were 0.758 and 0.736, sensi-

tivity were 63.9% and 63.3%, specificity were 78.9 and 81.5%. When

the critical value of PT and PTA were 13.8 and 78.9%, AUROC of

diagnosing early stage of liver cirrhosis in S4 were 0.814 and 0.813,

sensitivity were 66.0 and 66.3%, specificity were 85.7 and 85.3%.

Conclusion: PT and PTA have high clinical value in diagnosing

advanced fibrosis and early liver cirrhosis.

PP1138

The 144-week efficacy and safety of entecavir in HBeAg-positive
patients with different genotypes: a prospective repeat liver
biopsy study

Xiao Ling Chi1, Le Xin Liu2, Huan Ming Xiao1, Yu Bao Xie1, Mei
jie Shi1, Guang Jun Tian1, Jun Min Jiang1, Gao Shu Cai1, Shu
duo Wu1, Peng Tao Zhao1, Chao zhen Zhang1, Hui jun Chen1, Jie
zhen Chen1, Ying xian Li1, Hong cai Liang1

1Guangdong Provincial Hospital of Chinese Medicine, Guangzhou;
2The Second Affiliated Hospital of Guangzhou University of

Traditional Chinese Medicine, Guangzhou

Background: Data is limited on the liver histology improvement of

long-term entecavir (ETV) in HBeAg-positive patients with different

genotypes. So, we conducted a repeat liver biopsy study to evaluate

the 144-week efficacy and the response of HBV genotypes to ETV

therapy in HBeAg-positive patients.

Methods: In all, fifty-one HBeAg-positive patients who received

ETV at a dose of 0.5 mg once daily were enrolled in this study and 41

patients received paired liver biopsy. The numbers of patients infected

with HBV genotype B and genotype C were 25 and 24 cases,

respectively, and the remaining 2 patients were mixture infection of

genotypes B plus C or genotypes A. The virological and biochemical

parameters as well as the pathological changes of liver were com-

pared between different genotypes. Histological improvement was

defined as a C1-grade decrease in METAVIR inflammation grade,

with no worsening of the METAVIR fibrosis stage after treatment.

Result: After 144-week ETV treatment, all the patients achieved

alanine aminotransferase (ALT) normalization, 37.1% patients

achieved HBeAg seroconversion and 98.04% achieved HBVDNA

seroclearance. More importantly, 92.6% (38/41) patients showed

histological improvement, while 1 patient showed HBsAg serocon-

version. The ETV resistance rate was only 1.9% (1/51). After

144-week treatment, no significant difference was observed between

genotypes B and C in terms of the rate of ALT normalization, HBeAg

seroconversion and HBV-DNA secoclearance. But genotypes B

patients showed better histological improvement than genotype C

patients (95.5 vs 83.3%).

Conclusion: Long-term ETV treatment has given good benefits for

HBeAg-positive patients, especially in histology improvement.

Moreover, genotypes B patients seemed to have a better histology

improvement to ETV treatment than genotypes C patients.

PP1139

New anti-virus mechanism of GLS4, an inhibitor of hepatitis B
virus core particle assembly

Xiao Qin Dong1, Gui Qiang Wang2, Hong Zhao2

1Peking University First Hospital, Beijing; 2Department of Infectious

Diseases, Peking University First Hospital 8# XiShiKu Street,

XiCheng District, Beijing

Background: HBV core protein (Cp) not only assembles into

nucleocapsid, in which pgRNA can be packaged, but also binds the

covalently closed circular DNA (cccDNA) mini-chromosome. Cp has

become a captivating new target for the treatment of HBV chronic

infection. Studies have shown that GLS4, targeting Cp and HBV

capsids assembly, suppresses HBV replication in vitro and in vivo,

accelerates the rate and extent of Cp assembly generating non-capsid

polymer structure. Here we explored the effects of HBV Cp assembly

Hepatol Int (2017) 11 (Suppl 1):S1–S1093 S731

123



inhibitors GLS4 on cccDNA accumulating and transcription, and its

related mechanisms.

Methods: GLS4 effects on cccDNA and pregenomic RNA (pgRNA)

leverls were assessed in HepAD38 cells using TaqMan real-time PCR

and quantitative real-time PCR with specific primers respectively.

cccDNA ChIP assay in HepAD38 cells was used to assess the

recruitment of HBV core protein and histone modifications.

Result: GLS4 treatment resulted in a significant inhibition of

cccDNA ([90%) formation/accumulation, and a strong reduction of

cccDNA-dependent pgRNA transcription ([80%) was also verified.

Importantly, both HBV core protein occupancy on the cccDNA and

cccDNA-bound H3 histone acetylation were reduced.

Conclusion: GLS4, an Inhibitor of HBV core particle assembly,

prevented new cccDNA formation/accumulation, broke the dynamic

equilibrium of cccDNA pool, and reduced cccDNA combined HBV

core protein and acetylated histone H3, which resulted in a decreased

pgRNA transcription.

PP1140

Weeks antiviral efficacy of entecavir plus adefovir combotherapy
in partial responders with chronic hepatitis B
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17Department of Infectious Diseases, Changhai Hospital, Shanghai

Background: To investigate the efficacy and safety of entecavir plus

adefovir combotherapy in partial responders with CHB.

Methods: Adult CHB partial responders who have been treated with

nucleos(t)ide monotherapy for at least 6 months with HBV DNA [
1000 copies/mL were enrolled. Entecavir 1.0 mg, entecavir 1.0 mg

plus adefovir 10 mg, or entecavir 0.5 mg plus adefovir 10 mg once

daily was prescribed for the initial 104 weeks. Treatment duration

then extended for another 144 weeks with entecavir 1.0 mg plus

adefovir 10 mg or entecavir 0.5 mg plus adefovir 10 mg once daily

(Fig. 1). The 152-week interim results were reported.

Result: 360 of the intent-to-treat patients were analyzed, 316 of

whom completed week 152 visit. Baseline characteristics and week

152 efficacy of the analyzed population were shown in Table 1. At

week 152, 271/316 (85.8%) and 288/316 (91.1%) patients achieved

HBV DNA \ 300 copies/mL and HBV DNA \ 1000 copies/mL,

respectively, with 99/316 (31.3%) having HBsAg\1000 IU/mL. The

incidence of HBV DNA \ 300 copies/mL at week 152 in patients

with continuous entecavir 1.0 mg plus adefovir 10 mg combotherapy

was comparable to that with continuous entecavir 0.5 mg plus ade-

fovir 10 mg combotherapy [96/108 (88.9%) vs. 85/105 (81.0%), P =

0.126]. In multivariate analysis, baseline HBV DNA\6 log10 copies/

mL, baseline HBsAg \ 4 log10 IU/mL and female were positively

associated with HBV DNA\300 copies/mL at week 152 (Odds ratio

2.105, 7.321, 3.838, respectively). All regimens were well tolerated.

Conclusion: Entecavir plus adefovir combination therapy can suc-

cessfully managed partial responders to nucleos(t)ide monotherapy

with majority of patients achieving complete virological response at

week 152.
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Saving treatment and follow-up of 228 patients with hepatitis B
virus rtM204 mutation

Shuqin Zhang1
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Background: Along with the time extension of the nucleoside drugs

application, the patients with drug-resistant gene mutation increased

gradually, Strengthen the management of this part of patients has very

important clinical significance. This study to proceed saving treatment

and following-up of 228 patients with rtM204 mutation, Results were

as follows.

Methods: 228 hepatitis B patients (HBVDNA [ 1000 IU/ml) were

collected from 2013 January–2015 January, which were detected

rtM204 mutation, To investigate the past use of drugs in these patients

and follow-up saving treatment programmes, follow-up indicators

were the 24-week virologic response rates and 48 weeks of sustained

virologic response rates (HBVDNA\ 500 IU/ml). Result 1 Among

228 patients, 162 patients accepted lamivudine more than 1 year

(71.05%), 45 patients accepted lamivudine no more than 1 year

(19.74%), 21 patients had no history of nucleoside drugs (9.21%). 2.

The saving treatment plan and the following-up results were shown in

the table below

Result: Statistics show that Changing to tenofovir and adding ade-

fovir had Significant difference comparing to changing to interferon

and Changing to entecavir in 24-week virologic response rates and

24-week virologic response rates in which 24- and 48-week virologic

response rates of Tenofovir were all 100%.

Conclusion: The majority of patients with rtM204 mutation were

accepted lamivudine more than 1 year. Change to tenofovir can

achieve 100% of virologic response rates, Next was adding adefovir

effects of change to interferon and change to entecavir were bad.

PP1143

Retrospective study between De Novo combination treatment
and 24th week optimized treatment of HBeAg positive chronic
hepatitis b with telbivudine and adefovir dipivoxil
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Background: Poor early virological responses, low treatment efficacy

due to virological breakthrough, relapse and even treatment failure do

occur during antiviral treatment of some patients with chronic HBV

infection. We therefore investigated the 104th weekly efficacy, drug

resistance and safety of de novo combination and 24th week opti-

mized treatment of HBeAg positive chronic hepatitis B with

Telbivudine (LDT) and Adefovir Dipvoxil (ADV).

Methods: Data from HBeAg positive 244 patients with chronic

hepatitis B in 3rd People’s Hospital of Kunming were retrospectively

analyzed. The patients were randomly divided into two groups. Both

groups received 104 weeks of treatment. One group received com-

bination treatment of LDT and ADV (de novo combination regimen

treatment group) for 104 weeks. The other group received treatment

of LDT (single regimen treatment group) for 24 weeks, followed by

optimized treatment to the 104th week, based on their 24th weekly

virological responses. Virological, serological, biochemical and other

indicators were tested, at different times, until the end of 104 week

treatment.

Result: At all time nodes of treatment, decrease of HBV DNA of the

de novo combination treatment group was significantly higher than

that of the LDT single regimen treatment group. The difference is

statistically significant (P \ 0.05). Upon 36 weeks’ treatment, the

HBV DNA negative conversion rate of the de novo combination

treatment group was significantly higher than the LDT single regimen

treatment group, at 87.61 and 96.46%, at the 48th and 104th week,

respectively. Compared with de novo single regimen group, c2 =

5.637, P = 0.007 and c2 = 4.082, P = 0.031. After 24 weeks of

treatment, serological negative conversion rate of the combination

treatment group was also significantly higher than the single regimen

group, at c2 = 6.944, P = 0.001 (the 36th week), c2 = 5.537, P =

0.006 (the 48th week), c2 = 5.286, P = 0.007 (the 72nd week), c2 =

5.031, P = 0.010 (the 104th week). Both groups had good ALT
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normalization rates, with no statistically significant difference

between the two groups (P[ 0.05). During the 104 week treatment,

the de novo combination treatment group experienced no virological

breakthrough. At all time nodes, there was no significant difference in

CK elevation level of the two groups (P [ 0.05). LDT-related CK

elevation was mainly level 1 and level 2 (48.88%). 4.93% of the

samples had level 3 and level 4 CK elevation. Myalgia and myas-

thenia occurred only in 3.14% samples. Only 0.45% of the samples

were confirmed as myositis, through electromyography. Case of

rhabdomyolysis was zero.

Conclusion: De novo combination treatment of LDT and ADV can

obtain better virological response and high HBeAg seroconversion

rate, than single LDT treatment, or optimized treatment after 24

weeks. Combination treatment with LDT and ADV can reduce

occurrence of HBV drug resistance.

PP1144

Quantification of serum hepatitis B core antibody to predict
and monitor off-therapy response after cessation of nucleos(t)ide
analogue treatment in chronic hepatitis B patients
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Background: Discontinuation of nucleos(t)ide analogues (NUCs) in

patients with chronic hepatitis B (CHB) usually leads to viral and

clinical relapses. There is a unmet need to explore predictive

biomarkers for off-therapy relapse. In this study, we investigated

whether serum level of hepatitis B core antibody (anti-HBc) could

predict relapse after discontinuation of NUCs in patients with CHB.

Methods: This was a prospective cohort research that enrolled adult

patients who had received NUCs for a minimum of 3 years and then

discontinued the therapy. All were undetectable for viral DNA and

negative for HBeAg in serum at treatment cessation. Those with HCV

or HIV co-infection, active malignancy, cirrhosis that mandates long-

term antiviral treatment, history of hepatic encephalopathy or variceal

hemorrhage, and prior exposure to interferon were excluded. Patients

were then followed every 3 months after NUC discontinuation to

observe recurrent clinical hepatitis B (defined as serum ALT [ 80

U/L plus HBV DNA [ 2000 IU/ml) and virological relapse (HBV

DNA [ 2000 IU/mL regardless of serum ALT). The association

between quantity of serum anti-HBc and the outcomes were analzyed.

Result: This study analyzed a total of 97 patients (79.4% male, n =

77; median age, 48.2 years) who discontinued NUCs after a minimum

of 3 years (median 36.7; IQR 36.5–37.1 months). They were followed

for a mean duration of 18.9 months following treatment cessation.

The cumulative incidence rates of clinical relapses were 20.0% (95%

CI 13.3–29.6%) and 40.1% (95% CI 30.5–51.4%) at 1 and 2 years,

respectively; virological relapses were 55.4% (95% CI 45.7–65.5%)

and 78.5% (95% CI 68.9–86.7%) at 1 and 2 years, respectively. A

higher level of anti-HBc tended to be associated with a lower risk of

clinical relapse (hazard ratio 0.54; 95% CI 0.28–1.01; P = 0.05) after

adjustment for level of surface antigen and age, whereas it was not

associated with virological relapse (P = 0.74).

Conclusion: This study reveals a statistically borderline association

between end-of-therapy anti-HBc level and clinical relapse in CHB

patients who discontinue NUC therapy. A low level of anti-HBc (e.g.,

\100 IU/mL) may suggest a high risk or rapid clinical relapse. These

preliminary results implicate a potential role for anti-HBc level as an

additional risk predictor for off-therapy clinical relapse and call for

further research.

PP1145

The efficacy of entecavir in treating hepatitis B e antigen negative
chronic hepatitis B patients

Jia Guoquan1, Liu Huajuan2, Zhang Quan3

1Guizhou Medical University, Guiyang; 2Guizhou Medical

University, Guiyang; 3Affiliated Hospital of Guizhou Medical

University, Guiyang

Background: To compare the efficacy and safety of Entecavir with

Adefovir in treating hepatitis B e antigen (HBeAg) negative chronic

hepatitis B patients.

Methods: 82 Patients with chronic hepatitis B were randomly

assigned to receive 0.5 mg of Entecavir or 10 mg of Adefovir dip-

ivoxil once daily. The primary observation indexes were serum HBV

DNA levels and normalization of alanine aminotransferase (ALT)

levels.

Result: At week 48, the percentage of HBV DNA conversion with

Entecavir and Adefovir treatment were 5.48 log(10) and 4.03 log(10)

(p = 0.008) respectively; and normalization of ALT levels were

69.23% and 46.51% (P = 0.038); and the adverse events were 64.10

and 55.81% (P = 0.445).

Conclusion: Among patients with HBeAg-negative chronic hepatitis

B, there were good virologic and biochemical responders with the two

drugs. But, Entecavir demonstrated greater HBV DNA suppression

with similar safety profile than did Adefovir dipivoxil.
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PP1146

Relationship between efficacy of peg-IFN therapy and Atg5
polymorphism in HBeAg positive patients with chronic hepatitis
B

Ying Shi1, Xian Liang1, Jianchun Guo2, Yechao Hu1, Yunhao
Xun2

1Zhejiang Chinese Medical University, Zhejiang; 2Xixi Hospital of

Hangzhou, Hangzhou

Background: Hepatocytic autophagy affects HBV replication and the

host antiviral response, but the relationship between efficacy of

pegylated interferon (peg-IFN) therapy and hepatocytic autophagy is

unknown. Thus the present study aimed to observe the relationship

between efficacy of peg-IFN therapy and Atg5-, one of the pivotal

autophagy genes, polymorphism in HBeAg positive patients with

chronic hepatitis B (CHB).

Methods: 120 HBeAg positive patients with CHB (age 18–42, male

78) who treated with peg-IFN of 48 weeks were enrolled in our center

from Jan. 2012 to Dec. 2014. Atg5 polymorphism was evaluated by

polymerase chain reaction and restriction fragment length polymor-

phism (PCR–RFLP). Clinical data about ALT, hepatitis B serum

markers and HBV DNA were collected.

Result: The efficacy was different at the end of peg-IFN treatment

between groups of different rs573775C/T alleles. The rates of ALT

normalization, HBV DNA negativity and HBeAg seroconversion

were 63.3, 60.0, 13.3% in the TT group, respectively; the corre-

spondingly rates in patients with CC allele were 76.0, 92.0, 44.0%,

respectively; and those in the CT group were 64.6, 69.2, 21.5%,

respectively. The efficacy in TT group was worse than the other two

groups, especially in terms of viral response and HBeAg serocon-

version rate (p \ 0.05 for both). No significant difference was

observed in the rate of ALT normalization. The genotype of

rs17587319C/G was inconsistent with the Hardy–Weinburg balance

law by a Chi square test analysis. Even though, a different efficacy at

the end of treatment was suggested between patients with different

rs17587319C/G alleles. The rates of ALT normalization, HBV DNA

negativity and HBeAg seroconversion were 48.4, 69.0, 80.6%; 58.1,

70.7, 87.1%; and 9.7, 48.3, 38.7%, in the GG group, CC group and

CG group, respectively. Obviously, GG group showed the worst

response.

Conclusion: Atg5 gene polymorphism (rs573775C/T, rs17587319C/

G) relates to the treatment response of peg-INF in HBeAg positive

patients with CHB, with rs573775TT as well as rs17587319GG

exhibiting a negative effect. Further study is required to clarify the

association between them.

PP1147

The effect of tenofovir and entecavir on lipid profile in chronic
hepatitis B patients

Fehmi Tabak1,2, Bilgul Mete1, Bahadir Ceylan3, Alper Gunduz4,
Ozlem Aydin5, Hayat Kumbasar6, Aahant Cagatay7, Levent
Erdem8, Funda Kocak9, Resat Ozaras1

1Infectious Diseases, Istanbul University Cerrahpasa Medical School,

Istanbul, Turkey; 2Istanbul , Turkey; 3Medipol University, Istanbul,

Turkey; 4Sisli Etfal Hospital, Istanbul, Turkey; 5Istanbul Medeniyet

University, Istanbul, Turkey; 6Bakirkoy Education and Training

Hospital, Istanbul, Turkey; 7Istanbul University, Istanbul Medical

Faculty, Istanbul, Turkey; 8Istanbul Bilim University, Istanbul,

Turkey; 9Basaksehir State Hospital, Istanbul, Turkey

Background: The treatment of chronic hepatitis B (CHB) with

nucleos(t)ide analogs (NAs) is long-term. Although NAs are safe,

they have metabolic effects that may be clinically relevant in long-

term use. The effect of tenofovir and entecavir on lipid profile in CHB

setting is not clearly known. In this study we aimed to explore the

comparative effects of tenofovir and entecavir on lipid profile in

patients under CHB treatment.

Methods: We included patients with CHB disease in a treatment

cohort. The cohort included previously untreated patients from 10

centers in Istanbul, Turkey. The centers entered the data of their

outpatient unit patients into an electronic database and the cohort was

monitored regularly. The cohort was approved by the Ethics Com-

mittee of Cerrahpasa Medical School, Istanbul University. The

following demographic, clinical, and laboratory parameters were

determined: age, sex, height, weight, HBeAg status (positive or

negative), baseline ALT level, baseline HBV-DNA level, liver biopsy

scores (inflammation and fibrosis), the drug initiated, on treatment

ALT, and HBV-DNA levels in 6 and 12 months. Blood samples were

collected at baseline, 6th month, and 12th month, stored at -20 C for

lipid profile. Inclusion criteria for the cohort and for the current study

were HBsAg positivity and HBV-DNA positivity. Exclusion criteria

were coinfection with HCV, HDV, or HIV, which may interfere with

the viral dynamics of HBV. The patients were given either entecavir

or tenofovir. Total cholesterol, triglycerides, HDL, and LDL were

studied at baseline, 6th month and 12th month. Their levels were

compared within the group and between the groups.

Result: A total of 104 patients was enrolled (67 male, 37 female,

mean age 42 ± 14 years). A hundred patients were completed 1-year

treatment (59 entecavir, 41 tenofovir). Total cholesterol, triglycerides,

HDL, and LDL levels at baseline, 6th month and 12th month are

given in Table 1.

Conclusion: The cohort showed that both tenofovir and entecavir

increased HDL levels, however the increase was higher in entecavir

group. LDL levels were not influenced in either treatment. Entecavir

decreased triglyceride level; tenofovir did not affect it. Entecavir

increased levels of total cholesterol while tenofovir did not change it.

The study suggested that both entecavir and tenofovir had affects on

HDL, total cholesterol and triglyceride but not on LDL.

PP1148

Changes in serum b2-microglobulin, retinol-binding protein,
and cystatin C and their value in identifying early renal
dysfunction in patients with chronic hepatitis B undergoing
tenofovir or entecavir monotherapy: a comparative analysis

Jia He1, Jia Shang1
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1Department of infectious Diseases, Henan Provincial People’s

Hospital, Henan

Background: To investigate the dynamic changes in serum b2-mi-

croglobulin, retinol-binding protein, and cystatin C in chronic

hepatitis B (CHB) patients treated with tenofovir or entecavir alone as

the anti-HBV therapy, as well as their value in identifying early renal

dysfunction.

Methods: A total of 61 previously untreated CHB patients who were

diagnosed and treated in the Department of Infectious Diseases in

Henan Provincial People’s Hospital from June 2013 to August 2015

were enrolled and divided into tenofovir group and entecavir group.

The serum levels of b2-microglobulin, retinol-binding protein, cys-

tatin C, and creatinine and estimated glomerular filtration rate (eGFR)

were compared between the two groups at baseline and 4, 8, 39, 52,

78, and 104 weeks after antiviral therapy. The independent samples

t-test was used for comparison of continuous data, and the Chi square

test was used for comparison of categorical data. P\ 0.05 was con-

sidered statistically significant.

Result: A total of 61 CHB patients were enrolled, with 31 in the

tenofovir group and 30 in the entecavir group. The two groups had

comparable serum levels of b2-microglobulin, retinol-binding pro-

tein, and cystatin C at baseline, but there were significant differences

in b2-microglobulin and retinol-binding protein over time (both P\
0.05). There was a significant difference in cystatin C at 78 weeks (t

= -2.062, P = 0.044), but there was no significant difference at 104

weeks (t = -1.544, P = 0.128). There were no significant differences

in serum creatinine or eGFR at any time point between the two groups

(P [ 0.05). At 104 weeks, there were no significant differences in

HBV-DNA clearance rate or the level of virologic breakthrough

between the two groups (P[ 0.05).

Conclusion: Serum b2-microglobulin, retinol binding protein, and

cystatin C are more sensitive than eGFR in the monitoring of early

renal dysfunction during the anti-HBV therapy with tenofovir or

entecavir alone.

PP1149

The effects of non-invasive liver fibrosis indexes and the incidence
of primary liver cancer of compensated hepatitis B cirrhosis
with long-term different kinds of nucleosides treatment

Shuqin Zhang1

1Hepatobiliary Disease Hospital of Jilin Province, Changchun

Background: 1. Explore the effects of non-invasive liver fibrosis

indexes of compensated hepatitis B cirrhosis with 5-year different

kinds of nucleoside drugs treatment. 2. Observe theincidence of pri-

mary liver cancer of compensated hepatitis B cirrhosis with 5-year

different kinds of nucleosides treatment.

Methods: 236 cases with compensated hepatitis B cirrhosis from

January to October 2011 in our hospital, all cases accepted different

kinds of nucleoside drugs therapy, divided into three groups accord-

ing to the sort of nucleoside drugs, that is group of Entecavir (ETV),

group of Adefovir (ADV) and group of Lamivudine in combination

with adefovir (LAM + ADV). Observation indexes including fibros-

can stiffness, Aspartate aminotransferase-to-Platelet Ratio Index

(APRI), Fibrosis 4 Score (FIB-4) before and after treatment, the

5-year incidence of primary liver cancer. APRI = AST/ULN*100/

PLT (109/L), FIB-4 = age (year)*AST (U/L)/[PLT (109/L)*ALT-

(U/L)].

Result: 1. Baseline indexes of three groups before treatment are

shown in table 1. 2. Fibroscan, APRI and FIB-4 before and after

treatment in three groups are shown in Table 2. Statistics shown,

Fibroscan and APRI index of three groups decreased significantly

after 5-year treatment (P\0.05). Among them ETV treatment group

declined most significantly, and has significant difference With ADV

and LAM + ADV group (P \ 0.05). FIB-4 decreased slightly after

5-year treatment in three groups, but has no significant difference (P[
0.05).

Conclusion: 1, Compared to adefovir alone and adefovir combination

with lamivudine, entecavir can obviously improve Fibroscan and

APRI index of compensated hepatitis B cirrhosis patients receiving 5

years treatment.2, Similar 5- year incidence of primary liver cancer

was shown in three groups.3, Baseline of Fibroscan (kpa), APRI and

FIB-4 indexes were risk factors for primary liver cancer.

PP1150

Study on the role of apolipoprotein B mRNA editing enzyme
catalytic polypeptide 3G (APOBEC3G) in the antiviral therapy
of chronic hepatitis B

Wang Jianjun1, Zhao Ping2, Jin Xueyuan1, Chen Yongqian1, Yan
Tao1

Hospital of PLA, Beijing; 2302 Hospital of PLA, Beijing

Background: Apolipoprotein B mRNA 3G editing enzyme cat-

alytic polypeptide (APOBEC3G) is a member of the APOBEC

family. It can participate in apolipoprotein B mRNA editing

through induced cytosine to uracil mutation, and is an important

factor of natural immunity. Many basic studies show that it has a

direct anti HBV effect. This test is to detect whether there are

differences in the levels of APOBEC3G in different stages of HBV

infection and during the different period treated with different

antiviral drugs, and to speculate on the role of innate immunity in

antiviral therapy.

Methods: 30 cases of chronic hepatitis B patients who treated with

polyethylene glycol interferon alpha -2a and 30 patients who treated

with Entecavir were selected, 20 patients with chronic hepatitis B and

20 patients with Hepatitis B cirrhosis were selected. 20 healthy adults

as controls. The viral load and ALT level were detect, and the level of

APOBEC3G mRNA in peripheral blood mononuclear cells (PBMC)

was analyzed by fluorescence quantitative PCR.

Result: Compared with healthy adults, patients with chronic hepatitis

B, liver cirrhosis and the use of Entecavir and interferon antiviral, The
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level of APOBEC3G mRNA in patients’ PBMC s were increased by

1.4, 1.37, 1.44, 3.95 times (P\ 0.05); There was no significant dif-

ference in the level of APOBEC3G mRNA between the patients

treated with Entecavir and the patients without any treatment (p [
0.05); The Level of APOBEC3G mRNA in patients treated with

interferon was 2.36, 2.40 times (P\0.05) than that in patients without

any treatment and patients treated with Entecavir, respectively. The

level of APOBEC3G mRNA in patients with high level of ALT was

1.35 times higher than that of in patients with normal level of ALT (P

\ 0.05). The level of HBVDNA was not related to the content of

APOBEC3G mRNA (P[ 0.05).

Conclusion: APOBEC3G plays an important role in the antiviral

therapy of interferon, and its specific antiviral effect is still needed to

be confirmed by further experiments.

PP1151

Present investigation and analysis of 7683 cases of chronic
hepatitis B patients with nucleoside (acid) drugs application

Zhaoxin Yuan1

1Hepatobiliary Disease Hospital of Jilin Province, Changchun

Background: Along with each kind of nucleosides drugs going on the

market time extension, the application crowd are increasing gradu-

ally. Through investigating the usage of nucleoside drugs in chronic

hepatitis B of hepatobiliary disease hospital of Jilin province nearly 1

years, specificate application of nucleoside drugs, monitoring and

management the key crowd.

Methods: Investigate and inquiry the cognitive and usage of nucle-

oside drugs of 7683 outpatients of chronic hepatitis B in our hospital

the content includes past and present use of nucleoside drugs, the

medical institution grade of nucleoside naive, the naive age, the

course of HBV infection, the using duration of nucleoside drugs, the

kinds of nucleosides drug, the cognitive situation of patients to

nucleoside drugs.

Result: 1. Under 7683 cases of chronic hepatitis B patients, 3962

patients received nucleoside drugs treatment, accounting for 51.57%,

of these, 198 cases had less than one year of nucleoside drug treat-

ment and had been withdrawal by the survey, accounting for 2.58%.

Another 3764 cases are using nucleoside drugs by the survey,

accounting for 48.99%. 2. The naive age, the course of HBV and the

use time of nucleoside drugs in 3764 cases who are using nucleoside

drugs are shown in table 1. 3. The medical institution grade of

nucleoside naive and the kinds of nucleoside are shown in table 2. 4.

The survey of cognitive situation of patients to nucleoside drugs.

Results showed that 70.21% of the patients said nucleoside drugs

cannot be withdrawal casually, but 64.61% of patients do not

understand the course of nucleoside drugs treatment. 27.42% patients

think of nucleoside drugs needed life-long taking. 48.70% of patients

did not follow the use of nucleoside drugs specification for review of

the related items, 36.26% of patients decided the review items by him

or herself, most of the patients only check liver function and

HBVDNA, 26.54% patients said outpatient doctors acquiesced the

patients’ own review items and no longer continued asking medical

history and medications.

Conclusion: 1. Nucleoside drugs treatment accounted for 48.99% in

outpatient patients with chronic hepatitis B in our hospital nearly 1

years. 2. nucleoside drugs treatment population is concentrated on the

history of more than 10 years, older patients, the average using course

of less than 3 years at present, less proportion of patients had appli-

cation more than 5 years. 3. 47.48% of total patients accepted

nucleoside drugs naive in the secondary and under the secondary

hospital, the overall proportion of first-line drugs was only accounted

for 48.28%, using two or three line of drugs alone accounted for

34.98%, that may exist or cause subsequent resistance problems

gradually. 3. The majority of patients had poor recognition of

nucleoside drugs specification use, liver disease doctors had a long

way to gradually standardize the application of nucleoside drugs.

PP1152

Kinetics of HBsAg loss during long-term therapy
with nucleos(t)ide analogues of different potency in patients
with chronic hepatitis B

Xiaogang Zhang1

1Changzhou Third People’s Hospital Affiliated to Medical School of

Nanjing University, Guangzhou

Background: The ideal end points of therapy in chronic hepatitis B

patients (CHB) is HBsAg loss and development of anti-HBs but

infrequently achievable. Long-term antiviral therapy might be bene-

ficial of HBsAg Loss. The aims of this study were to investigate the

kinetics of HBsAg of Patients with CHB who lost HBsAg during

long-term monotherapy with Nucleos(t)ide analogues (NAs).

Methods: We retrospectively evaluated the kinetics of HBsAg in 12

patients with CHB who all lost HBsAg and exhibited persistent viral

suppression by long-term antivival therapy with adefovir dipivoxil

(ADV) or entecavir (ETV) or telbivudine (LDT) for years 3 to 11.

HBV genotype was determined at baseline. Liver biochemistry, HBV

serological markers, serum HBV DNA and HBsAg titers were

determined at baseline, half year and yearly.

Result: There were 6 hepatitis B e antigen (HBeAg)-positive and 6

HBeAg-negative patients within the original 12 CHB patients (5 by

ETV, 5 by LDT and 2 by ADV). Serum HBsAg titers after treatment

with ADV or ETV or LDT were significantly lower than the baseline

titers (P\ 0.05). At the end of treatment years, all patients achieved

hepatitis B virus DNA (HBV DNA) undetectable; 5 of the 6 HBeAg-
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positive patients had HBeAg loss. HBeAg seroconversion was

detected in 1 of these 5 HBeAg loss patients. NAs treatment pro-

gressively reduced serum HBsAg levels (mean ± SD) from baseline

(226.2 ± 165.2 ng/mL) to treatment year 1 (110.1 ± 116.9 ng/mL),

and treatment year 3 (43.2 ± 48.6 ng/mL) in 12 patients (P\ 0.01);

During the first year of treatment, three patterns of HBsAg decline

were observed: rapid ([50%) in 9 patients, slow ([20%) in 2 patients,

and steady levels in 1 patients. of the HBeAg-positive patients,

HBsAg loss was observed in 2, 1, 1, 1, 1 at the treatment years 1, 2, 3,

6, 7; of the HBeAg- negative patients, HBsAg loss was observed in 3,

1, 1, 1 at the treatment years 1, 3, 4, 9 there was no statistically

significant difference between two groups (P [ 0.05). HBsAg sero-

conversion was detected in 2 (by ETV),1 (by ETV),1 (by LDT),1 (by

LDT), 1 (by ETV) at the treatment years 1,3,4,5,9. None by ADV

exhibited HBsAg seroconversion.

Conclusion: Serum HBsAg titers gradually decreased during long-

term treatment with either ADV or ETV or LDT. It appears that a

rapid decline in serum HBsAg levels during the first year may have a

greater likelihood of achieving HBsAg seroconversion in CHB

patients by ETV or LDT than by ADV, as long as patients have

achieved persistent viral suppression.

PP1153

Efficacy of telbivudine joint adefovir dipivoxil comparing
with entecavir alone in the Treatment of HBeAg positive B viral
hepatitis

Ming Wang1, Haiying Sun1, Zhaoxin Yuan1, Shuqin Zhang2

1Hepatobiliary Disease Hospital of Jilin Province, Changchun;
2Hepatobiliary Disease Hospital of Jilin Province, Changchun, China;

Background: In this study, 58 cases of HBeAg-positive hepatitis B

patients with telbivudine joint adefovir dipivoxil treatment, compar-

ing with 53 cases of HBeAg-positive hepatitis B patients for the

entecavir treatment were now reported as follows.

Methods: Select 111 cases of outpatients or inpatients with HBeAg

positive viral hepatitis B in our hospital from June 2010 to June 2012,

the treatment group of 58 cases, given 96 weeks of treatment for

telbivudine, control group of 53 cases, given the treatment of ente-

cavir for also 96 weeks. Indicators of observation included

HBVDNA, hepatitis B serum markers, serum creatine kinase, renal

function in the treatment of 12, 24, 48 and 96 weeks.

Result: 1. Negative rate of HBVDNA (%) in the course of treatment

was shown in Table 1. 2. Seroconversion rate of HBeAg was shown in

table 2. 3. Follow-up 6 months for some patients who got complete

virological response and quit therapy at 96 weeks in the treatment

group 38 cases quit therapy and were followed up for 6 months, five

cases of patients with viral breakthrough, the recurrence rate was

13.2%; in the control group 40 cases quit therapy and were followed

up for 6 months, 17 cases of patients with virological breakthrough,

the recurrence rate was 42.5%, the difference was significant in two

groups (p\ 0.05).

Conclusion: 1. HBVDNA negative rate were of no significant dif-

ference in telbivudine and adefovir dipivoxil combination therapy

group and entecavir monotherapy group, but the HBeAg serocon-

version rate of combination therapy group is superior to entecavir. 2.

Virological relapse rate of withdrawal of the combined treatment

group was significantly lower than the entecavir treatment group,

which is possible related to the higher HBeAg seroconversion rate in

the combination therapy

PP1154

Compation the effects of telbivudine and entecavir treatment
on estimated glomerular filtration rate in patiens 0f adefovir -
related renal toxicity with chronic hepatitis B

Yu Liu1, Jiang jian Ning1, Du Man1

1The First Affiliated Hospital, Guangxi Medical University, Nanning

Background: Nowadays ADV is still widely used in CHB and LC

patients in China. It has been reported that adefovir monotherapy or

combitnition with lamivudine exhibits does-related renal toxicity

during CHB reatment several studies have reported renoprotective

effect of telbivudine or enticavir during the treatment of patiens of

CHB. This study is to compare the effects of telbivudine and ente-

cavir on estimated glomerular filtration rate in patiens chronic

hepatitis B, who had exhibited adefovir -related renal toxicity.

Methods: We performed a retrospective analysis on 41 patients with

CHB or cirrhosis who received treatment of ADV as single drug or

combined LAM treatment, which were replaced by LdT and ETV

respectively after renal dysfunction. Six months later. We compared

the baseline and the change of eGFR. Moreover, we did bivariate and

multilinear correlation regression analysis on 4 factors: gender,

dressing age, diagnosis and dressing regimen, which may affect the

improvement of renal function.

Result: The renal function eGFRs of 2 groups improved after

changing dressings, especially the baseline of moderately abnormal

patients’ eGFR improved apparently (reducing by 19%). The mean of

improvement of eGFR is (9.10 ± 9.85) mL/min/1.73 m2 (t = 5.918, p

= 000). The eGFR of the group which change dressing into ETV

improved at (4.84 ± 8.92) mL/min/1.73 m2 (t = 2.425, p = 0.025)

and which of the LdT was (13.17 ± 8.89) mL/min/1.73 m2 (t = 6.629,

p = 0.000). The improvement effects of LdT group was better than

ETV group (p = 0.048), and the average level improvement effects of

renal function of LdT group was higher than ETV group (t = 2.959, p

= 0.005). The correlation regression analysis showed that, the

improvement of eGFR was not associated with patient’s gender,

dressing age and diagnosis, but related to dressing regimen (correla-

tion coefficients: B = 0.2, P = 0.031).

Conclusion: The renal dysfunction of eGFR caused by taking long-

term low-dose ADV (10 mg/day) can be improved apparently by

changing LdT as anti-HBV treatment. It is likely that ETV can

improve renal function eGFR. Dressing regimen relates to the

improvement of renal function and LdT improves better than ETV.
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Nucleo(s)tide analogues sequential therapy with peginterferon
for the treatment of chronic hepatitis B: a meta-analysis
of randomized controlled trials

Jia Xiaoyan1, Zhao Ping2

1International Center for Liver Disease Treatment, 302 Hospital of

PLA, Beijing; 2International Center for Liver Disease Treatment, 302

Hospital of PLA, Beijing

Background: To systematically evaluate the efficacy and safety of

nucleo(s)tide analogues (NAs) sequential therapy with Peginterferon

for the treatment of chronic hepatitis B.

Methods: Studies of Pubmed, Embase, Cochrane Library databases,

and the Chinese Medical (CNKI, Wanfang and VIP) databases were

conducted to identify all relevant randomized controlled trials (RCTs)

published since October 2011 to September 2016. Eight studies

comparing NAs (entecavir, adefovir) monotherapy to NAs (treatment

duration C36 weeks) sequential therapy with Peginterferon (combi-

nation therapy named group 1, n = 4, Peginterferon monotherapy

named group 2, n = 4; treatment duration 48–52 weeks) were

involved. Two reviewers independently screened literature, extracted

data and assessed the methodlogical quality of the included studies,

then, meta-analysis was performed with RevMan 5.3.

Result: Compared with using NAs for antiviral treatment, NAs

sequential therapy with Peginterferon were more efficiently in HBeAg

negative rate (49.1 vs 24.9%, OR 3.17, 95% CI 2.08–4.84, P\0.01),

HBeAg seroconversion rate (33.2 vs 12.5%, OR 3.72, 95% CI

2.41–5.73, P\ 0.01), HBsAg negative rate (11.5 vs 0.5%, OR 9.31,

95% CI 2.72–31.89, P \ 0.01), HBsAg seroconversion rate (5.4 vs

0%, OR 6.64, 95% CI 0.8–54.95, P = 0.08). According to the results

of subgroup analysis, compared with NAs monotherapy, group 1

achieved higher HBeAg negative rate (56.9 vs 26.2%, OR 4.92, 95%

CI 2.52–9.63, P \ 0.01), and group 2 achieved higher HBeAg neg-

ative rate (40.4 vs 20.6%, OR 2.62, 95% CI 1.47–4.68, P \ 0.01);

group 1 achieved higher HBeAg seroconversion rate (25.3 vs 10%,

OR 3.1, 95% CI 1.66–5.79, P\ 0.01), and group 2 achieved higher

HBeAg negative rate (43.2 vs 15.8%, OR 4.39, 95% CI 2.41–8, P\
0.01). Sequential treatment group showed more adverse events, most

of which can be tolerated or symptomatic improved.

Conclusion: NAs sequential therapy with Peginterferon for the

treatment of chronic hepatitis B can achieve higher HBeAg negative

rate, HBeAg seroconversion rate, HBsAg negative rate and HBsAg

seroconversion rate with better tolerability.

PP1156

Impact on renal function of CHB patients with ADV treatment

Du Man1, Jiang jian Ning1, Yu Liu1

1The First Affiliated Hospital, Guangxi Medical University, Nanning

Background: Nowadays ADV is still widely used in CHB therapy

even renal dysfunction caused by long-term administration of low-

dose adefovir dipivoxil (ADV) has been reported in recent years. The

aim of this retrospective study was to evaluate the impact on the renal

function of patients with chronic hepatitis B (CHB) receiving adefovir

dipivoxil (ADV) therapy and analyse the risk factors for increased

renal function attenuation.

Methods: This retrospective analysis compared the change of esti-

mated glomerular filtration rate (eGFR) on chronic hepatitis B or liver

cirrhosis patients during 3 years treatment with adefovir (ADV) or

adefovir plus Lamivudine/entecavir combination therapy. The uni-

variate and multivariate Cox proportional hazards regression model

analyses were performed for 5 factors which might influence renal

function attenuation, i.e., sex, age, diagnose, baseline eGFR level, and

drug type. The Kaplan–Meier method was used for calculating the

cumulative renal function attenuation rate.

Result: The mean level of eGFR demonstrate an annual decrease, and

the proportion of patients with abnormal renal function increased with

the therapy duration (from 22.5% at the base line to 57.5% at the third

year of treatment). The cumulative incidence of the renal function

attenuation was 22.31%. Moderately abnormal renal function was

observed in 2.5 and 5% of patients at the second and third year of

ADV therapy respectively, and no moderately abnormal renal func-

tion was observed at baseline and the first year of ADV therapy.

Severe abnormal renal function was not observed during the 3 years

of treatment. The age of start ADV treatment (RR = 8.244, P =

0.017) was the independent risk factors for renal function attenuation.

Conclusion: As a common antiviral medicine for HBV, ADV can

cause renal insufficiency, and the rate and degree of renal insuffi-

ciency increased with the extension of treatment duration. Age was an

independent risk factor for ADV-induced renal function attenuation,

besides sex was also an important influence factor of ADV-induced

renal function attenuation, so we should avoid to choose ADV as the

antiviral therapy for the old male patients.
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Impact of varied consolidation durations on sustained virologic
response to nucleos(t)ide analogues in HBeAg positive CHB
patietns: a propensity score matching analysis

Meng Zhang1,2, Feng Liu1, Zhi-Rong Liu1,2, Lei Wang1

1The Second Hospital of Shandong University, Jinan; 2Jinan

Infectious Disease Hospital, Shandong University, Jinan

Background: Different consolidation durations in HBeAg-positive

CHB patients receiving nucleos(t)ide analogues (NUCs) were rec-

ommended by several international practice guidelines. An at least

12-month consolidation was recommended by AASLD guideline and

whether longer consolidation results in better sustained response is

still unknown. The aim of the present study is to evaluate the impact

of longer consolidation durations on the sustained virologic response

in HBeAg-positive CHB patients.

Methods: A total of 138 HBeAg positive CHB patients treated with

NUCs (including lamivudine, adefovir, telbivudine or entecavir) and

discontinued NUCs after various consolidation treatments were con-

secutively included since November 2010. The patients were divided

into two groups according to their consolidation durations with the

cutoff value of 36 months. Age at cessation, gender, pretreatment

ALT, pretreatment HBV DNA level, time to HBeAg seroconversion

and time to HBV DNA loss were compared between groups using

appropriate methods. Propensity score matching was adopted to

equalize the parameters significantly different between these two

groups.

Result: Before matching, median age at cessation in patients with

[=36 months consolidation was older than those in patients with\36

months consolidation (P\ 0.001). 12 patients ([= 36 months con-

solidation) were paired with 36 patients (\36 months consolidation)

by the PS matching. After matching, age at cessation, gender, pre-

treatment ALT, pretreatment logHBV-DNA and time to HBeAg

seroconversion were comparable between these two groups. The

cumulative relapse rates within 6 months and 1 year were 8.3 and

16.7% respectively in patients with[=36 months consolidation, while

in patients with \36 months consolidation the corresponding cumu-

lative relapse rates were 30.6 and 36.1%, the five-year cumulative

relapse rate was 60% (P = 0.40). 3 and 1 patients achieved HBsAg

loss respectively in these two groups. Non of all the patients had

hepatic decompensation, cirrhosis or Hepatocellular carcinoma.

Conclusion: Consolidation therapy over 36 months can lower the risk

of virological relapse in HBeAg positive CHB patients. And longer

consolidation may increase the HBsAg clearance.

PP1158

Hypophosphataemia during long-term adefovir dipivoxil therapy
in patients with hepatitis B virus infection

Liu Qiuxia1, Lei Wang2, Feng Liu3

1The Second Hospital of Shandong University, Jinan; 2The Secong

Hospital of Shandong University, Jinan; 3The Second Hospital of

Shandong University, Jinan

Background: Adefovir dipivoxil (ADV), a oral nucleotide analog, is

commonly used for treatment of chronic hepatitis B (CHB) and

associated with a does-related but usually reversible proximal renal

tubular toxicity. This study was designed to assess the cumulative

incidence of hypophosphatemia caused by long-term treatment with

ADV and explore the risk factors.

Methods: A total of 252 hepatitis B patients treated with ADV or plus

LAM for at least 1 year were recruited. Serum phosphate level, serum

creatinine and estimated glomerular filtration rate (eGFR) were

assessed. The cumulative incidence of hypophosphatemia and

potential risks were retrospectively analyzed.

Result: There were 24 (9.5%) developed hypophosphatemia (defined

as serum phosphorus \0.80 mmol/L) during a median treatment

duration of 66.5 months. The cumulative incidence of hypophos-

phatemia at 2–10 years was 0.6, 0.6, 0.6, 3.1, 5.9 10.6, 13.5, 13.5 and

19.3% for the patients with CHB and that was 1.5, 3.2, 7.6, 10.1, 13.4,

23.6, 32.1, 49.1 and 49.1% for the patients with LC (Log-Rank v2 =

7.216, P = 0.007). The cumulative incidences of hypophosphatemia

for the patients with liver cirrhosis (LC) were obviously higher than

those for the patients with CHB (Log-Rank v2 = 7.216, P = 0.007).

Cox regression identified that LC (P = 0.012) and administration with

ADV plus LAM (P = 0.016) were significant predictive risks for

hypophosphatemia.

Conclusion: Hypophosphatemia can be acquired in patients taking

ADV at a conventional does of 10 mg per day, especially for the

patients with LC or ADV plus LAM. For early diagnosis, we suggest

that patients who take ADV should be checked with regular
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laboratory monitoring, including tests of serum phosphorus, ALP,

creatinine, Cysc and evaluation of eGFR. If laboratory tests showed

hypophosphatemia is possible, more attention should be paid to. ADV

should be replaced by other antiviral agent in order to prevent the

development of ADV-related hypophosphatemia osteomalacia and

following bone complications.

PP1159

Efficacy and safety of telbivudine in hepatitis B virus-related
hepatocellular carcinoma following liver resection

Cheng Cheng Wang1, Yan Jia Yang1, Da Jiang Li1, Hong Wu2,
Kai Liu1, Center of Infectious Diseases, West China Hospital of
Sichuan University

1Center of Infectious Diseases, West China Hospital of Sichuan

University, Chengdu 610041, Sichuan Province; 2West China

Hospital of Sichuan University, Chengdu 610041, Sichuan Province

Background: Hepatitis B virus (HBV) load plays an important role in

hepatocellular carcinoma (HCC) recurrence; however the effective-

ness and safety of nucleoside analogues in HCC recurrence remain

unclear. This study aimed to assess the efficacy and safety of tel-

bivudine in HBV-related HCC.

Methods: 91 Patients after liver resection for HBV-related HCC were

enrolled in this retrospective study between 2008 and 2011. of these,

38 received telbivudine at 600 mg/day orally; 53 matched control

patients were included. HBV DNA, ALT AST, TBIL, ALB, PT, Cr

and creatine kinase (CK) levels were assessed at baseline and every

three months after surgery. AFP, ultrasonography (US), CT or MRI

were also evaluated every 3–6 months to assess recurrence.

Result: Thirty-seven patients (97.37%) treated with telbivudine

showed significantly reduced serum HBV DNA, which was unde-

tectable 6 months after surgery, indicating a significant difference

compared with control patients (P \ 0.001). Liver function parame-

ters (AST, ALT, TBIL and ALB) were significantly improved

compared with baseline values in the telbivudine group; in addition,

the alterations of these parameters were markedly different from

baseline values to recurrence between both groups. Cumulative

recurrence-free survival and cumulative survival rates were signifi-

cantly higher after telbivudine treatment (all P \ 0.001). No

difference was found in Cr between both groups. Elevated creatine

kinase was observed in 13 (34.21%) telbivudine patients, with no

severe complications.

Conclusion: Telbivudine improves patient outcome in HCC, and is

well tolerated despite slightly elevated creatine kinase levels. Tel-

bivudine is effective and safe for treating HBV-Related HCC after

liver resection.

PP1160

Outcomes after discontinuation of nucleot(s)ide analogues
in patients with chronic hepatitis B: a systematic review
and meta-analysis

Guofeng Chen1,2, Cheng Wang2,3,4, Qing Shao1, Dong Ji1,5, Fan
Li1, Bing Li1, Jialiang Liu1, Jing Chen6, Vanessa Wu7, April
Wong7, Yudong Wang7, George Lau1,2,8

1Second Liver Cirrhosis Diagnosis and Treatment Center, 302

Hospital, Beijing, 100039; 2Beijing 302-Hong Kong Humanity and

Health Hepatitis C Diagnosis and Treatment Centre, Beijing;
3Division of Gastroenterology and Hepatology, Humanity and Health

Medical Centre, Hong Kong; 4State Key Laboratory of Organ Failure

Research, Guangdong Provincial Key Laboratory of Viral Hepatitis

Research, Department of Infectious Diseases, Nanfang Hospital,

Southern Medical University, Guangzhou, 510515; 5Liver failure

treatment and research centre, 302 Hospital, Beijing; 6Division of

Gastroenterology and Hepatology, Humanity and Health Medical

Centre, Hong Kong; 7Division of Gastroenterology and Hepatology,

Humanity and Health Medical Centre, Hong Kong SAR; 8Division of

Gastroenterology and Hepatology, Humanity and Health Medical

Centre, Hong Kong SAR

Background: The ideal endpoint of antiviral therapy in hepatitis B e

antigen (HBeAg)-positive and HBeAg-negative patients is sustained

off-treatment virologic response measured as loss of HBsAg, but it is

rarely achieved by currently available nucleos(t)ide analogues (NAs)

due to the refractory nature of an intracellular viral replication

intermediate termed covalently closed circular DNA (cccDNA).

Viremia rebound always occurs after termination of the NAs treat-

ment. The aim of this systematic review and meta-analysis is to

synthesize the existing evidence on first-line NAs [i.e. tenofovir

(TFV) and entecavir (ETV)] discontinuation in patients with HBeAg-

positive or HBeAg-negative chronic hepatitis B (CHB) and to identify
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potential factors associated with risk of virologic relapse (VR) after

discontinuation of the treatment.

Methods: The Pubmed and Medline database was searched from

database inception to September 2016 to identify all medical litera-

ture. Studies that used first-line nucleos(t)ide analogues, i.e. tenofovir

(TFV) and entecavir (ETV) were included. The VR rate at 6, 12, and

24 months after NA discontinuation were defined as the primary

outcomes. To stabilize the variance all extracted rates were trans-

formed to logits and the inverse variance method was applied to

estimate the pooled logit estimates and corresponding 95% confi-

dence intervals (CIs). Pooled logit estimates and their CIs were back

transformed to rates by the inverse logit transformation. Meta-re-

gression was used to explore the potential factors associated with the

risk of virologic relapse.

Result: Seven studies with 1053 CHB patients were included, of

which 657 were discontinued NAs treatment according to EASL,

APASL and AASLD guidelines. Regardless of the duration of follow-

up, VR was reported in 429 of the 657 patients (pooled estimates =

60.9, 95% CI 43.3–76.1, p \ 0.001 for heterogeneity). The pooled

rates of VR were 29.2, 55.1, and 63.3% at 6, 12 and 24 months,

respectively, after NA discontinuation, being numerically higher in

initially HBeAg-positive patients (34.8, 57.5, 69.8%) than HBeAg-

negative patients (20.3, 51.6, 57.0%). In all patients, the rates of VR

at any follow-up time point did not significantly differ according to

the pre-treatment HBV DNA level, treatment duration and consoli-

dation duration. In HBeAg-negative patients, the risk of VR at 6

month was significantly higher [relative risk (RR) = 2.7, p = 0.003]

in those with higher pre-treatment HBV DNA level; the risk of VR at

12 month was significantly higher (RR = 1.14, p = 0.014) in those

aged older.

Conclusion: Virologic relapse developed in majority of the CHB

patients and the risk increased with the duration of follow-up after NA

discontinuation. Age and pre-treatment HBV DNA level were asso-

ciated with higher risk of virologic relapse.

PP1161

Switching to telbivudine for hepatitis B e antigen-positive chronic
hepatitis B patients with poor response to interferon-alpha
therapy: a two-center retrospective study

Chuanwu Zhu1, Ming Li2, Feng Qian3

1The Fifth Peoples Hospital of Suzhou, Suzhou, China; The Affiliated

Infectious Disease Hospital of Soochow University, Suzhou; 2The

Fifth Peoples Hospital of Suzhou, Suzhou, China; The Affiliated

Infectious Disease Hospital of Soochow University, Suzhou; 3The

Fifth Peoples Hospital of Suzhou, Suzhou, China; The Affiliated

Infectious Disease Hospital of Soochow University, Suzhou

Background: The long-term efficacy of Telbivudine (LdT) between

patients with poor response to interferon-alpha (IFN-a) therapy and

those without antiviral history is unknown. Herein, we investigated

and compared the outcome of LdT therapy in these patients.

Methods: Two groups of Chinese patients who received LdT treat-

ment were enrolled, one with poor response to IFN-a and then

switching to LdT (IFN-LdT group), and the other one without

antiviral history (LdT group). The data of biochemical, serological

and virologic

Result: The cumulative probability of ALT normalization, HBV

DNA undetectability, HBeAg or HBsAg loss, and LdT-resistant

mutation at 36 months was not found to be of significant difference

between the two groups, respectively. However, the cumulative

probability of HBeAg seroconversion at 36 months was 61.55% in

IFN-LdT group, which was significantly higher than 40.68% in LdT

group (p = 0.047). There was significant difference in the cumulative

probability of serum HBeAg \ 100 S/CO (p = 0.010) between the

two groups. IFN-a treatment (p = 0.042) and serum HBeAg \ 300

S/CO (p = 0.031) were identified as independent factors influencing

serum HBeAg\ 100 S/CO.

Conclusion: This study revealed that LdT therapy produced a

preferable efficacy in IFN-refractory patients than in antiviral-naive

patients.

PP1162

Predicators of changes of HBeAg and HBsAg levels and outcomes
of HBeAg-positive chronic hepatitis B patients treated
with telbivudine

Yaohong Zhu1

1Changshu No 2 Peoele’s Hospital, Changshu

Background: HBsAg loss is generally considered as an important

endpoint in the treatment of chronic hepatitis B (CHB), and gradual

decline in HBsAg level is regarded as a primary indicator in evalu-

ating the long-term efficacy of antiviral drugs. HBsAg loss may serve

as a main indicator for the short-term efficacy of antiviral drugs, but

can it predicts the long-term efficacy?

Methods: Single, regular (prior to therapy as well as 12, 24, 48, 72,

96 weeks) follow-up study. Patients were divided into group A and

group B based on whether HBeAg loss or not at Week 48, changes of

ALT, HBV DNA, HBeAg and HBsAg levels were evaluated at

baseline and during treatment. Patients: HBeAg-positive CHB (HBV

DNA\ 9 log and ALT C 2 ULN). Dose: Telbivudine monotherapy

600 mg, qd. Test methods: Automatic biochemical analyzer was used

to detect ALT levels. Architect i2000SR automatic immuno-analyzer

was used for detection of serum HBV markers. Immunofluorescence

technique was used to detect serum HBV DNA quantitation.

Result: At week 48, the rates of ALT normalization was 87.50%,

HBV DNA undetectable was 87.50%, HBeAg loss was 31.05% and

HBeAg seroconversion was 20.08%. At week 96, the rates of ALT

normalization was 91.30%, HBV DNA undetectable was 91.30% (5

of whom with HBV DNA rebound had HBV DNA undetectable after

receiving combination therapy, 1 withdrew due to NA drug switch-

ing), HBeAg loss was 39.13% and HBeAg seroconversion was

34.78%. Low baseline HBV DNA level and obvious decline in

HBeAg level at week 12 and 24 predicted high HBeAg loss and

seroconversion rates at week 48 and 96. Patients with HBeAg decline

\1 log10 at week achieved lower HBsAg levels at week 48 and 96.

Conclusion: Telbivudine was associated with a gradual decline in

HBV DNA and quantitation of HBeAg in HBeAg-positive CHB

patients. Telbivudine had potent suppression of HBV replication and

higher HBeAg seroconversion. Gradual decline of HBsAg quantita-

tion over time was also observed in HBeAg-positive CHB patients

with telbivudine treatment.

PP1163

Switching to telbivudine for hepatitis B e antigen-positive chronic
hepatitis B patients with poor response to interferon-alpha
therapy: a two-center retrospective study

Feng Qian1, Ming Li2, Chuanwu Zhu2
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Fifth Peoples Hospital of Suzhou, Suzhou, China; The Affiliated

Infectious Disease Hospital of Soochow University, Suzhou

Background: The long-term efficacy of Telbivudine (LdT) between

patients with poor response to interferon-alpha (IFN-a) therapy and

those without antiviral history is unknown. Herein, we investigated

and compared the outcome of LdT therapy in these patients.

Methods: Two groups of Chinese patients who received LdT treat-

ment were enrolled, one with poor response to IFN-a and then

switching to LdT (IFN-LdT group), and the other one without

antiviral history (LdT group). The data of biochemical, serological

and virological responses within 36 months of treatment were

collected.

Result: The cumulative probability of ALT normalization, HBV

DNA undetectability, HBeAg or HBsAg loss, and LdT-resistant

mutation at 36 months was not found to be of significant difference

between the two groups, respectively. However, the cumulative

probability of HBeAg seroconversion at 36 months was 61.55% in

IFN-LdT group, which was significantly higher than 40.68% in LdT

group (p = 0.047). There was significant difference in the cumulative

probability of serum HBeAg \ 100 S/CO (p = 0.010) between the

two groups. IFN-a treatment (p = 0.042) and serum HBeAg \ 300

S/CO (p = 0.031) were identified as independent factors influencing

serum HBeAg\ 100 S/CO.

Conclusion: This study revealed that LdT therapy produced a

preferable efficacy in IFN-refractory patients than in antiviral-naive

patients.

PP1164

Monitoring of subclinical renal injury related to long-term
nucleos(t)ide analogue (NA) antivirus therapy: urine b2
microglobulin (b2 MG) levels were more sensitive than serum
creatinine or estimated glomerular filtration rate (eGFR)
as marker

Xuesong Liang1, YaYun Liu1, Chengzhong Li1, Aijing Xu1, Jianya
Xue1

1Department of Infectious Diseases, Changhai Hospital, Shanghai

Background: Nucleos(t)ide analogs (NAs) mainly target the renal

proximal tubules through different mechanisms. Serum creatinine

(Scr) has been previously adopted in clinical trials for the definition of

renal impairment, but this parameter is not sufficiently sensitive in

evaluating tubular damage.

Methods: 268 chronic hepatitis B patients (CHB) who received one

or two types NA antiviral therapy for more than six months were

enrolled in our study, and serum and urine b2 microglobulin (b2 MG),

serum phosphorus, serum calcium, Scr, and estimated glomerular

filtration rate (eGFR) levels were cross-sectionally determined. 42

CHB patients with obvious urine b2 MG abnormality were adjusted

treatment and followed up for 52 weeks.

Result: During enrollment, 51.49% (138/268) of the CHB patients

who received long-term NA treatment presented with increased urine

b2 MG levels, and only 0.74% (2/268) of these CHB patients pre-

sented with Scr abnormality. Among the different NA therapy groups,

the ADV group achieved the highest mean urine b2 MG level, which

was also significantly higher than that of the LDT group [0.66

(0.20–2.12) vs. 0.15 (0.10–0.23), p = 0.000]. The incidence and

components of the urine b2 MG abnormality also significantly dif-

fered between the two groups (p = 0.000). The mean eGFR level of

the ADV group was significantly lower than that of the LDT group

(101.63 vs. 118.68; p = 0.012). Logistic regression multivariate

analysis found that ADV [odds ratio (OR) = 1.015, 95% confidence

interval (CI) = 0.357–2.884, p = 0.0271] and LDT (OR 0.142, 95%

CI 0.038–0.529, p = 0.0029) both correlated with urine b2 MG levels.

Age was not significantly correlated with urine b2 MG levels, but the

risk of presenting with abnormal urine b2 MG levels was found to

increase with aging (OR 1.024, 95% CI 1.00–1.048, p = 0.05). After

antiviral therapy adjustment, the CHB patients with obvious urine b2

MG level increases (C59 UNL) also presented with concurrent renal

injury improvement. The urine b2 MG levels in these patients

decreased by an average of 2.52 mg/L relative to baseline values,

whereas the eGFR levels rose by an average of 9.635 mL/min.

However, for the patients who continued ADV treatment under close

monitoring, urine b2 MG levels increased by an average of 1.37 mg/L

relative to baseline values, and both serum phosphorus and eGFR

levels decreased by averages of 0.18 mmol/L and 0.62 mL/min,

respectively. At the end of the 52-week follow-up period, the urine b2

MG levels in only 16.67% (3/18) patients recovered completely. Low-

dosage long-term ADV treatment caused obvious renal tubular

epithelial cell damage in mice.

Conclusion: During long-term NA antiviral therapy, CHB patients

mainly developed proximal tubular damage. Low-molecular-weight

protein markers are more sensitive than Scr or eGFR for monitoring

subclinical kidney injury. Prolonged NA antiviral therapy may be

accompanied by irreversible renal damage.
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HBsAg seroreversion after discontinuation of antiviral therapy

Ediz emin Tutuncu1, Asli Haykir Solay1, Fatma Eser1, Yunus
Gurbuz1, Irfan Sencan1

1SB Diskapi Yildirim Beyazit Training and Research Hospital,

Istanbul, Turkey

Background: Chronic hepatitis B virus (HBV) infection remains a

significant global health problem. Antiviral therapy using nucleos(-

t)ide analogues (NAs) is the mainstay of chronic hepatitis B (CHB)

treatment. Although antiviral drugs can effectively suppress HBV

replication long-term during therapy, they usually do not eradicate

HBV. Even though the optimal duration of antiviral treatment is not

defined, the ideal end point is sustained off-therapy HBsAg loss, with

or without appearance of anti-HBs. Current guidelines for the man-

agement of CHB recommend stopping treatment in HBeAg positive

patients who seroconvert to anti-HBe on therapy after at least 12

months of consolidation period. Treatment discontinuation may also

be considered in patients who have demonstrated loss of HBsAg.

However, there is currently insufficient evidence to definitively guide

treatment decisions for such persons.

Methods: Case description: A 68-year-old male patient was evaluated

for CHB in 2011. His initial laboratory findings were as follows;

HBsAg (+), HBeAg (+), antiHBe (-), ALT 173 U/L, AST 146 U/L,

ALP 96 U/L, GGT 41 U/L, T. Bil 0.8 mg/dayL, PT 11.7 s, INR 0.9.

HBV DNA level was 2,360,000 IU/ml. His liver biopsy revealed a

necroinflamatory score of 13/18 and stage 4/6 fibrosis according to

ISHAK criteria. He was started using tenofovir disoproxil fumarate

(TDF) 245 mg once daily in December 2011. HBV DNA was suc-

cessfully suppressed at the sixth month of the treatment and ALT

levels were normalized. At the 12th month of the treatment HBeAg

was found negative although seroconversion to anti-HBe did not

occur. At the 18th month of the treatment, HBsAg disappeared from

the serum but anti-HBs response was not developed. Patient contin-

ued treatment for an additional 12 months and TDF was discontinued

after the consolidation period. At the sixth month off-treatment fol-

low-up, he remained HBsAg and anti-HBs negative. After one year of

cessation of therapy, patient was found to be HBsAg and HBeAg (+),

ALT was elevated to 91 U/L and HBV DNA level was 1,750,000 IU/

ml. Patient denied using any systemic steroid therapy and/or

chemotherapy during this off-treatment period.

Result: He was started on TDF 245 mg/day again and HBV DNA was

negative and ALT was normalized at the 12th month follow-up of the

re-treatment.

Conclusion: HBsAg seroclearance rarely observed in patients treated

with NAs. It has been reported that spontaneous seroclearance is

durable, however little is known about the long-term durability of

NA-induced HBsAg seroclearance and seroreversion of HBsAg has

been reported in more than 10% of the patients. Since hepatic flares

may occur after stopping treatment, close monitoring after discon-

tinuation of treatment is important. Hence it should be remembered

that although HBsAg clearance is a suitable end point for treatment,

patients should be monitored closely for HBsAg reversion and hepatic

flares.

PP1166

Impact of switching to telbivudine or entecavir in chronic
hepatitis B patients with adefovir related renal impairment

Shishu Zhu1, Yi Dong1, Hongfei Zhang1, Zhiqiang Xu1, Yu Gan1,
Dawei Chen1, Limin Wang1, Fuchun Wang1

1Beijing 302 Military Hospital, Beijing

Background: To investigate the renal function change after switching

to telbivudine (LdT) or entecavir (ETV) in chronic hepatitis B (CHB)

patients with adfovir (ADV) related renal impairment.

Methods: We retrospectively evaluated 41 CHB patients with serum

creatinine increase after ADV treatment. All these patients had no

history of renal disease or diabetes and baseline laboratory tests

showed negative urine protein and normal serum creatinine; 24

patients switched to LdT, 600 mg/day; 17 patients with history of

lamivudine treatment switched to ETV, 0.5 mg/day; After an average

follow-up duration of 12 months. Measurement data were compared

using the t test and count data were compared using X2 test.

Result: (1) SCr is 96.00 ± 8.83 lmol/L in patients with LdT for 12

months and SCr is 102.65 ± 10.78 lmol/L in patients with ETV,

reduction of SCr in LdT group and ETV group was 16.7 lmol/L and 9

lmol/L (P = 0.0007). (2) eGFR increase using Modification of Diet in

Renal Disease (MDRD) formulas was significantly higher in LdT

group than ETV group, 8.46 vs 3.71 ml/min in 6 months (P =

0.0000), 14.58 vs 5.38 ml/min 12 months (P = 0.0000); More patients

in LdT group (29.2%) increased to eGFR C 90 than ETV group

(11.8%), (X2 = 4.57, P \ 0.05). (3) Virological breakthrough

occurred in no patients in both groups and 1 patients in LdT group had

HBeAg seroclearance.

Conclusion: Compared with ETV, LdT could rescue the eGFR,

decrease that results from ADV treatment.
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Evaluate efficacy and safety of telbivudine in chronic hepatitis B
virus infected women wiThe antiviral efficacy and safety
of telbivudine in chronic hepatitis B virus infected women
with low level ALT increasing during the first trimester

Zhu Yunxia1, Wang Ming1, Bian Qian1

1Department of Gynecology and Obsterics, Beijing Youan Hospital of

Capital Medical University, Beijing

Background: To evaluate the antiviral efficacy and safety of tel-

bivudine in chronic hepatitis B (CHB) virus infected women with low

level serum alanine arninotransferase (ALT) increasing during the

first trimester

Methods: A prospective, multi-center, open-label study was con-

ducted from January, 2014 to January, 2016. Fifty-eight gravid

women with hepatitis B surface antigen (HBsAg) positive, hepatitis B

e antigen (HBeAg) positive, HBV DNA C 106 IU/mL and low level

serum ALT increasing of who were diagnosed with CHB in their first

trimester of pregnancy were enrolled.The participants were divided

into three groups: Group A (n = 28, serum ALT level[1ULN and\

2ULN with telbivudine treatment in the first trirnester of pregnancy);

Group B (n = 20, serum ALT level C 2ULN with telbivudine

treatment in the first trirnester of pregnancy); Group C (n = 10, serum

ALT level [ 1ULN and \ 2ULN refused to take antivirals). Data

recorded for the women until six months after delivery, included

clinical findings for tests of hepatic and adverse drug effects, hepatitis

B virals makers and HBV DNA, as well as notation of fetal defects

Result: Both groupA and B showed greater eliminating rates of

HBsAg, HbeAg and HBV-DNA than the control group at the end of

the observation. The rate of C50% eliminating of HBsAg in group A,

group B, group C is 10/28 VS. 8/20 VS. 2/10, P\ 0.05; The rate of

C50% eliminating of HBeAg in group A, group B, group C is 14/28

VS. 14/20 VS. 2/10, P\0.05; Among the three group, group B have 2

HBsAg negative seroconversion case and there was no seroconver-

sion in other group. The rate of HBeAg negative seroconversion in

group A, group B, group C is 2/28 VS.6/20 VS.0/10, P\ 0.05. The

percentage of mothers with an HBV DNA level of less than 200,000

IU per milliliter at delivery, was 28/28, 19/20, 2/10, P\0.05. All the

children showed parameters of growth development within normal

limits and without fetal defects

Conclusion: Telbivudine administration in the patients with low level

ALT increasing during the first trimester had a good antiviral

effect.The treatment was safe, causing no obvious adverse reaction in

the developmental effects on the infants

PP1168

Evaluate the renal safety of telbivudine in chronic hepatitis B
infected patients with hypertensive disorder complicating
pregnancy

Wang Ming1, Zhu Yunxia1, Pang Qiumei1, Bian Qian1

1Department of Gynecology and Obsterics, Beijing Youan Hospital of

Capital Medical University, Beijing

Background: To evaluation renal safety of telbivudine in chronic

hepatitis B infected patients with hypertensive disorder complicating

pregnancy.

Methods: We retrospectively analyzed changes of renal function

using different markers: glomerular filtration rate (eGFR), serum

creatinine, 24 h urinary protein content in patients with hypertensive

disorder complicating pregnancy taking telbivudine for blocking

mother-to—child transmission of hepatitis B virus fronm Oct 2015 to

Oct 2016. A total of 44 pregnant women with HBeAg positive C6

months and normal liver function were enrolled in the study and

divided into the following two groups: group A (n = 19) treated with

telbivudine for antiviral therapy from geatation week 28. In the other

group B (n = 25) patients didn’t received antiviral treatment.

Result: The decrease of eGFRs throughout the pregnancy: Group A:

20.20 ± 8.99 ml/min*1.73 m2, Group B: 19.12 ± 9.97 ml/min*1.73

m2. 24 h urinary protein content before termination of pregnancy:

Group A: 2.07 ± 2.13 g, Group B:2.14 ± 2.54 g;the decrease of

serum creatinine: Group A:18.14 ± 6.22 mmol/L, Group B:17.37 ±

5.73 mmol/L there is no statistically significant difference between

different groups, P[ 0.05.

Conclusion: Telbivudine therapy didn’t affect the renal function of

the pregnant women with HBsAg-positive and hypertensive disorder

complicating.
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PP1169

Efficacy and safety of telbivudine treatment for HBeAg-positive
chronic hepatitis B patients with suboptimal response
to interferon

Zhi-min He1, Yi Jin1, Shan Ren1, Zhen-huan Cao1, Yan-hong
Zheng1, Xin-yue Chen1

1Beijing YouAn Hospital, Capital Medical University, Beijing

Background: It is believed that the HBsAg seroconversion rate after

treatment with NAs is lower than that of interferon (IFN) in patients

with hepatitis B HBeAg-positive chronic hepatitis B (CHB). How-

ever, it is unclear whether sequential NAs could be used to achieve

better efficacy in patients who did not achieve complete response with

interferon treatment. The study aimed at evaluating the efficacy and

safety of sequential telbivudine (LdT) treatment for HBeAg-positive

CHB patients with suboptimal response of interferon.

Methods: This prospective, single-arm, open label, cohort study was

conducted in Beijing YouAn Hospital from April 2013 to February

2016. Inclusion criteria included (1) age C18 years, (2) documented

HBV infection of at least 6 months, (3) HBeAg-positive CHB and (4)

HBeAg C 100 PEIU/ml or HBV DNA C 105 copies/mL after at least

24 weeks of IFN or Peg-IFN treatment. All patients received treat-

ment with sequential LdT 600 mg/day for 72 weeks. Add-on adefovir

dipivoxil (ADV) treatment was received if virological breakthrough

was detected during LdT treatment. HBV DNA, ALT, HBeAg,

HBsAg and creatine kinase levels were detected at baseline, week 12,

24, 36, 48, 60 and 72. The virological, serological and biochemical

responses, as well as drug resistance and safety were evaluated.

Result: 70 patients were screened in the study, of whom 65 were

eligible for efficacy analysis (2 patients dropped out at week 12 and 3

patients were lost to follow up at week 24), 36 were men and 29 were

women. The mean (±SD) age of patients was 32.73 ± 8.21 years

(range 21–55 years). The mean baseline HBV DNA level was 4.45 ±

1.42 log10 IU/ml, with mean ALT level of 70.85 ± 24.77 IU/L. After

72 weeks of LdT treatment, all patients (100%) achieved unde-

tectable HBV DNA (\300 copies/ml) and normal ALT levels, 36.9/

35.4% patients achieved HBeAg loss/seroconversion. LdT treatment

progressively reduced serum HBsAg quantification levels (Figure 1)

from baseline 7137.34 ± 1168.98 IU/ml (range 709–12,500 IU/ml) to

treatment week 48 (1768.73 ± 219.73 IU/ml, P\ 0.001), and treat-

ment week 72 (1205.31 ± 168.81 IU/ml, P \ 0.001); 2 patients

(3.07%) achieved HBsAg seroconversion. Two patients experienced

virological breakthrough, HBV DNA sequencing showed positive

rtM204 V in one of them. These two patients achieved unde-

tectable DNA after add-on ADV at week 72. In this study, the

sequential LdT treatment was initiated directly after discontinuation

of Peg-IFN without a washout period, but the drug was generally well

tolerated. No cases of peripheral neuropathy or myopathy were

reported during LdT sequential therapy.

Conclusion: Sequential 72 weeks of LdT treatment is effective and

well tolerated in CHB patients with suboptimal response to IFN. The

virological and serological response rate is high, progressive decline

of serum HBsAg qualification may result in HBsAg seroconversion.

PP1170

Efficacy and safety of telbivudine in the treatment of women
of at childbearing age with chronic hepatitis B: a retrospective
analysis

Hui Yuan Liu1

Liver Disease Department, Guangzhou

Background: For the antiviral treatment option of women at child-

bearing Age, fertility demand must be taken into consideration. As a

pregnancy category B drug, more data are required to determine the

use of telbivudine (LdT) in women at childbearing Age with chronic

hepatitis B. In this study we aimed to assess the efficacy and safety of

LdT in this population.

Methods: We enrolled 63 initially treated patients with HBeAg

positive chronic hepatitis B who visited Guangzhou Eighth People’s

Hospital, China during July 15th, 2015 to April 30th, 2016. All of

them accepted the antiviral therapy of LdT for 36 weeks. We

examined the negativity for HBV DNA, ALT normalization, the

serum level of HBeAg and the seroconversion of HBeAg at week 12,

24 and 36. We also observed the drug resistance and safety of LdT.

Result: The mean age of the patients was 30.27 years (male n = 27,

female n = 22). The average serum levels of ALT, HBV DNA and

HBeAg titer were 240.28 U/L, 5.84 log10 copies/ml and 586.19 COI.

At week 12, 24 and 36, the undetectable rate of HBV DNA was 39%

(19/49), 57% (20/35) and 88% (15/17), and the ALT normalization

rate was 86% (42/49), 95% (33/35), 100% (17/17), respectively. At

week 0, 12, 24 and 36, the mean titer of HBeAg was 586, 241, 172,

165 COI. The rate of HBeAg loss was 20.4, 28.6, 58.8% and the

seroconvertion rate of HBeAg was 16.3, 22.9, 47.1%. Compared with

the whole population, the ones who had HBeAg loss had higher ALT

level and lower HBeAg level at the baseline. During the treatment,

there showed no drug resistance and severe adverse reaction.

Conclusion: The administration of LdT to initially treated HBeAg

positive patients showed significant antiviral effect with high rate of

HBeAg loss and were well tolerated, which can be suitable for women

at childbearing age with chronic hepatitis B.
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PP1171

HBsAg loss in HBeAg positive and HBeAg negative patients
with chronic HBV treated with entecavir: a retrospective case
series

Isil Tuzcuoglu1, Murvet Sungur2, Kamile Kurt3

1Merkez Efendi State Hospital Gastroenterolgy Department, Ankara,

Turkey; 2Merkez Efendi State Hospital Infectious Diseases

Department, Ankara, Turkey; 3Merkez Efendi State Hospital

Pathology Department, Ankara, Turkey

Background: Entecavir has been used as an antiviral in Turkey since

2007. We retrospectively investigated our patients who have been

followed up in our gastroenterology and infectious diseases clinic

between 2007 and 2016.

Methods: All the patients were followed up at least 6 months before

therapy to ensure that they had chronic hepatitis B. Every patient had

liver biopsy procedure to assess the liver pathology. of the patients

who were started entecavir treatment 161 patients had enrolled for

this retrospective assessment. All the patients had continuos treatment

(0.5 mg/day or 1 mg/day) of these patients 30 were HBeAg positive

(24 male, 6 female) and 129 HBeAg negative patients (99 males, 30

female) with chronic HBV infection, treatment initiated starting from

2007 till 2016. All the follow-ups for liver biochemistry were done

every 3 months and HBV DNA was assessed every 6 months. HBsAg

was controlled yearly.

Result: Total of 9 patients have had HBsAg loss (5.5%) (3 patients of

HBeAg +, and 5 patients HBeAg -) Overall, the mean time to

HBsAg loss was 3 years ± 4.5 months in HBeAg (+) patients and 3.5

years ± 7.5 months in HBe Ag (-) group. In this case series, HBsAg

loss was observed both in HBeAg positive patients and in HBeAg

negative patients. All of the patients with HBsAg loss received

entecavir as 0.5 mg.

Conclusion: Our results are consistent with the previous reports.

Therefore, it may be suggested that treatment with entecavir could be

associated to HBsAg loss in a period of time, in both HBeAg positive

and HBeAg negative HBV patients.

PP1172

A case report: Improvement in renal function in Chinese chronic
hepatitis B patients who switched to telbivudine from nucleoside
(acid) analogues

Min Xie1

1Chinese and Western Medicine, Beijing

Background: The prevalence of chronic kidney disease is high in

China, and a number of chronic hepatitis B (CHB) patients suffered

from renal injury. According to the HARPE study, the incidence of

CHB combined with renal injury reaches 64.6% before treatment.

There is limited data on CHB patients with renal disease who swit-

ched to Telbivudine (LdT) from nucleoside (acid) analogues (NUC).

In this study we investigated the influence of switching to LdT on

renal function in NUC treated CHB patients.

Methods: 22 Patients with CHB received ADV/ETV/LAM + ADV

and switched to LdT for 36 months. The changes in Cr and eGFR

were documented to estimate the influence of LdT on renal function.

Result: The study involved 17 patients with ADV treatment, 2

patients with ETV treatment, 3 patients treated with LAM + ADV, 16

male patients, 6 female patients, 5 patients\40 years old, 11 patients

between 40–60 years old and 6 patients [60 years old. 9 patients

received 6-month-treatment, the mean baseline Cr were 116.7 umol/L

and the mean eGRF were 68 ml/min/1.73 m2. After treatment the

average reduction in Cr was 12.5 umol/L and the average increase in

eGFR was 11.3 ml/min/1.73 m2. 8 patients received 12-month-treat-

ment, the mean baseline Cr were 114.5 umol/L and the mean eGRF

were 76.75 ml/min/1.73 m2. After treatment the average reduction in

Cr was 24.3 umol/L and the average increase in eGFR was 25.3 ml/

min/1.73 m2. 3 patients received 24-month-treatment, the mean

baseline Cr were 115.3 umol/L and the mean eGRF were 71.7 ml/

min/1.73 m2. After treatment the average reduction in Cr was 41.0

umol/L and the average increase in eGFR was 53.0 ml/min/1.73 m2. 2

patients received 36-month-treatment, the mean baseline Cr were

154.0 umol/L and the mean eGRF were 54.5 ml/min/1.73 m2. After

treatment the average reduction in Cr was 37.5 umol/L and the

average increase in eGFR was 23.5 ml/min/1.73 m2.

Conclusion: In patients who have CHB combined with renal injury

and received NUC, consequent treatment switching to LdT for 6 to 36

months improved GFR in more than 95% patients. The beneficial

effect remained in ADV combined with LdT treated patients.

PP1173

Prevention on HBV reactivation by pre-operative LdT antiviral
therapy in patients with primary hepatic carcinoma
before minimally invasive interventional treatment

Yong Qiang Ren1

1PLA Army General Hospital, Beijing

Background: Hepatitis B virus infection emerges in more than 80%

Chinese patients with primary hepatic carcinoma. Meanwhile the

transcatheter arterial chemoembolization (TACE) and radiofrequency

ablation became essential non-surgical approaches to treatment hep-

atic carcinoma. CHB in the treatment of systemic chemotherapy may

occurring hepatic decompensation due to HBV reactivation. In this

study we aim to explore the influence of antiviral therapy on HBV

reactivation before TACE and radiofrequency minimally invasive

interventional therapy in patients with primary liver cancer.

Methods: 50 Patients with HBV associated hepatic carcinoma were

enrolled, among whom 39 received pre-operative antiviral therapy

and 11 did not. 16 Patients treated with LdT (600 mg/day), 8 patients

treated with ADV (10 mg/day), 10 patients treated with ETV (0.5

mg/day) and 5 patients treated with LAM (100 mg/day). P\0.1 was

Screening criteria, and Logistic stepwise regression was applied to

analyze the influence of antiviral medication on HBV reactivation.

Result: According to univariate analysis, DNA concentration before

procedure, portal vein tumor thrombus, tumor size and pre-operative

antiviral therapy were significant influence factors (P\0.1). Based on

Logistic stepwise analysis, the influence factor of HBV reactivation

involved tumor size and antiviral therapy and so on. Furthermore

antiviral therapy with LdT and ETV were protective factors [OR

0.022 (0.020–0.253)], while the protective effects of ADV or LAM

were not statistically different (OR 0.906, OR 0.293).

Conclusion: Pre-operative treatment with LdT effectively prevented

HBV reactivation in patients with HBV associated hepatic carcinoma

before minimally invasive interventional therapy. In patients with

large size tumor, monitoring and aggressive antiviral therapy are

required to prevent HBV reactivation after procedure.
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PP1174

An observational study on the effect of telbivudine in chronic
hepatitis B patients with positive HBeAg

Xiu Fang Du1

1Shanxi

Background: Over 2 billion people have HBV infection globally and

approximately 350 million people were chronic HBV carriers. Each

year, 15–25% died of HBV related end-stage liver cirrhosis and

hepatocellular carcinoma. The early diagnosis of HBV infection and

take appropriate treatment measures can improve the prognosis of

CHB with great significance. The study is aim to observe the clinical

curative effect of telbivudine (LdT) on treatment of chronic hepatitis

B patients with positive HBeAg.

Methods: 70 chronic hepatitis B patients with positive HBeAg were

enrolled between June 2009 to January 2012, and received LdT and

LAM treatment. The major assessment is biochemical, viral responde,

and safety.

Result: 34 patients received LdT therapy and 36 patients received

LAM therapy. The age ranged from 18 to 65 years old, 28 males and 6

females were included. At 12 weeks after initiation of treatment, the

inhibition of HBV DNA in LdT group was significantly better than

LAM group (P \ 0.05). In the LAM and LdT groups, the serocon-

version rate were 5.5% (2/36) and 11.7 (4/34) respectively at 52

weeks, and were 38.9% (14/36) and 61.7% (21/34) respectively at 104

weeks. The difference between 2 groups was statistically significant (P

\0.05). Only 1 patient had asymptomatic CK elevation, and No other

serious adverse reactions.

Conclusion: HBeAg positive chronic hepatitis B patients with LdT

treatment has a good HBeAg serological conversion rate, LdT has a

more significant inhibitory effect of DNA HBV than LAM.

PP1175

HBsAg loss in HBeAg positive and HBeAg negative patients
with chronic HBV treated with tenofovir disoproxil:
a retrospective case series

Murvet Sungur1, Isil Tuzcuoglu2, Kamile Kurt3

1Merkez Efendi State Hospital Infectious Diseases Department,

Ankara, Turkey; 2Merkez Efendi State Hospital Gastroenterolgy

Department, Ankara, Turkey; 3Merkez Efendi State Hospital

Pathology Department, Ankara, Turkey

Background: Tenofovir disoproxil has been licensed in Turkey since

2008. We retrospectively investigated our patients who have been

followed up in our gastroenterology and infectious diseases clinic

between August 2008 and August 2016.

Methods: All the patients were followed up at least 6 months before

therapy to ensure that they had chronic hepatitis B. Every patient had

liver biopsy procedure to assess the liver pathology. of the patients

who were started tenofovir disoproxil fumarate treatment 168 patients

had enrolled for this retrospective assessment. All the patients have

had continuous treatment. of these patients 29 were HBeAg positive

(20 male, 9 female) and 139 HBeAg negative patients (99 males, 40

female) with chronic HBV infection, treatment initiated starting from

2008 till 2016. All the follow-ups for liver biochemistry were done

every 3 months and HBV DNA was assessed every 6 months. HBsAg

was controlled yearly.

Result: Total of 10 patients (5.9%) have had HBsAg loss (3 patients

of HBeAg +, and 7 patients HBeAg -) Overall, the mean time to

HBsAg loss was 4 years ± 6.5 months in HBeAg (+) patients and 4.5

years ± 4.5 months in HBe Ag (-) group. In this case series, HBsAg

loss was observed both in HBeAg positive patients and in HBeAg

negative patients.

Conclusion: Our results are consistent with the previous reports.

Therefore, it may be suggested that treatment with tenofovir could be

associated to HBsAg loss in a period of time, in both HBeAg positive

and HBeAg negative HBV patients.

PP1176

Observe the clinical efficacy with interferon alpha-2b sequential
telbivudine treatment in HBeAg positive CHB

Fang Ai Hou1

1Shanxi

Background: To observe the clinical efficacy of interferon alpha -2b

sequential LdT in the treatment of chronic hepatitis B (CHB).

Methods: From September 2009 to March 2013 in Linfen Third

People’s Hospital, CHB patients divided into two groups: 96 patients

received interferon alpha -2b (6MU im, qd) for 6 months, among

them 40 patients with poor response sequential telbivudine (LdT) as

sequential group, 46 patients initial received LdT monotherapy (600

mg po, qd) as control group. Compared clinical efficacy between the

two groups at 48, 72, 96 weeks.

Result: Study enrolled 142 CHB patitens, among them 86 patients

met inclusion criteria. Patients were 20–38 years old (mean 28.5

years). ALT normalization rates were 77.50, 81.48, 85.18% in

sequential group and 81.48, 80.00, 84.00% in control group at 48, 72

and 96 weeks. HBeAg negative rate in the sequential group and

control group were 37.50, 23.91% at week 48 (p\0.05), and 40.74,

36.00% at week 72, and 48.14, 44.00% at week 96. HBV DNA

negative rate in the sequential group and control group were 72.50,

67.39% at week 48 (p \ 0.05), and 88.88, 72.00% at week 72 (p\
0.05), and 92.59 and 84.78% at week 96 (p\ 0.05).

Conclusion: HBeAg positive CHB patients treated with interferon

alpha -2b sequential LdT can reached a better HBeAg negative rate

than control group at 48 week and also a better HBV DNA negative

rate throughout treatment.

PP1177

Clinical observation of the efficacy and renal eGFR change of
CHB realted cirrhosis patients treated with telbivudine

Chunlan Zhang1, Ying Zhu1, Guangming Xiao1, Zhang jian
Zhen1, Yan Lei1, Xinhua Liu1

1Guangzhou Eighth People’s Hospital, Guangzhou

Background: Observed studies have reported that the rate of chronic

kidney disease patients with CHB realted cirrhosis was significantly

higher than the rate of patients without cirrhosis. It has been con-

firmed that telbivudine has a significant effect in improving renal

eGFR in the treatment of chronic hepatitis B. This study was designed

to observe the clinical efficacy and renal eGFR improving effect of

CHB related cirrhosis after telbivudine (LdT) treatment.

Methods: 24 Patients were studied, who included 15 patients with

compensated cirrhosis and 9 patients with decompensated cirrhosis,

17 patients were male among them. They were divided into three

groups:4 patients eGFR \ 60 ml/min/1.73 m2, 10 patients eGFR

60–90 ml/min/1.73 m2 (n = 10), 10 patients eGFR[90 ml/min/1.73
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m2.11 patients were less than 40 years old, 9 patients were 40–60

years old, 4 patients were more than 60 years old. 24 Patients were

received LdT treated for 48 weeks, they were evaluated by HBV

DNA, liver function and eGFR change at 0, 12, 24, 48 weeks during

treatment.

Result: 24 Patients completed 12 weeks of treatment, 13 patients

completed 24 weeks of treatment, only 4 patients completed 48 weeks

of treatment. After treatment HBV DNA\500 IU/mL rates were 79,

77, 100% at 12, 24, 48 week. At 12 weeks treatmentof patients, eGFR

[ 90, eGFR 60–90, eGFR \ 60 ml/min/1.73 m2 rates were 42, 54,

4%; at 24 weeks, respectively 46, 46, 8; at 48 weeks, respectively 75,

25, 0%. But before treatmentof patients, eGFR [ 90, eGFR 60–90,

eGFR\ 60 ml/min/1.73 m2 rates were 41.7, 41.7, 16.6%.

Conclusion: patients with CHB related cirrhosis can obtain favorable

viral suppression, and can significantly improve renal eGFR after they

accept LdT treatmwnt for 48 weeks.

PP1178

Adult chronic hepatitis B complicated with mesenteric vasculitis:
case report

Eryun Qin1, Shasha Wang1, Yuanyuan Cui1, Junqi Niu1, Ri Hua1

1Department of Hepatology, The First Hospital of Jilin University,

Changchun, Jilin Province, Beijing

Background: As we all know, hepatic B virus infection can cause

hepatic damage. While, the report about immune related disease

caused by hepatic B virus is rare. Here we present a case that a

hepatitis B patient had mesenteric vasculitis.

Methods: Case report: A 36-year-old man has chronic hepatitis B. He

began taking Lamivudine 5 years ago. The symptom of stomachache

and meteorism began without identifiable cause on 2/5/2016, espe-

cially in the umbilicus. The only positive sign is that the pressing pain

in left-mid abdomen we found the D-Dimer reaching to 1892.00 lg/L,

HBsAg was positive, and the HBV DNA was 1.12E + 005 IU/ML.

ANA, Screening and Confirming for Anti-neutrophilic Cytoplasmic

Antibody, and Antibody of Antiphospholipid Syndrome were normal.

IgE and IgG were negative. Examination results of EB virus,

Mycobacterium, Cytomegalovirus Antibody showed negative. Color

Doppler ultrasound suggested that the glands in the bilateral groin

becoming enlarged, while the glands in the axillary and cervical were

normal. Abdominal enhancement CT showed that the mensenteric

vasculitis in the left-mid-abdomen.

Result: Therefore, we got that it is mensenteric vasculitis that pro-

duced the abdominal pain. Thus giving the 80 mg methylprednisolone

for treatment and later found that the stomachache achieved complete

remission. Then giving 40 mg methylprednisolone to strengthen the

effectiveness in the following three days. The stomachache was dis-

appear absoulutely. D-Dimer decreased to 1320ug/L. The abdominal

enhancement CT showed that the inflammation in mensenteric vessels

was disappear. He takes antiviral drugs regularly. Regular follow up

shows that liver function is normal and HBV DNA is negative.

Conclusion: We assumed that HBV infection causes mensenteric

vasculitis in this case. And glucocorticoid therapy may achive obvi-

ous effects in such case. Especially, antiviral treatment should be

emphasized when we apply glucocorticoid therapy.

PP1179

Compare telbivudine combined with adefovir dipivoxil
and lamivudine combined with adefovir dipivoxil treatment effect
on renal function in CHB patients

Jing Xu1

1Infectious Diseases of Anhui Provincial Hospital, Hefei

Background: Long term nucleos(t)ide analogue (NA) monotherapy

may develop drug resistance, combined therapy can resolve the

problem of resistance, but whether the combination therapy will cause

other unknown effects is not known. This study mainly discusses the

effect of two kinds of NAs on the renal function of CHB patients, and

to guide the clinical application.

Methods: Study included CHB patients from infectious diseases of

Anhui Provincial Hospital, and randomly divided into 2 groups,

treatment group telbivudine (LdT) (600 mg/days) + adefovir dipivoxil

(ADV) (10 mg/days) and control group lamivudine (LAM) (100

mg/days) +ADV (10 mg/days), from January 2014 to August 2015.

Applicatied simplified MDRD formula to estimate glomerular filtra-

tion rate (eGFR).

Result: 120 CHB were include in this study, baseline characteristics

of treatment group and control group had no significant difference (p

[0.05). At weeks 52, Cr values of treatment group and control group

were 72.33 ± 10.08, 89.22 ± 14.98 lmol/L, respectively (P\0.001).

Cr change value of treatment group and control group were -6.82 and

+9.75 lmol/L compared with baseline. eGFR values of treatment

group and control group were 106.82 ± 8.47, 95.55 ± 10.23 ml/min/

1.73 m2, respectively (P \ 0.001). eGFR change value of treatment

group and control group were +5.3 and -5.37 ml/min/1.73 m2

compared with baseline.

Conclusion: LdT + ADV can help to avoid renal damage and dete-

rioration in patients with LAM resistance, ADV resistance or had

renal function damage in LAM + ADV ever treated.

PP1180

Efficacy of HBeAg positive chronic hepatitis B patients who
recevied telbivudine for 48 and 96 weeks

Lei Liu1

1Infectious Diseases of Anhui Provincial Hospital, Hefei

Background: Explor effect and influence factors of telbivudine (LdT)

treated in HBeAg positive CHB previously untreated for 48 and 96

weeks.

Methods: The study enrolled 138 HBeAg positive previously

untreated CHB received LdT for 48 weeks. Among them, 40 cases

were treated for 96 weeks. Response rates were observed at 24, 48

and 96 weeks.
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Result: 24, 48, 96 Weeks HBeAg seroconversion rates were 17.39,

34.78 and 55%, respectively, and viral response rates was 84.06,

92.03, 95%, respectively, biochemical response rates were 93.48,

95.65, 95%, respectively. Response rates of 48 and 96 weeks were

positively correlated with HBV DNA inhibition in 24 weeks (p \
0.01). 15 cases with creatine kinase increased in this study (65–717U/

L), one of them stopped treatment due to muscle pain.

Conclusion: LdT can effectively inhibit the replication of HBV DNA

and normalizing ALT, promote HBeAg seroconversion. HBV DNA

inhibition levels at 24 weeks can predict the efficacy at 48 and 96

weeks.

PP1181

A survey on renal function and related risk factors in treated
with nucleos(t)ide analogues

Song Shou Zhao1

1Affiliated Hospital of Bengbu Medical College, Bengbu, Anhui

Province

Background: Hepatitis B is a global critical public health issue.

Nucleos(t)ide analogues (NUC) are the most applied antiviral medi-

cations currently. This study was intended to investigate the abnormal

renal function in chronic hepatitis B (CHB) patients treated with NUC

for long term, and then hope to guide the medication application in

such patients.

Methods: Serum creatinine values were collected in hospitalized

CHB patients treated with NUC between November 2013 and

December 2015. Patients were divided into adefovir dipivoxil (ADV)

group (42 patients), ADV + lamivudine (LAM) group (33 patients),

entecavir (ETV) group (65 patients) and LAM group (76 patients).

MDRD equation was utilized to calculate estimated glomerular fil-

tration rate (eGFR). In this study eGFR \ 90 ml/min/1.73 m2 was

indicatived of abnormal renal function.

Result: 375 clinical cases were collected and finally 216 cases met

the inclusion criteria. 19.9% (43/216) patients had abnormal renal

function, which occurred in 31.0, 13.8, 13.2 and 33.3% patients in the

ADV, LAM, ETV and ADV + LAM groups respectively. The inci-

dence of abnormal renal function was different among the 4 groups

and the overall difference was statistically significant (x2 = 10.613, p

= 0.014). The incidence of abnormal renal function was higher in the

ADV and ADV + LAM groups as compared to LAM and ETV groups

(x2 = 10.537, p = 0.001). Multivariate Logistic regression indicated

that ADV (OR 6.707, p = 0.002), ADV + LAM (OR 5.14, p = 0.006)

and age (OR 1.060, p = 0.004) were independent risk factors of

abnormal renal function.

Conclusion: Close monitoring on renal function is required in elderly

CHB patients who treated with ADV or combination with LAM.

PP1182

Efficacy of nucleoside (tide) analogue monotherapy on eGFR
in previously untreated patients with chronic hepatitis B

Yuankai Wu1

13rd Affiliated Hospital of Sun Yat-Sen University, Guangzhou

Background: The study was aimed to evaluate the change of esti-

mated glomerular filtration rate (eGFR) with different formulas in

previously untreated chronic hepatitis B (CHB) that received nucle-

oside (tide) analogue (NAs).

Methods: This is a retrospective and prospective cohort study which

enrolled 661 CHB patients followed upat the 3rd affiliated hospital,

SUN Yat-sen University. CHB patients that don’t need antiviral

treatment were followed as control group (n = 124). Patients on NAs

monotherapy and previously untreated was divided into four treat-

ment groups based on NAs, including lamivudine (LAM) (100

mg/day, n = 50), Adefovir dipivoxil (ADV) (10 mg/day, n = 120),

telbivudine (LdT) (600 mg/day, n = 94), entecavir (ETV) (0.5

mg/day, n = 239), tenofovir (TDF) (300 mg/day, n = 34). China’s

modified MDRD formula and CKD-EPI formula was used to calcu-

late eGFR.

Result: Baseline characteristics of the age, the median follow-up

time, the eGFR (CKD-EPI) and the eGFR (MDRD) were shown in

Table 1 had significant differences (Table 1). CKD-EPI formula is

stable than MDRD formula especially when patients is younger or

with lower level of creatinin. The eGFR decreased mildly and slowly

in LAM and ETV group, which is comparable with control group

(Figure 1). The average of eGFR in ADV group decreased rapidly

(-5.4 ± 14.8 mL/min1.73/m2) in the first year and then the trend

slowed down. In TDF group, the eGFR drops rapidly in the first year

(-4.3 ± 7.3 mL/min1.73/m2) and the second year (9.6 ± 2.9 mL/

min1.73/m2) and then slow down. In LdT group, the eGFR increased

1.7 ± 12.0 mL/min1.73/m2 in the first year, and 3.0 ± 10.6 mL/

min1.73/m2 in the 2th year, but begin to decrease at the 3rd and 4th

year (-1.9 ± 12.2 and -9.5 ± 9.0 mL/min1.73/m2, respectively). As

the baseline data in different groups showed some kind of hetero-

geneity, we carried out subgroup analysis based on baseline eGFR

([100or B100 ml/min/1.73 m2), and age (20–40 or [40 years). In

each of subgroup, patients also divided into control group, LAM

group, ADV group, LdT group, ETV group and TDF group. The

baseline eGFR had no significant differences between these sub-

groups (baseline eGFR B 100 ml/min/1.73 m2, age = 20–40 years,

and age[40 years, whereas eGFR change showed a similar trend as

with all patients.

Conclusion: ADV and TDF lead to the decline of eGFR, especially in

the early stage of treatment and then the decline trend gets slowly.

LdT increased eGFR in the first 2 years of therapy, but whether there

is a long-term and continuous improvement still need further research

with larger sample size and longer follow-up. In addition, the results

show that stability of the CKD-EPI formula is better than MDRD

formula.
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PP1183

The influence of telbivudine on mesangial cells proliferation
and the expression of angiotensin II receptor subtype 1a in rat

Guangwen Zhang1

1The First Affiliated Hospital of Xinxiang Medical University,

Weihui City

Background: Telbivudine (LdT) is a nucleoside analogue, which

renal metabolism by prototype. Data showed that the glomerular fil-

tration rate (GFR) was significantly higher than the baseline level in

patients with mild to moderate renal injury after 48 weeks of LdT

treatment, but the specific molecular mechanism was not clear. The

study was aimed to explore the possible molecular mechanism of LdT

in improving GFR.

Methods: Rat glomerular mesangial cells (RMCs) with conventional

culture in vitro, set LdT blank control group (0 mmol/L/L) and

experimental group (drug concentration gradient 10, 20, 40, 60, 100,

150 mmol/L). The effect of drug on cell proliferation was determined

by MTT after treatment of 24, 48 and 72 h with LdT. The effect of

different LdT concentrations (0, 1, 50 and100 mmol/L) on the

expression of AT1amRNA after 24 h was detected by RT-PCR.

Result: Glomerular mesangial cell morphology with the increase of

drug concentration and the prolongation of action time occurred

crimple. The nucleus was reduced to a point, or even a cytoplasmic

vacuole. Inhibition rate of RMCs by MTT was 6.06 + 4.89% after 24

h with LdT (10 mmol/L), and there was no significant difference

compared with control group (P [ 0.05). After 48 h with LdT (100

mmol/L), inhibition rate of RMCs was 47.28 ± 3.39%, compared

with the same concentration group treated 24 h, the difference was

statistically significant (P\0.01). RT-PCR measured mesangial cells

after 24 h with LdT, in the higher concentration group (100 mmol/L)

significantly down regulated the expression of AT1mRNA, and

compared with each of other groups had significant statistical sig-

nificance (P\ 0.01).

Conclusion: LdT had a significant inhibitory effect on the prolifer-

ation of mesangial cells, and showed a time and dose dependence.

Detection of LdT by RT-PCR reduced the expression of AT1amRNA

in mesangial cells, which had obvious dose dependence.

PP1184

The effect of telbivudine treatment on renal function
in decompensated hepatitis B cirrhosis patients

De Yong Gao1

1Shanghai Songjiang Central Hospital, Shanghai

Background: Chronic hepatitis B (CHB) is a high risk of liver cir-

rhosis and hepatocellular carcinoma (HCC). About 1 million people

died each year because of CHB related cirrhosis and HCC. Previous

studies shown that telbivudine (LdT) had well antiviral inhibition

ability, and can also improve patient’s glomerular filtration rate

(eGFR). This study was to observe the clinical effect of LdT on renal

function of hepatitis B cirrhosis.

Methods: 72 Decompensated liver cirrhosis patients were enrolled in

the retrospective study from April 2012 to November 2015 in Central

Hospital of Shanghai Songjiang District hospital. Compared serum

creatinine (Cr) and eGFR after LdT treated 24 weeks, 48 weeks with

baseline.

Result: At 24 week, the changes of eGFR and Cr were not significant

difference compared with baseline (P [ 0.05). 39 (54.17%) patients

with mild renal impairment (60–90 mL/min/1.73 m2) had only 1

patient recovered to normal. At 48 week, eGFR and Cr was 108.48

mL/min/1.73 m2 and 0.83 mg/dayL respectively, which significantly

improved compared with baseline (p\0.05). eGFR and Cr recovery

rate was 23.08 and 15.38% in 39 mild renal impairment patients,

respectively. However, eGFR and Cr normalization rate in patients

with mild renal impairment were no significant difference compared

with baseline (P[ 0.05).

Conclusion: Decompensated liver cirrhosis patients treated with LdT

can obtain renal function improved. LdT may have a protective effect

in patients with impaired renal function at baseline.

PP1185

Comparison of antiviral effects of LdT and TDF in the treatment
of HBeAg positive chronic hepatitis B pregnant women

Pei Zhou1

1Zhujiang Hospital of Southern Medical University, Guangzhou

Background: The purpose of this study was to investigate antiviral

efficacy of Telbivudine (LdT) or tenofovir disoproxil (TDF) in

treatment of high viral load HBeAg positive CHB pregnant, and

provide a more accurate and reliable clinical basis for blocking HBV

mother to child transmission.

Methods: HBV DNA[ 106IU/ml HBeAg positive pregnant women

in late pregnancy received nucleoside (acid) drugs for antiviral

treatment. The study divided into LdT group and TDF group. Observe

viral response, biochemical indicators and adverse reactions during

treatment.

Result: A total of 24 CHB pregnant women were included, 14 in LdT

group and 10 in TDF group. The median HBV DNA levels at delivery

were 3.85 (3.23–4.42) IU/mL and 3.72 (2.58–4.49) IU/mL in LdT and

TDF, HBV DNA levels significantly reduce compared to baseline at

delivery (P\0.05). HBV DNA undetectable rate of were 21.4, 30.0%

in LdT and TDF, respectively (P [ 0.05). TDF group pregnant

women’s biochemical indicators were all in normal range, only 1

pregnant woman ALT transient increase and then decreased to normal

value in LdT group, no adverse events occurred in pregnant women.
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Conclusion: HBV DNA [ 106IU/ml HBeAg positive pregnant

women take LdT or TDF treatment in a short term can obtain well

viral suppression, but HBV DNA did not fall to the ideal safe range in

a minority of pregnant women at childbirth.

PP1186

Efficacy of telbivudine in preventing morther-to-infant
transmission of hepatitis B virus in pregnant women: a result
of 46 cases

Fang Nai Qu1

1Infectious Disease Hospital of Qingdao City, Qingdao

Background: To observe the efficacy of telbivudine in preventing

morther-to-infant transmission of hepatitis B virus in pregnant

women.

Methods: A total of 46 pregnant women (group A) with high HBV

load (HBV DNA[5.00E + 06 IU/ml and ALT[80U/L) were treated

with telbivudine from January 2014 to May 2016. Another 38 preg-

nant women (HBV DNA[5.00E + 06 IU/ml and ALT[80U/L) did

not treated with telbivudine (group B). The morther-to-infant was

indicated by the presence of HBsAg infants at 7 months after birth.

The maternal HBV DNA levels were observed.

Result: All of the infants’ levels (group A) of HBV DNA\5.00E +

02 IU/ml and HBsAg were negative. Only 7 cases of infants’ levels

(group B) of HBV DNA\ 5.00E +02 IU/ml and HBsAg were neg-

ative. There were significant differences between group A and group

B (p\ 0.05).

Conclusion: Telbivudine can effectively prevent HBV transmission

from morther to infant, by reducing the serum HBV DNA level in

peripheral of high viremia pregnant women to decrease the HBV

infection rate in their neonates.

PP1187

To observe the clinical efficacy of telbivudine combined
with adefovir dipivoxil treatment for 5 years in CHB patients

Guo Jian Shi1

1Changzhou Third People’s Hospital of Jiangsu, Changzhou

Background: Although there are many methods for treatment of

CHB at present, initial combined treatment is still under exploration.

The aim of this study was to evaluate the clinical efficacy of tel-

bivudine (LdT) combined with adefovir dipivoxil (ADV) in treatment

of CHB.

Methods: Patients received LdT (600 mg/day), ADV (10 mg/day)

antiviral treatment for 5 years, and observed ALT, HBV DNA,

HBsAg, anti -HBs, HBeAg, anti -HBe, anti -HBc, eGFR during

treatment.

Result: The study included 20 CHB patients, 17 were male and 10

were HBeAg positive. The mean value of ALT was 295 IU/L (IU/L

150–1470), and the mean value of HBV DNA was 6 log10 copies/mL

(5–7 log10 copies/mL). ALT rapid declined after the start of treat-

ment, to 12 week ALT of all patients were returned to normal,

sustained for 5 years. At week 12, HBV DNA \ 103 IU/ml in all

patients and continued for 5 years. HBeAg seroconversion rates were

60, 70, 80% at 48 week, 72 and 240 week, respectively in HBeAg

positive patients. HBsAg titer had varying degrees of decline, but no

negative incidence. The mean value of eGFR was 91 ml/min (82–112

ml/min). There had no breakthrough and adverse events occurred

during treatment.

Conclusion: LdT combined with ADV treatment can contribute

higher HBV DNA negative rate and HBeAg seroconversion rate, and

no virus resistance appeared for a long time.

PP1188

Efficacy and safety of chronic hepatitis B pregnant women who
received telbivudine during the second and third trimesters
for preventing HBV perinatal transmission

Feng Lv Yao1

1Infectious Disease Hospital, Fujian Medical University, Fuzhou

Background: Perinatal medicine was interest in finding effective

means for preventing perinatal transmission of hepatitis B virus

(HBV) infection.

Methods: To evaluate the efficacy and safety of using telbivudine

(LdT) during the second and third trimesters of pregnancy in pre-

venting mother to fetus transmission of HBV.

Methods: From January 2012 and March 2015, a total of 241 p

chronic hepatitis B (CHB) pregnant women between gestation weeks

12 and 34, Who had HBV DNA[1.0 9 106 IU/ml were enrolled in

this prospective study. They were classified into two groups: pregnant

women tooke LdT until delivery as treatment group (600 mg po; n =

139) and control group (no LdT administered; n = 102). All infants

were administered hepatitis B immunoglobulin (HBIG: 100 IU)

within 12 h of delivery, and recombinant HBV vaccine (10 lg) at 0, 1

and 6 month, respectively.

Result: LdT treatment resulted in a marked reduction in mothers’

HBV DNA level and improved liver function (ALT, AST, and TBIL)

before delivery. In LdT group, HBV DNA titers gradually decreased

until delivery. At 7–12 months follow-up of infants from the LdT

treatment group, infants’ maternal HBV blockade rate was 99.3%,

significantly higher than control group (91.9%, p = 0.005). Pregnancy

adverse outcome rates were 4.3% (6/139) and 5.9% (6/102) in the

LdT and control groups, respectively, and there were a non-statisti-

cally significant difference existed.

Conclusion: LdT treatment significantly reduces HBV DNA titers in

the maternal bloodstream, and can blocks the vertical HBV trans-

mission, and increases infant safety.

PP1189

A prospective cohort study: PC/BCP mutations determine
withdrawal related relapse after antivirus with nucleotide
analog(ue)

Xiao Min He1

1Taixing Municipal People’s Hospital, Taixing

Background: To investigate whether PC/BCP mutations influence

withdrawal related relapse after antivirus with nucleotide analog(ue)

(NAs) in patients with HBeAg positive chronic hepatitis B (CHB).

Methods: 48 HBeAg positive CHB patients treated with NAs were

involved. PC/BCP mutations of these cases had been sequenced pre-

treatment. All patients were followed up for four years long.

Result: Baseline PC/BCP mutations related with withdrawal relapse

as well as drug resistance according to correlation analysis (r 0.829, p

\ 0.01; r 0.368, p = 0.01). Mutation group relapse rate was higher
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than non-mutation group (92.9 vs 10.0%, x2 = 16.45, p \ 0.001).

Baseline PC/BCP mutations could predict withdrawal related relapse

after NAs treatment (sensitivity 92.9%, specificity accuracy 90%,

positive predictive value was 92.9%, negative predictive value was

90%).

Conclusion: PC/BCP mutations group relapse rate differs from non-

mutations group significantly. PC/BCP mutations contribute to the

prediction of withdrawal related relapse after HBeAg seroconversion.

Furthermore, drug resistance only occured in mutation group implies

that PC/BCP region complexity associates with drug resistance,

which needs further investigation.

PP1190

Efficacy and safety of telbivudine to prevent mother to infant
transmission in late pregnancy women with HBV high load

Jian Jun Lou1

1Yuyao Municipal People’s Hospital, Yuyao

Background: Evaluation of efficacy and safety of telbivudine (LdT)

preventing mother to child transmission in late pregnancy with HBV

high load.

Methods: From May 1, 2012 to December 31, 2015 in Yuyao

Municipal People’s Hospital, outpatient and hospitalized pregnant

women were included in the research. 28 weeks of pregnancy began

to receive LdT (treatment group), and withdrawal 30 days after

delivery. Pregnant women in the control group were not treated with

antiviral drugs. Two groups of pregnant women were all detected

HBV serological markers, liver function and other indicators at the

first month after delivery. HBV serological markers were examined at

7–8 months of age in infants.

Result: Study included 470 pregnant women, 266 patients in the

treatment group, 204 patients in the control group, the baseline

characteristics of patients were significantly different. HBV DNA

levels were significantly decreased in the treatment group at

delivery, the decreased value in the treatment group and control

group were 3.95 log10 copies/ml and 0.19 log10 copies/ml,

respectively. HBV DNA level in the treatment group was signifi-

cantly lower than control group (3.63 ± 0.62 log10 copies/ml, 7.28

± 0.71 log10 copies/ml, p \ 0.001), HBV DNA negative rate was

significantly higher than control group (28.2 vs. 0%, p \ 0.001) at

delivery. In the treatment group, LdT have a good safety profile for

pregnant women. There were no significant differences between

the two groups in term birth rate, the rate of normal birth weight

and the rate of congenital malformation. The HBsAg positive rate

of infants in the treatment group was significantly lower than

control group when detected serum of HBsAg at 8 months of

infants (0 vs. 0.05%, p = 0.01).

Conclusion: Pregnant women with HBV high viral load received LdT

in late pregnancy is safe and effective.

PP1191

The renal protective effect of telbivudine monotherapy
or combination therapy in chronic hepatitis B patients

Li Bing Jiang1

1Tongji Hospital Affiliated to Tongji Medical College, Zhengzhou

Background: Oral antiviral drugs for treatment chronic hepatitis B

(CHB) are mainly nucleoside (acid) analogues (NAs) for now. These

drugs can effectively inhibit HBV replication, however, antiviral

drugs can not completely clear HBV and patients need to take a long-

term medication to control HBV replication. The metabolism of NAs

is mainly through the kidney, and some may lead to renal dysfunction.

Therefore, we need to focus on renal safety in CHB patients. Study

was aimed to investigate the protective effects of renal function in

CHB patients who received LdT monotherapy or combination

therapy.

Methods: 336 CHB patients who accepted antiviral therapy for 104

weeks between July 2011 and June 2014, divided into monotherapy

group [adefovir dipivoxil (ADV),10 mg/day; entecavir (ETV),0.5

mg/day; LdT (600 mg/day)] and combination group [LdT (600

mg/day) + ADV (10 mg/day), lamivudine (LAM),100 mg/day +

ADV, 10 mg/day]. All patients had no dose adjustment during

treatment. Clinical data were collected to evaluate the renal function.

Result: Compared with baseline, eGFR increased 5.14 ml/min in LdT

group after 104 weeks (p\ 0.001). Contrary, ADV and ETV group

reduced 5.78 ml/min and 3.89 ml/min (vs. baseline, p = 0.001). In the

combination group eGFR increased 6.19 ml/min compared with

baseline in LdT + ADV (p = 0.005) and reduced 4.69 ml/min in LAM

+ ADV (p = 0.003) after 104 weeks. Results of CKD-EPI equation

were consistent with the MDRD equation. We also carried out a

subgroup analysis based on liver fibrosis/cirrhosis or C50 years at

baseline. After 104 weeks, eGFR increased 6.38 ± 9.79 ml/min in

cirrhosis (vs. baseline, p = 0.001) and 6.74 ± 7.02 ml/min (vs.

baseline, p = 0.001) in older age with LdT treatment for 104 weeks.

LdT + ADV increased 18.31 ± 14.02 ml/min (vs. baseline, p\0.001)

and 14.73 ± 8.28 ml/min (vs. baseline, p \ 0.001) respectively.

Young, female, and included LdT treatment options were predictive

factors for elevated eGFR, and baseline eGFR level were negatively

correlated with changes in eGFR during treatment no matter

monotherapy or combination therapy.

Conclusion: LdT treatment is a predictor of eGFR elevation and has a

good improvement effect on the glomerular filtration function in older

or cirrhosis CHB patients.

PP1192

96-Week efficacy and safety of telbivudine/adefovir dipivoxil
combination therapy and adefovir dipivoxil monotherapy
in patients with chronic hepatitis B: a retrospective cohort study
in China

Yan Bing Wang1

1Beijing Ditan Hospital, Beijing

Background: Chronic hepatitis B (CHB) therapy with nucleos(t)ide

analogues, especially Adefovir dipivoxil (ADV) and Tenofovir (TDF)

may cause renal injury. Even so, many CHB treated with ADV due to

economic burden reason in China. Telbivudine (LdT) has been

reported improve creatinine clearance in some studies. We aimed to

evaluate the long-term effects and renal safety in LdT treated CHB

patients.

Methods: This retrospective cohort study included 130 patients.

Patients were divided into monotherapy groups (ADV, n = 58) and

combination group (LdT/ADV, n = 72). Serum ALT levels, HBV

DNA undetectable rate, HBeAg seroconversion rate and eGFR were

assessed at 48 week and 96 week.

Result: In ADV monotherapy group, ALT normalization rate was

82.8% (48/58), HBV DNA undetectable rate was 87.9% (51/58) and

HBeAg seroconversion rate was 33.3% (6/18) at week 48. 3 switched

to entecavir (ETV) and 4 switched to LdT Patients did not acquired

HBV DNA undetectable at 48 week. In combination group, ALT

normalization rate was 86.1% (62/72), HBV DNA undetectable rate
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was 95.8% (69/72) and HBeAg seroconversion rate was 26.6% (8/30)

at week 48. 3 switched to ETV/ADV combination therapy patients did

not acquired HBV DNA undetectable at 48 week. Patients with HBV

DNA undetectable had no virological breakthrough at week 96. There

was no HBsAg clearance happened in two groups. eGFR in both

groups at week 24, week 48 and week 96 were calculated. More

patients in monotherapy group (24.6%) had a C20% decrease in

eGFR than combination therapy group at week 96. There was no

severe adverse occurred in both groups.

Conclusion: Prolonged LdT/ADV combination therapy could

increase HBV DNA undetectable rate in naive CHB patients, and it

also could improve eGFR that decreased by ADV monotherapy.

PP1193

Comparative study of telbivudine and pegylated interferon a-2a
optimization for treating e antigen-positive chronic hepatitis B
patients

Yu Feng Gao1

1The Second Affiliated Hospital of Anhui Medical University, Anhui

Background: To observe and compare the efficacy of telbivudine and

pegalated interferon a-2a optimized treatment on e antigen-positive

chronic hepatitis B patients.

Methods: 85 patients initially treated by telbivudine monotherapy

and 54 patients initially treated by pegalated interferon a-2a

monotherapy were enrolled in the present study. At 24 weeks the

patients were evaluated and treated with an optimized plan. For

patients in telbivudine group with HBV DNA higher than 1000

copies/ml at 24 weeks, a combined therapy using adefovir dipivoxil

will be provided; for patients in pegalated interferon a-2a group with

HBV DNA higher than 100,000 copies/ml or HBsAg level higher

than 20,000 IU/ml, a combined therapy using lamivudine will be

considered. Treatment efficacy in both groups will be observed at 12,

24, 36, and 48 weeks.

Result: The baseline levels of HBV DNA, ALT, age, and genders

were comparable, and their difference was not statistically significant.

At 12, 24, 36, and 48 weeks, the ALT normalization rate in tel-

bivudine treatment group was significantly higher than pegylated

interferon a-2a treatment group (p \ 0.05), while their HBV DNA

undetectable rate, e antigen negative rate, e antigen seroconversion

rate were not significantly different between two groups (p[0.05). E

antigen seroconversion rates of the two groups at 48 weeks were 28.2

and 29.6%, respectively; in both groups, patients with HBV DNA

levels less than 1000 copies/ml at 12 weeks can get higher E antigen

seroconversion rate at 48 weeks (36.4 vs 43.5%); s antigen negative

rate at 48 weeks in pegylated interferon a-2a treatment group was

9.3%, significantly higher than telbivudine group (p\ 0.05).

Conclusion: Optimization therapy using telbividine and pegylated

interferon a-2a can achieve similar virologic response rates and e

antigen response rate at 48 weeks, and telbivudine group has higher

ALT normalization rate, and pegylated interferon a-2a group can gain

a 10% s antigen negative rate.

PP1194

Comparison of the antiviral effects of different nucleos(t)ide
analogues in Chinese patients with chronic hepatitis B: a head-to-
head study

Zhen hua Zhang1

1The First Affiliated Hospital of Medical University of Anhui, Anhui

Background: The purpose of this study was to compare antiviral

efficacy of lamivudine (LAM), entecavir (ETV), telbivudine (LdT),

and LAM combined with adefovir dipivoxil (CLA), and to provide

further recommendations for selection of oral agents in the treatment

of nucleos(t)ide Analogues (NUC) naı̈ve Chronic hepatitis B (CHB)

patients.

Methods: 164 consecutive NUC treatment-naı̈ve CHB patients were

enrolled in this open-label trial from January 2011 to December 2013.

Patients were scheduled to visit the clinic during weeks 12, 24, and 52

of treatment. The primary endpoint was clinical virologic response

(VR).

Result: Median reductions in serum HBV DNA levels at 52 week

(log10 copies/mL) were as follows: LAM, 3.98; ETV, 3.89; LdT,

4.11; and CLA, 3.36. With extended treatment time, the rate of VR

for the four groups gradually increased. 52 week after LAM, ETV,

LdT, and CLA treatment, VR rates were 83, 96, 91, and 89%

respectively. ALT normalization rates at 52 week were 75, 88, 91, and

76%, respectively. HBeAg loss rates at 52 week were 36, 39, 48, and

35%, respectively. There were no statistically significant differences

among the four groups (P[0.05). Response rates at week 52 showed

a close relationship with the degree of viral suppression at week 24.

Patients with levels below quantitation limit (QL) were analyzed at 52

weeks for HBV DNA undetectable rate (94%), ALT normalization

rate (83%), and viral breakthrough rate (0%). The corresponding

values in the QL-104 copies/mL group were 50, 75, and 13%, whereas

those in the above 104 copies/mL group were 53, 65, and 18%. There

were significant differences at week 52 for HBV DNA levels and viral

breakthrough rate between the three groups.

Conclusion: Study showed that there was no statistically significant

difference in the clinical effects of administered LAM, ETV, LDT, or

CLA to NUC-naı̈ve patients.

PP1195

Safety and efficacy of sequential telbivudine therapy for HBeAg-
positive CHB patients with poor response to interferon

Shi Jun1

1Shandong Provincial Hospital Affiliated to Shandong University,

Jinan, Shandong Province

Background: Most young (\40 years old) patients have HBeAg-

positive chronic hepatitis B (CHB) in China. The primary therapeutic

goal is to achieve HBeAg seroclearance. Treatment choices include

alpha-interferon (IFN), nucleotide analog(ue) (NAs)and combination

therapy. IFN has a number of well-characterized adverse effects,

especially on fertility. Many patients cannot adhere to long-term IFN

treatment. Timely adjustment of the therapeutic regimen is of great

importance to clinicians. The aim was to evaluate the safety and

efficacy of sequential telbivudine (LdT) therapy for HBeAg-positive

CHB patients with poor response to IFN.

Methods: We enrolled 83 patients treated with IFN, 24 achieved a

complete response. The remaining 59 divided into sequential LdT
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group (600 mg/day, N = 35) and continued IFN group (N = 24) for

48-weeks.

Result: Baseline characteristics: HBeAg-positive 100%, male (63%

LdT/66% IFN), age 27.2 ± 1.8/29.6 ± 2.7, HBV-DNA 4.64 ± 2.5/

4.71 ± 3.9 (Log10 copies/mL), ALT 85.7 ± 32.7/89.7.2 ± 23.6,

respectively. At 12, 24, 36 and 48-weeks of IFN group, HBeAg

seroconversion rates were 8, 8, 12 and 12% respectively, virological

response rates were 12.5, 20, 33 and 37.5%; ALT normalization rates

was 42, 50, 54 and 58%. At 12, 24, 36 and 48-weeks of sequential

LdT group, HBeAg seroconversion rates were 14, 14, 20 and 22%

respectively; virological responses rates were 80, 100, 100 and 100%;

ALT normalization rates were 88, 94, 94 and 97%. In the IFN group,

influenza-like symptoms such as fever, headache, systemic muscular

soreness were not happened in most patients. A majority of patients

had decreased white blood cells and neutrophil count, however failed

to meet withdrawal criteria. In the sequential LdT group, serum

creatinine and creatine kinase increased in 2 patients mildly. There’s

no muscular soreness or peripheral neuropathy.

Conclusion: Compared with continued IFN, sequential LdT showed

higher HBV-DNA undetectable rates and higher HBeAg serocon-

version rates. HBV-DNA undetectable was achieved at Week-24 and

HBeAg seroconversion increased during treatment. In our experience,

sequential LdT appears to be a safe and effective option for poor

responders to IFN.

PP1196

Non-antiviral biological effects of telbivudine on hepatoma cells

Ji Lin Cheng1

1Shanghai Public Health Clinical Center, Shanghai

Background: To investigate the direct biological effects of tel-

bivudine (LdT) on hepatoma cells in addition to anti-viral effect. We

aim to discover new molecular biological mechanism of nucleoside

drugs to regulate hepatoma cells outside antiviral drugs influence and

provide new ideas and theoretical basis for the prevention and treat-

ment of HBV related to hepatocellular carcinoma (HCC).

Methods: Used CCK8 to detect HCC cells proliferation status in

HCC cell lines incubated with LdT. Used Annexin V/PI double

staining flow detected apoptosis of HCC cells in HCC cell lines

incubated with LdT after 24 h. In the study, Detected the relationship

between expression of stem cell marker molecules CD133 and Nanog

in HCC surface cells and expression of epidermal growth factor

receptor (EGFR) that closely related to tumor growth. The migration

ability of tumor cells was detected by scratch test after LdT stimu-

lation of HCC cells. Study divided into stimulation group (5 lg/ml,

LdT) and control group which did not add LdT stimulation. Two HCC

cell lines were HepG2 and Huh7.

Result: CCK8 test showed that HepG2 cells proliferation rate in

stimulation group was significantly lower than control group after 24

h (p\0.05), and same results was in Huh7 cells. HCC cells incubated

with LdT after 24 h, HepG2 cells apoptosis rate increased 8.28 and

3.504% in stimulation group and control group, respectively. Scratch

test shows that HepG2 and Huh7 cells migration speed in stimulation

group was less than control group at 24 h and 48 h (p\ 0.01). The

expression of EGFR was decreased from 39.4 to 24% after LdT

stimulate HepG2 and decreased from 99.2 to 97.9% after LdT stim-

ulate Huh7. Surface Nanog expression was decreased from 96 to

61.7% and CD133 expression was decreased from 96 to 61.7% after

LdT stimulate HepG2, respectively.

Conclusion: Besides antiviral effect, LdT also can directly promote

apoptosis of hepatoma cells, reduce the growth of HCC cell lines,

reduce the expression of CD133, Nanog and EGFR in HCC and

decrease the malign grade of tumor cell. This may be one of the

molecular biology mechanisms of LdT delay the development of liver

cancer in the treatment of CHB

PP1197

The effect of telbivudine on HepG2 tumor stem cell marker
CD133, AFP and biological significance

Ji Lin Cheng1

1Shanghai Public Health Clinical Center, Shanghai

Background: Investigate impact of telbivudine (LdT) on HepG2 cell

tumor stem cell markers CD133 and alpha-fetoprotein (AFP), to

discover the molecular biology mechanism of nucleoside drugs

treatment with hepatocellular carcinoma (HCC) and provide new

experimental data and theoretical basis for the comprehensive treat-

ment of HCC.

Methods: In this study, HepG2 cells were used as experimental cell.

Study was divided into experimental group (LdT group) and control

group. When cell culture to 80% covered with flasks, the experi-

mental group was given containing cells culture medium for LdT (10

lmol/L), control group only received the cell culture medium.

Replace the cell culture medium every other day, and continued to

cultured cells for 9 days and collected cells. 1 9 107 cell/ml were used

to detect the expression of CD133 on the surface of HepG2 cells by

flow cytometry double staining method. 1 9 107 cell/ml were used to

detect the content of AFP in the cells by chemiluminescence

immunoassay. 1 9 107 cells/ml were used to detect the expression of

CD133 and AFP by real-time fluorescence quantitative polymerase

chain reaction (Real-Time PCR). P \ 0.05 have statistical

significance.

Result: Flow cytometry showed that LdT group and control group of

CD133 positive rate was 1.9 ± 0.04% and 0.83 ± 0.02, respectively (P

\ 0.05). Real-Time PCR showed that in LdT group and control

group, HepG2 cells of CD133 mRNA expression were 0.609 ± 0.057,

0.956 ± 0.132, respectively (P \ 0.05). Two groups of cells were

cultured for 3 days on the 6 hole culture plate, take the cell lysate,

adopts the means of chemiluminescence immunoassay measured the

AFP values were 180.32 ± 3.92 and 149.07 ± 3.57 in LdT group and

control group, respectively (P \ 0.05). The two groups of cells cul-

tured for 9 days, the same number of cells to obtain total RNA were

taken 20 ng/ll of RNA used for Real-time PCR detection. LdT group

and control group AFP expression were 1.061 ± 0.034, 2.507 ±

1.379, respectively (P\ 0.05).

Conclusion: The intervention of LdT in HepG2 cells can inhibit the

expression of CD133 of cell tumor stem cell markers reduce AFP

synthesis. This may be one of the molecular mechanisms that

delaying the occurrence of HCC after nucleoside drugs for CHB.

PP1198

Case report of HBeAgpositive CHB with poor response
after interferon treated and sequential telbivudine treatment

Xie Min1

1Guangzhou

Background: After more than 6 months of interferon treated, patients

HBVDNA decreased\2 log10 copies/ml then Sequential telbivudine

(LdT). Study mainly observed ALT, HBVDNA, HBeAg and HBeAb

changes.
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Methods: 10 patients after interferon therapy with poor response

sequential LdT 48 to 240 weeks. Observe biochemical response rate,

virological response rate, HBeAg negative rate and serological con-

version rate during treatment.

Result: 10 Patients average treated 158 weeks., patients mean age

was 30.3 years, 5 cases of male, mean value of ALT was 135 U/I

(abnormal rate 60%), mean value of HBV DNA was 4.2 log10 copies/

ml (positive rate 90%), mean value of HBeAg titer was 493 COI

(positive rate 100%). Sequential LdT for 12, 24–48 and 96 weeks to

240 week, ALT normalization rate was 70, 80, 90%, respectively.

HBV DNA negative rate was 30, 70, 100% at 12, 24 and 48 week to

240 week; the negative rate of HBeAg was 30, 70, 90% at 12, 24 and

48 week to 240 week; HBeAg conversion rate was 10, 50, 70% at 12,

24 and 48 week to 240 week. No drug resistance and CK abnor-

malities occurred during treatment, all patients with good safety.

Conclusion: Interferon treated patients with poor response have high

ALT abnormal rate, mean HBeAg titer and HBeAg positive

sequential LdT treatment for 48 weeks to 240 week can sustained

effectively reduce HBV DNA level, ALT level, furthermore can reach

Significantly improve HBeAg negative rate and seroconversion rate.

PP1199

Case report of HBeAg positive CHB with poor respond
after entecavir treated and sequential telbivudine

Xie Min1

1Guangzhou

Background: To evaluate ALT, HBV DNA, HBeAg, HBsAg and

HBeAb changes in entecavir (ETV) treated patients with HBeAg

titers did not fall after six months and then sequential telbivudine

(LdT) treatment..

Methods: CHB with HBeAg positive received ETV treated that

response was poor (HBeAg titers did not fall after six months) then

sequential LdT treated 24–240 week. Study mainly observed bio-

chemical response rate, virological response rate, HBeAg negative

rate and seroconversion rate during treatment.

Result: Patients (n = 13) average treatment course was 74 week. The

mean age was 33.5 years, 9 cases were male. The mean ALT was 83

U/I (abnormal rate 15.4%), HBV DNA mean value was 1.85 log10

copies/ml (positive rate 23.1%), HBeAg titer mean value was 214

COI (positive rate 100%). ALT normalization rate was 100% from 12

to 240 weeks sequential LdT. At 12, 24 to 240 week, HBV DNA

negative rates were 92.3, 100%. At 12–36, 48–192 and 240 week, the

HBeAg negative rates were 7.7, 38.5, 46.2%. At 12–36 week, 48–192

week, 240 week, HBeAg seroconversion rates were 0, 15.4, 23.1%.

No drug resistance and CK abnormalities occurred during treatment

period, all patients have well-security.

Conclusion: ETV treated patients with poor respond have low

HBeAg negative rate and HBeAg seroconversion rate. Sequential

LdT therapy can suppression viral for a long-term, and reduce HBeAg

titer and improve HBeAg negative rate, HBeAg seroconversion rate.

PP1200

Analysis of compound Biejiaruangan tablet and telbivudine
combination treatment of chronic hepatitis B patients
with cirrhosis

Hogn Wu1

1The People’s Hospital of Changzhi City, Changzhi, Shanxi Province

Background: To investigate the curative effect of compound

biejiaruangan tablet combined with telbivudine (LdT) in the treatment

of CHB cirrhosis.

Methods: From January 2010 to December 2011, a total of 40

patients hospitalized in Department of infectious diseases in Shanxi

City, Changzhi province people’s Hospital, were randomly divided

into experimental group (LdT 0.6 g/day) + compound biejiaruangan

tablet (4 tablets each time, 3 times/day) and control group (LdT 0.6

g/day). Observe baseline and after 48 weeks of treatment of clinical

symptoms and liver function, serum fibrosis index, spleen and

abdominal examination.

Result: Clinical symptoms of the two groups were significantly

improved after treatment, and there was no significant difference

between the two groups (P[0.05). Alanine aminotransferase (ALT),

albumin (ALB), albumin/globulin ratio (A/G), serum total bilirubin

(TBIL) of two groups after treatment were significantly improved,

experimental group was significantly higher than control group (P\
0.05). HA, LN, PC-III were 141.5 ± 26.0, 130.6 ± 30.7, 102.7 ± 50.5

ng/ml in control group and 93.4 ± 21.1, 84.7 ± 28.5, 90.3 ± 52.0 ng/

ml in experimental group, P\ 0.05. The liver and spleen ultrasound

results better than the control group after treatment, there was sig-

nificant difference between two groups (P\ 0.05).

Conclusion: Biejiaruangan tablet and telbivudine combination ther-

apy is superior to LdT monotherapy in CHB cirrhosis, combination of

the two drugs have a synergistic effect. Cirrhosis treatment is a long-

term process, looking for multi-channel, multi-target drug combina-

tion may be may be more effective than a single drug.

PP1201

Safety and efficacy of telbivudine for chronic hepatitis B
during entire pregnancy: long-term follow-up

Jin Shang1, Ling-yao Du1, Li-bo Yan1, En-qiang Chen1, Lang
Bai1, Hong Tang1

1Center of Infectious Diseases, West China Hospital, Sichuan

University, Chengdu

Background: Telbivudine was recommended as one of effective

drugs for prevention of HBV perinatal transmission in the third tri-

mester of pregnancy. However, there are few researches on the long-

term safety and efficacy of telbivudine during entire pregnancy.

Methods: This cohort study evaluated antiviral effect, abnormalities

of thirty-four pregnant women during entire pregnancy and postpar-

tum. Meanwhile, thirty-seven infants were followed up for HBV

vaccination outcomes and physical development status also evaluated.

Result: For pregnant women during pregnancy, 8.82% viral rebound,

8.82% abnormal liver function, 5.88% anemia, 2.94% abnormal

creatine kinase, 5.88% gestational diabetes mellitus were observed.

After delivery, 8.82% viral rebound and 5.88% abnormal liver

function was found. As for infants, there is no birth defect or positive

HBsAg, only one infant had negative HBsAb. 97.30% infants have

normal height and 91.89% infants have normal weight at birth,

89.19% infants maintain normal height and weight at follow-up.

Conclusion: Telbivudine treatment during entire pregnancy is both

effective for treating patients with chronic hepatitis B and blocking

HBV perinatal transmission. Also the long-term growth status of

children was normal, indicating telbivudine treatment during entire

pregnancy is long-term safe for children.
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PP1202

Analysis of prognosis factors for 24 months survival of HBV-
associated acute-on-chronic liver failure patients with telbivudine
treatment

Hai Bing Gao1

1Mengchao Hepatobiliary Hospital of Fujian Medical University,

Fuzhou

Background: We aimed to investigate the prognostic factors of

survival inHBV-associated acute-on-chronic liver failure (ACLF)

patients with telbivudine (LdT) treatment for 24 months.

Methods: This prospective cohort study enrolled HBV-associated

ACLF patients treated with LdT more than 24 months in Fuzhou

infectious disease hospital. Survival condition of all patients was

observed at month 1, month 3, month 12 and month 24. The prog-

nostic factors were identified based on baseline biochemical index,

coagulant function, MELD score, HBV DNA level, comorbidities,

HBV DNA negative conversion at 1 months and viral rebound.

Result: A total of 41 patients were enrolled in this study. Among

these, 3 discontinued the study because of drop-out. 38 patients had

accomplished the study, comprising 3 females (7.9%) and 35 males

(92.1%), with ages ranging from 19 to 60 years (mean 38.5 ± 11.1).

There were 32 patients alive and 6 dead at month 1, baseline MELD

score was an independent factor affecting survival (RR 1.864, 95% CI

1.151–3.019). There were 31 patients alive and 7 dead at month 3,

baseline MELD score and upper gastrointestinal hemorrhage (UGH)

were an independent factor affecting survival (RR = 2.053, 95% CI

1.163–3.625; RR = 394.939, 95% CI 1.880–82,948.817). There were

26 patients alive and 12 dead at month 6 and month 12, baseline

MELD score was an independent factor affecting survival (RR =

1.761, 95% CI 1.230–2.523). There were 15 patients alive and 24

dead at month 24, baseline HBV DNA level, baseline MELD score

and electrolyte imbalance were an independent factor affecting sur-

vival (RR = 9.722, 95% CI 1.607–58.821; RR = 1.518, 95% CI

1.066–2.162; RR = 87.505, 95% CI 2.263–3384.232).

Conclusion: After LdT treatment, the HBV-associated ACLF patients

with lower baseline MELD score have a higher survival rate at month

1, month 3, month 12 and month 24. The patients with UGH have a

lower survival rate at month 3. The patients without electrolyte

imbalance and with lower baseline HBV DNA level have a higher

survival rate at month 24.

PP1203

The harm and prevention of hepatitis B virus carriers

Chong Zhi Lu1

1The Third People’s Hospital in Da Feng District, Jiangsu

Background: To explore the harm of heptatitis B-virus carriers, and

evaluate the clinical value of prevention and treatment of HBV

carriers.

Methods: We retrospectively investigated 45 patients with liver cir-

rhosis and liver cancer from a 50,000-person residential area,

including 12 patients with chronic hepatitis B (CHB), accounting for

26%, and 73% of the total were HBV carriers. Among the 45 patients,

29 (64%) of them were dead. Among the death, 7 (24%) patients were

CHB. And 22 (76%) patients of death were HBV carriers. A total of

76 adult HBV carriers were treated with hepatitis B immunoglobulin

(HB1G) and hepatitis B vaccine (CHO) dipyridamole in August 2008

to November 2015.

Result: After 4–8 weeks of combined treatment, 46 (60%) patients

were positive for anti-HBs, and 44 (57.9%) patients had HBsAg

negative conversion.

Conclusion: It’s safe for the clinical application of this

immunotherapy in the treatment of HBV carriers, and self-cleaning

blood HBsAg eventually achieved anti-HBs production. This program

had a certain prevention and treatment prospects.

PP1204

The observation of HBeAg seroconversion in HBeAg positive
CHB patients treated with telbivudine sequenced or combined
with adefovir

Manhua Zhong1, Qing Yang1, Yanhong Chen1, Yichun Chen1

1Hepatology Unit and Department of Infectious Disease, Zhuhai

People’s Hospital, Zhuhai

Background: To investigate the HBeAg seroconversion rate in

HBeAg positive chronic hepatitis B (CHB) patients treatment with

Telbivudine (LdT) sequenced or combined with Adefovir (ADV).

Hepatol Int (2017) 11 (Suppl 1):S1–S1093 S757

123



Methods: The study enroll 72 HBeAg positive CHB patients

accepted LdT sequenced or combined with ADV treatment for

36–144 weeks from January 2012 to February 2016. At 24 week, if

the patients achieved HBeAg seroconversion, they would continue

sequenced or combined with ADV treatment. If there were no HBeAg

seroconversion, then they would receive the continued treatment

combined with ADV. Sixty HBeAg positive CHB patients who

received entecavir (ETV) monotherapy as control group at the same

time were enrolled.

Result: In the experiment group, levels of baseline HBeAg were

12.4–1742.8 S/CO. Liver function was recovery and HBV DNA was

less than 500 IU/ml after the antiviral treatment. In 44 moderate CHB

patients, HBeAg seroconversion rate were 52.3% (23/44) at 24 weeks

and 63.6% (28/44) after 144 weeks treatment. In 28 compensated

cirrhosis patients, HBeAg seroconversion rate were 53.6% (15/28)

and 67.9% (19/28) respectively. In the control group, HBeAg sero-

conversion rate after 144 weeks was 31.7% (19/60). There was

significant statistic difference between the two groups (P\ 0.01).

Conclusion: LdT has potent antiviral and immune regulation effect in

HBeAg positive CHB patients, HBeAg seroconversion rate was high

at 24 weeks. LdT sequenced or combined with ADV after 24 weeks

could prevent drug resistance, meanwhile maintain sustained viro-

logic response, and further raise HBeAg seroconversion rate than

other nucleoside drugs.

PP1205

Effect of telbivudine tablet combined Bushen recipe on HBeAg
seroconversion in patients with HBeAg positive chronic hepatitis
B

Zhou Yong1, Qiao Bing1, Shi chang He1, Gou Wei1

1QingDao No. 6 People’s Hospital, Qingdao

Background: To explore the effect of Telbivudine (LDT) Tablet

combined with Bushen Recipe (BR) on serum HBeAg seroconversion

in chronic hepatitis B (CHB) patients.

Methods: Totally 72 HBeAg-positive CHB patients were randomly

assigned to the treatment group and the control group, 36 cases in

each group. Patients in the treatment group took LDT Tablet (600 mg,

once per day) combined with BR granule (twice per day), while those

in the control group took LDT Tablet alone. The therapeutic course

for all was one year. HBV DNA negative conversion rate, HBeAg

seroconversion rate were compared after 1 year treatment; liver

function, drug resistance mutations, and adverse reactions were also

compared between the two groups

Result: After 1 year treatment, HBV DNA negative conversion rate

and HBeAg seroconversion rate were 87.89% (32/36) and 39.00%

(14/36) in the treatment group, higher than those of the control group

[66.89% (24/36) and 15.00% (5/36)], with statistical difference (P\
0.05). ALT returned to normal in 35 cases of the treatment group

(96%), while it was 34 cases (94%) of the control group, with no

statistical difference between the two groups (P [ 0.05). Total

bilirubin (TBil) in the two groups all turned to normal rtM204I

variation occurred in 0 case (0%) of the treatment group and 1 cases

(2.78%) in the control group. No obvious adverse reaction occurred in

the two groups.

Conclusion: LDT Tablet combined with BR could elevate levels

HBeAg seroconversion in CHB patients.

PP1206

Combined telbivudine and adefovir therapy for HBeAg-positive
chronic hepatitis B patients with poor response to adefovir
monotherapy

Jin Shang1, Lang Bai1

1Center of Infectious Diseases, West China Hospital, Sichuan

University, Chengdu

Background: Adefovir dipivoxil (ADV) is still widely used in China

but the rate of poor response is high, addition of telbivudine (LdT) is

reported to be effective, however there are few researches on optimal

time of the optimized therapy. The objective of this study was to

compare the efficacy and safety of different time beginning the

addition of LdT for HBeAg-positive chronic hepatitis B (CHB)

patients with resistance to ADV.

Methods: Thirty-eight HBeAg-positive CHB patients with poor

response to ADV monotherapy were included. Among them twenty-

one patients as group 1 showed poor response at 24th week, seventeen

patients as group 2 showed poor response at 48th week. The two

group both received combination of LdT and ADV therapy. Viro-

logical response, biochemical response, serological response, and

safety were observed after 12, 24 and 48 weeks of the combination

therapy.

Result: Compared with baseline, group 1 and group 2 both showed

significant decline of hepatitis B virus (HBV) DNA. The rates of

negative hepatitis B virus DNA in group 1 and group 2 both reached

100%. Also the rates of normal alanine aminotransferase in two group

both reached 100% at 12th week of combination therapy. Group 1

achieved higher rate of HBeAg loss at 48th week than group 2 (28.6

vs 23.50%) with statistical significance, also group 1 get higher rate of

seroconversion (9.50 vs 0%) but the difference is not statistical sig-

nificant. No adverse reactions were observed during the 48 week

treatment period.

Conclusion: Optimized therapy combining LdT and ADV for CHB

patients with poor response at both 24th week and 48th week to

adefovir monotherapy is an effective and safe option.
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PP1207

A random controlled trial on sequential combination therapy
of nucleos(t)ide analogues + pegylated interferon alfa in HBeAg-
positive CHB patients

Yu Ming Wang1

1Third Military Medical University, Chongqing

Background: So far there are no cure drugs or therapies for hepatitis

B virus (HBV) infection and the duration of nucleos(t)ide analogues

(NUCs) treatment are well known to be extremely long. This study

was to evaluate the efficacy and safety of NUCs continuous

monotherapy and sequential pegylated interferon alfa (PEG IFN-a)

combination therapy in HBeAg-positive CHB patients with low level

HBsAg and HBeAg/HBeAb.

Methods: HBeAg-positive CHB patients who had received a long-

term NUCs treatment (C2 years), with HBsAg B 1000 IU/mL,

HBeAg B 5 S/COI and HBeAb B 2 S/COI (Abbott Diagnostic),

received continuous NUCs monotherapy and combined treatment

with PEG IFN-a (one injection/week) and NUCs for 48 weeks,

respectively. All patients with/without withdrawing drugs were fur-

ther followed up.

Result: Total of 771 HBeAg-positive CHB patients enrolled. After a

long-term NUCs treatment (C2 years), the patients with HBsAg B

1000 IU/mL, HBeAg B 5 S/COI and HBeAb B 2 S/COI, were ran-

domized into the continuous NUCs monotherapy group (monotherapy

group, n = 86), or the PEG IFN-a combined with NUCs group

(combination group, n = 86) (Fig. 1). There were no significant

differences in sex, age, HBV genotype, ALT, HBV DNA and HBsAg

level among the three groups. At week 48, the total effective rates in

monotherapy group and combination group were 12.05% (10/83) and

68.60% (59/86), respectively, with statistically significant difference

(P\ 0.01); the HBsAg loss or seroconversion rates in monotherapy

group and combination group were 2.41% (2/83) and 25.58% (22/86),

respectively, with statistically significant difference (P \ 0.01); the

HBeAg seroconversion rates in monotherapy group and combination

group were 9.63% (8/83) and 43.02% (37/86), respectively, with

statistically significant difference (P\ 0.01).

Conclusion: For HBeAg-positive CHB patients who had received a

long-term NUCs treatment (C2 years), with low level of HBsAg and

HBeAg/HBeAb, through the route map guided therapy, the efficiency

in combo therapy group was obviously higher than in monotherapy

group.

PP1208

Efficacy of telbivudine combined with adefovir in hepatitis B
virus-related cirrhosis: 1 year follow-up data

Qiao Bing1, Zhou Yong1, Gou Wei1, Shi chang He1

1QingDao No .6 People’s Hospital, Qingdao

Background: Telbivudine (TBV) is effective in the treatment of

chronic hepatitis B virus (HBV) infections, even in patients with

underlying cirrhosis. Adefovir is also effective in the treatment of

chronic hepatitis B virus (HBV) infections. However, there is little

information on the effect of telbivudine (TBV) in chronic hepatitis B

patients with cirrhosis. This study compared the antiviral efficacy of

TBV combine with adefovir in HBV-related cirrhosis.

Methods: We consecutively enrolled 90 treatment-naı̈ve patients with

HBV-related cirrhosis who started antiviral therapy with TBV (n =

45) or TBV combined with adefovir (n = 45).

Result: After 12 months of treatment, per-protocol analysis showed

similar virological response rates (HBV DNA \ 1000 IU/ml) in the

TBV group (80.0%, 36/45) and in the TBV combined with adefovir

group (90.0%, 40/45) (P = 0.167). However, intention-to-treat anal-

ysis showed lower virological response rates in the TBV group

(40.0%, 18/45) than in the TBV combined with adefovir group

(75.1%, 34/45) (P = 0.001). Mean reduction in HBV DNA levels was

greater in the TBV combined with adefovir group (-3.51 ± 1.82 vs.

-451 ± 1.52 respectively, P = 0.001). Serologic and biochemical

response rates at month 12 did not differ significantly between the

groups. Child–Turcotte–Pugh score was significantly improved after

12 months compared to the pretreatment state without difference

between the groups. During 12 months of therapy, 5 patients (11.1%)

showed antiviral resistance to TBV while 0 resistance (0%) was

reported in the TBV combined with adefovir group (P = 0.001).

Conclusion: Compared to TBV combined with adefovir, TBV ther-

apy shows lower efficacy in viral suppression and higher risk of

antiviral resistance despite comparable effect on improvement of

hepatic function for the treatment of HBV-related cirrhosis.
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PP1209

Quasispecies variant of HBV X region detected
by next generation sequencing related to progression advanced
liver disease among Indonesian patients

Wahyu Aristyaning Putri1,2, Yoshihiko Yano1,3, Laura Navika
Yamani2, Takako Utsumi1,2, Rina Okada3, Takeshi Azuma3,
Soetjipto2, Maria Inge Lusida2, Yoshitake Hayashi1

1Center for Infectious Diseases, Kobe University Graduate School of

Medicine, Kobe, Japan; 2Indonesia-Japan Collaborative Research

Centre for Emerging and Re-emerging Infectious Disease, Institute of

Tropical Disease, Airlangga University, Surabaya, Indonesia;
3Department of Gastroenterology, Kobe University Graduate School

of Medicine, Kobe, Japan

Background: HBV is an oncogenic virus and is strongly associated

with advanced liver diseases as cirrhosis and cancer. Especially, HBV

X region is 465 bp length of nucleotide (154aa) which contain some

critical cis-elements and partially overlaps with Basal Core Promoter

(BCP) and Enhancer II (Enh II). Mutation in this region have been

reported that related to progression of advanced liver disease in the

chronic patients. Ultra deep sequencing by next generation sequencer

can be simultaneously detected various populations of viral strains,

called quasispecies, in a single host.

Methods: To examine the HBV viral variations in relation to disease

progression, whole HBV genome from 12 HBV-infected patients (8

of advanced liver disease and 4 of chronic hepatitis) were analyzed by

NGS.

Result: All of samples were determined as HBV genotype B3/adw,

those were common in Indonesia. The variations in advanced liver

diseases were significantly prevalent in Major Hydrophilic Region

(MHR) and X region Amino acids in X region where the variations

were significantly higher in advanced liver diseases were as follows:

S43P, I127 N/M/T, K130M, V131I, and R138G. In addition, substi-

tutions of T1631C, C1638T, C1754T/G, A1762T, G1764A, and

A1846T in overlapping BCP and Enh II region were significantly

different and might serve as predictive markers for the progression of

liver diseases in HBV subgenotype B3.

Conclusion: In this study, the existence of HBV X region variants

was association with progression of advanced liver disease.

PP1210

Changing variations in hepatitis B virus after receiving nucleotide
analogue treatment in Japanese patients

Yujiao Liang1, Yoshihiko Yano2,3, Wahyu Aristyaning Putri2,
Rina Okada3, Takeshi Azuma3, Yoshitake Hayashi1,2

1Division of Molecular Medicine and Medical Genetics, Department

of Pathology, Kobe University Graduate School of Medicine, Kobe,

Japan; 2Center for Infectious Diseases, Kobe University Graduate

School of Medicine, Kobe, Japan; 3Department of Gastroenterology,

Kobe University Graduate School of Medicine, Kobe, Japan

Background: Hepatitis B virus infection is crucial factor for liver

disease such as hepatitis, cirrhosis, and hepatocellular carcinoma. The

common treatment option for patients with chronic hepatitis is

nucleotide analogue (NA) therapy, which inhibits viral reverse tran-

scriptase activity. Position where the viral quasispecies are changed

by NA therapy can be an unknown sensitive region and a target region

for future therapies. We analyzed the HBV whole genome from

chronic hepatitis B (CHB) patients.

Methods: Viral HBV-DNA were collected and extracted from 7

patients before and on-going treatment respectively. PCR were per-

formed and then products were sequenced using Illumina MiSeq

sequencer. The quasispecies variants of NGS results from patients

with before and on-going treatment were compared and analyzed. The

variants were defined based on the percentage of the viral population

affected: major, C20% of the total population; intermediate, 5% to

\20%; and minor, 1% to\5%. The difference of percentage which

more than 5% between pre and on-going treatment were detected.

Result: Varying degrees of amino acid (AA) changing’s were

detected in 4 regions between before and on-going treatment. In four

of seven cases, the viral quasispecies in core region was significantly

decreased in on-going treatment compared with before treatment.

Especially, the decrease of amino acid variations was found in the

position of AA126 to AA130 in core region.

Conclusion: After the administration of NAs to CHB patients, qua-

sispecies was changed especially in core region. The dynamics after

NAs therapy in relation to clinical efficacy is needed to be solved in

the future.

PP1211

The expression of interleukin-21 in patients with chronic hepatitis
B discontinuing nucleos(t)ide analogue therapy

Tao Yu1, Jie Peng1

1Hepatology Unit and Department of Infectious Diseases, Nanfang

Hospital, Southern Medical University, No. 1838 North Guangzhou

Avenue, Guangzhou

Background: Interleukin-21 (IL-21) is an important immune regu-

latory factor, contributing to immune control of hepatitis B virus

(HBV) infection. To evaluate the role of IL-21 in patients with

chronic hepatitis B (CHB) discontinuing nucleos(t)ide analogue

(NAs) therapy, we examined the dynamic changes in serum IL-21

levels after therapy cessation, and analysed their relationship with

clinical outcome.

Methods: We recruited 60 patients with CHB, and used double

antibody sandwich ELISA to detect serum IL-21 levels. Virological

relapse (VR) was defined as HBV DNA level [2000 IU/ml. And

sustained response (SR) was defined as persistently unde-

tectable HBV DNA or \2000 IU/ml HBV DNA plus persistently

normal alanine aminotransferase (ALT) values for at least 48 weeks

of follow-up.

Result: After[1 year of follow-up, 24 cases (40%) had VR and 36

(60%) had SR. Age and HBsAg titres at baseline were significantly

lower in the SR than in the VR group (P = 0.03 and P = 0.001,

respectively). Serum IL-21 levels at weeks 12, 24, and 48 were sig-

nificantly higher than those at baseline (P = 0.0035, P = 0.0124, P =

0.0002, respectively) in the SR group. However, there was no sig-

nificant difference in serum IL-21 levels between the VR and SR

groups at any follow-up point. Moreover, serum IL-21 levels corre-

lated with the HBsAg titres: positively in the VR group (r = 0.290, P

= 0.01) and negatively in the SR group (r = -0.328, P\ 0.0001).

Conclusion: IL-21 may be involved in maintaining SR and play an

important role in immune control of patients with CHB after NAs

discontinuation.
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IL-33 clear hepatitis B virus in hydrodynamic HBV mouse model
through ST2 expressed on NK cell

Xiuzhu Gao1, Xiumei Chi1, Xiaomei Wang1, Ruihong Wu1,
Hongqin Xu1, Yazhe Guan1, Dong Li1, Damo Xu1, Junqi Niu1

1The First Hospital of Jilin University, Changchun

Background: IL-33 is a nuclear cytokine from the IL-1 family. Once

IL-33 releases from cells, it can activate its receptor ST2 which

mainly expressed on immune cells. The aim of this study is to

determine whether IL-33 can activate its receptor ST2 which

expressed on immune cells, leading to the elimination of HBV.

Methods: 10 lg pAAV-HBV1.2 was injected into the tail veins of 7

weeks Male C57BL/6 (H-2b) and ST2 knockout mice, respectively.

After the establishment of HBV mouse model, experimental mice

received 2 dosages of IL-33 (0.1 and 1 lg), the control group received

the same volume of PBS. Another experiment, normal C57 mice

received anti-CD8 antibody to block CD8+ T cell; the controls

received isotype (rat IgG2a), and all the mice were injected 10 lg

pAAV-HBV1.2 to establish HBV mouse model, then treated with 1

lg IL-33. Lastly, CB-17 SCID mice were used to established HBV

mouse model, and then received 1 lg IL-33. The control group

receive the same volume of PBS. The serum specimens were assayed

for HBV DNA, HBsAg, HBeAg, ALT, AST and CHE at the indicated

time points. Intrahepatic HBcAg was visualized by immunohisto-

chemistry. The liver sections were also stained with hematoxylin.

Result: IL-33 can not only reduce HBV DNA and HBsAg, HBeAg in

the serum in HBV mice in a dose-dependent manner, but also reduce

ALT and AST. There is no obvious change for H&E staining, but

HBcAg is decreasing after treatment of IL-33 in a dose-dependent

manner. However, for ST2 knockout mice, IL-33 does not exert

obvious antiviral effect. There was no different levels of HBsAg,

HBeAg and HBV DNA between wildtype HBV mice and CD8

knockout HBV mice, however, for the CB-17 SCID mice, compared

with the control group, after the treatment of IL-33, mice showed the

lower level of HBsAg.

Conclusion: IL-33 plays both antiviral and hepatic-protective role in

the HBV mouse model via its receptor ST2 expressed on NK cell but

not CD8+ T cell.
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The study of the serological evolution during immune clearance
phase in patients with chronic HBV infection for the optimal time
point of antiviral treatment

Qing He1, Shuling Ai1, Qiyuan Tang1, Xuejiao Liao1, Changxiang
Lai1, Qingrong Tang1, Bing Bai1, Yizhou He1

1Shenzhen Third People’s Hospital, Shenzhen

Background: Serum markers of patients are often presented with

some regular changes during the progression of disease, but no con-

sensuses are achieved now. The purpose of our study is to investigate

the serological evolution at the different stages during the immune

clearance phase of chronic HBV infection and further to optimize the

time point of antiviral treatment.

Methods: Data of ages, ALT levels and HBV DNA loads were col-

lected from 248 patients in the immune clearance phase of chronic

HBV infection. All patients biopsy samples were evaluated by

experienced pathologists according to the guideline of prevention

treatment for chronic hepatitis B published by Chinese Society of

Hepatology. The fibrosis is classified into 4 stages from mild to

serious (S0, S1, S2, S3_4) according to the pathology score. The

immune clearance phase was divided into four stages (initial, early,

medium and late stage) respectively. The area under the ROC curve

(AUC) was used to evaluate the ability of the use of ages, ALT levels

and HBV DNA loads data for predicting hepatic fibrosis CS2 stages

which is the optimal time point of antiviral treatment.

Result: Significant differences in patient ages, serum levels of ALT,

and HBV DNA loads were discovered in four stages of immune

clearance phase (v2 = 17.101, 9.331, 20.238, P \ 0.05). Positive,

negative and no correlation was found between stages of immune

clearance phase with ages (r = 0.24, P\0.05), HBV DNA loads (r =

-0.277, P \ 0.05) and serum ALT levels (r = 0.131, P [ 0.05) by

Spearman’s rank correlation analysis, respectively. The area under the

ROC curve (AUC) of patients’ ages, ALT levels, and HBV DNA

loads to detect fibrosis CS2 stage was 0.611, 0.553 and 0.65,

respectively. The best diagnostic cutoff point for hepatic fibrosis CS2

stages was 35.5 year (ages), 162.5 U/L (ALT levels) and 6.55l gIU/ml

(HBV DNA loads).

Conclusion: Our study demonstrated that the increasing ages of

patients, fluctuating ALT levels and gradually reduced serum HBV

DNA loads were observed with progression through the stages of

immune clearance phase of chronic HBV infection. Ages (C35.5

years old), and/or serum levels of ALT (C162.5 U/L) and/or HBV

DNA loads (B 6.55l g IU/ml) could be used as a criteria for the

patients diagnosed with hepatic fibrosis CS2 stages. We propose that

the antiviral treatment should be initiated once any of these criteria is

reached, which might be the signal to start.

PP1214

A preliminary study about the relationship between the frequency
expression of CD31 molecule on T lymphocytes surface
and chronic HBV infection

Yu Lifei1

1Hangzhou First People’s Hospital, Hangzhou

Background: To investigate the level of CD31 molecule expression

on peripheral T lymphocytes of patients with chronic hepatitis B

(CHB), and to study the relationship between the expression of CD31

molecule and serum ALT levels, serum levels of HBV DNA and

HBeAg. Preliminarily explore the relationship between the expression

frequency of CD31 molecule and patients CHB, in order to under-

stand changes in different immune status when chronic HBV

infecting.

Methods: A total of non-antiretroviral therapy 42 patients with CHB

and 25 healthy volunteers were enrolled for the study. In peripheral

blood, The percentage of CD4+, CD8+, CD31+, CD31+ CD4+,

CD31+ CD8+, CD31+ CD4+/CD4+, CD31+ CD8+/CD8+ cells were

assessed by flow cytometry, serum ALT levels were tested by auto-

matic biochemical analyzer, serum HBVDNA levels were determined

by real-time fluorescent quantitative PCR, and the serological markers

of HBV were examined through chemiluminescence simultaneously.

Result: The percentages of CD4+, CD31+, CD31 + CD4+, CD31 +

CD4+/CD4+ cells in patients with CHB were significantly less than

the healthy (P \ 0.05); the percentages of CD31+, CD31 + CD4+,

CD31 + CD8+, CD31 + CD4+/CD4+ cells in ALT\2ULN group of

patients with CHB were significantly lower than ALT C 2ULN group

(P\0.05); serum HBVDNA loads lower groups ([103–105 IU/mL),

middle groups ([105–107 IU/mL) and higher groups of HBVDNA

([107–109 IU/mL) CD31 molecule expression frequency were on the

rise, but no statistically significant difference were observed in the

comparison between groups (P [ 0.05);the percentages of CD31+,

CD31 + CD8+, CD31 + CD4+/CD4+ cells in the HBeAg-negative

group were significantly lower than HBeAg-positive group (P \
0.05).

Conclusion: The frequency of CD31 molecule expression on

peripheral T lymphocytes of patients with CHB were declined; there

is a certain relationship between the frequency of CD31 molecule

expression and serum ALT levels, different loads of HBVDNA,

HBeAg positive or negative in patients with CHB;chronic HBV

infection of immune status may be associated with T cell surface

expression of CD31 frequency.
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The immune escape variation in hepatitis B virus core protein
correlate with disease progression in chronic hepatitis B

Yu Zhang1, Jingmin Zhao1

1Beijing 302 Military Hospital, Beijing

Background: Mutations in hepatitis B core protein (HBc) are closely

correlated with the pathogenesis of hepatitis B virus (HBV) infection.

The aim of this study was to evaluate how HBc genetic variation

affected CTL response and disease progression of HBV infection.

Methods: An overlapping nonapeptide pool covering HBc and its

variants were synthesized and identified by structural and immuno-

genic analysis. HLA-A2 and HBV transgenic mice were used as

animal models. Blood samples from 19 acute hepatitis B (AHB)

patients were collected to detect epitope-specific CTL responses. 243

chronic hepatitis B (CHB) patients and 146 acute-on-chronic liver

failure (ACLF) patients were enrolled in this study to analyze clinical

relevance of the P130T variation.

Result: In this study, we identified that an HLA-A2-restricted P130T

variation in HBc with decreased immunogenicity. The molecular

basis of decreased binding capacity of the mutated epitope T130 was

studied by structural analysis of MHC-peptide complex. Compared to

the HBc epitope T130, immunization with the defined HBc epitope

P130 induced a larger degree of CTL induced suppression of HBV

replication in HLA-A2 + HBV transgenic mice, displaying approxi-

mately 15% greater decrease of HBsAg level and 57-fold reduction of

viral DNA level in mice serum (P \ 0.05). In addition, stronger

epitope P130-specific CTL response was observed in HLA-A2-re-

stricted acute hepatitis B (AHB) patients by IFN-g ELISPOT assay

(160.6 ± 86.6 and 80.8 ± 36.4; P\0.05). The HBc P130T variation

is correlated with higher viral levels (about twofold higher, P\0.05),

and is associated with poor prognosis in CHB patients. All these data

indicate that the P130T variation may cause immune escape.

Conclusion: This work provides further insights into the impact of

the HBc variations, which orchestrate T cell response, viral persis-

tence, and immunopathogenesis in HBV infected disease.

PP1217

Effects of specific immune effector cells on hepatitis B virus
replication under methylprednisolone in vitro

Hong-Li Song1, Rao-Rao Wang2, Liu Yang2, Zhong-Yang Shen2

1Tianjin First Cental Hospital and Tianjin Key Laboratory of Organ

Transplantation, Tianjin; 2Tianjin First Cental Hospital, Tianjin

Background: To investigate the effects of specific immune effector

cells (IECs) on HepG2.2.15 under methylprednisolone (MP).

Methods: Dendritic cells were isolated and cultured with lympho-

cytes to form IECs, then were co-cultured with HepG2.2.15. We

chose MP to treat with cells. The levels of HBV DNA were measured

by PCR. Inflammatory cytokines levels were detected by ELISA and

T cell subsets were detected by flow cytometry analysis.

Result: HBV DNA in the first group decreased compared with the

fifth group (P\ 0.01). The levels of IFN-c was increased, while IL-

10, IL-17 and IL-23 were decreased (P \ 0.01). After using MP to

treat with cells, HBV DNA levels in the third group decreased

compared with the first group (P \ 0.01). However, MP could sup-

press IECs to increase the levels of HBV DNA.

Conclusion: IECs could suppress the levels of HBV DNA under MP.

In addition, there was no adverse reactions to liver function of

HepG2.2.15 under MP cytometry analysis.

PP1218

Study on autologous specific immune effective cells inhibit HBV
replication in HBV transgenic mice

Hong-Li Song1, Liu Yang2, Rao-Rao Wang2, Ming-Li Yin2,
Zhong-Yang Shen2

1Tianjin First Cental Hospital and Tianjin Key Laboratory of Organ

Transplantation, Tianjin; 2Tianjin First Cental Hospital, Tianjin

Background: To investigate the effect of specific immune effective

cells (IECs) induced by dendritic cells (DCs) from HBV transgenic

mice on HBV replication.

Methods: DCs were isolated from HBV transgenic mice, induced

into mature DCs and co-cultured with lymphocytes for becoming

IECs, injected IECs into transgenic mice by tentum dorsal veins.

Study was divided into two groups: normal saline (NS) group and IEC

group, which were observed on 0 h, 2, 4, 6, 8 and 12 weeks. To

evaluate the effect of IECs, liver function were checked by bio-

chemistry, The expression of HBV DNA were checked by PCR, The

levels of cytokines were checked by ELISA, HBsAg and HBcAg

expression were checked by immunohistochemistry.

Result: When 6, 8 and 12 weeks after injected IECs into transgenic

mice, liver function were improved significantly, HBV DNA, HBsAg

and HBcAg expression decreased significantly, all indexes were

better than NS group’s (P\ 0.05).

Conclusion: IECs could protect liver function, inhibit HBV replica-

tion in HBV transgenic mice. The possible mechanism were

suggested the inflammatory cytokines to mediate this effect.
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A case of occult hepatitis B virus infection diagnosed by a new
method based on HBV replication increasing with peripheral
blood lymphocytes proliferated in vitro

Yinghua Lan1, Qin Yan1, Yanxin Huang1, Shupeng Song1,
Lisheng Jiang1, Yongguo Li1

1The First Affiliated Hospital of Harbin Medical University, Harbin

Background: Occult Hepatitis B Virus Infection (OBI) was a special

infection state defined as presence of HBV DNA in the liver of

individuals testing HBsAg negative by currently available assays and

when detectable, the amount of HBV DNA in the serum is usually

very low. Diagnosis of OBI is difficult because the load of HBV DNA

was trace in serum of many cases. Adequate liver tissue containing

enough detectable HBV DNA is generally infeasible. Therefore a new

strategy to further magnify HBV DNA in peripheral blood easily

obtained is eagerly awaited. Our previous studies proved HBV

replication is up-regulated in PBMCs in vitro. The study aimed to

further prove reliability and feasibility of the method amplified HBV

DNA of patient nor additional HBV in PBMCs to detect more

effectively by mitogen stimulation for diagnosis of OBI.

Methods: A special female patient: she suffered from acute jaundice

hepatitis, then received symptomatic treatment and never attempt to

searching for the cause ten years ago. Two years ago, fatigue,

anorexia, and distension accompanied by increased transaminase

appeared repeatedly. Other virus markers, parasite markers, autoim-

mune antibody, markers of hereditary and metabolic, HBV DNA and

HCV RNA were negative except for HBcAb IgM and HBcAb IgG

were positive. Color Doppler showed cirrhosis and small amount of

ascites. PBMCs were separated from 20 ml blood by ficoll density

gradient centrifugation and washed three times with PBS before

seeding into 24-well plates at a final concentration of 105/mL with

RPMI 1640 including PHA (5 lg/mL) and IL-2 (20 U/mL). Cell

suspension containing HBV DNA was harvested on day 0, 1, 6, and

12 and quantitatively detected using a Cobas TaqMan 48 analyzer,

meanwhile cells were lysed to detect HBV-RNA by RT-PCR. The P

gene of HBV DNA in cells and cell suspension was amplified

respectively with Nest-PCR and sequenced. Furthermore, HBV DNA

in liver tissue sections was dyed by in situ hybridization.

Result: 1. HBV DNA in cells and cell suspension was increased in

the proliferated PBMCs stimulated by PHA and IL-2 in vitro (Fig. 1).

2. HBV RNA was detected in PBMCs by RT-PCR on day 12. 3. P

gene obtained by Nest-PCR was identified as type C, moreover, two

sites 180 (C) and 204 (A) of gene mutated into A and G. 4. In situ

Hybridization detection of HBV DNA with probes in liver tissue

section of the patient. 5. The patient was diagnosed as OBI by the

method and the load of HBV DNA in cells and cell suspension of

PBMCs was less than 20 IU/ml on day 6 and 12 following the method

after the patient has taken ADV for 8 months. Symptoms of the

patient such as fatigue, anorexia, and distension improved gradually

(fig 2). Now, she can do housework even some field work.

Conclusion: HBV replication increased with peripheral blood lym-

phocytes stimulated by PHA and IL-2 proliferated in vitro. The

method which amplified HBV DNA in PBMCs was practicable in

diagnosis of OBI.

PP1220

Non-invasive diagnosis of liver inflammation with serum MCP-1
levels in chronic HBV infection patients with normal or slightly
elevated aminotransferase levels

Xiaoguang Dou1, Yang Ding1

1Sheng Jing Hospital of China Medical University, Shenyang

Background: The aim of this study was to analyze the expression

level of monocyte chemoattractant protein-1 (MCP-1) in the periph-

eral blood of patients with chronic hepatitis B (CHB), and to discuss

the relationship between MCP-1 and liver inflammation activity in

CHB patients with normal or slightly elevated serum aminotrans-

ferase (ALT) levels.

Methods: We detect the expression of MCP-1 in serum of patients

with CHB infection using ELISA, and use the receiver operating

curve to evaluate the diagnostic value of MCP-1 in liver tissue
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inflammation activity of chronic HBV infected patients with normal

or slightly elevated serum aminotransferase levels.

Result: MCP-1 expression level in peripheral blood of CHB patients

with ALT greater than 2 times the upper limit of normal value (ALT

C 2ULN) was 229.8 ± 164.17 (pg/ml), and MCP-1 expression level

in peripheral blood of CHB patients with ALT less than 2 times of the

upper limit of normal value (ALT \ 2ULN) was 136.96 ± 105.66

(pg/ml). There was significant difference (P = 0.004) between MCP-1

of the two groups. In the group of Hepatitis B e antigen (HbeAg)

positive CHB patients with ALT \ 2ULN, MCP-1 in patients with

inflammation activity \2 is significant lower than in patients with

inflammation activity C2 (P = 0.001). In the group of HBeAg neg-

ative group with ALT\2ULN, there was no significant difference of

MCP-1 expression level between patients with inflammation level\2

and inflammation level C2 (P = 0.96). AUC of MCP-1 for the

diagnosis of CHB patients with ALT\2ULN is 0.864, and the 95%

confidence interval of AUC was 0.7608–0.960, and youden index was

0.64, the optimal cut-off point was 86.07, Sensitivity (SN) was 90%,

Specificity (SP) was 68%, Accuracy was 80%, Positive predictive

value (PPV) was 77.1%, Negative predictive value (NPV) was 85%.

Conclusion: MCP-1 is related to the liver inflammation and can be as

a marker for Non-invasive diagnosis of liver inflammation in chronic

HBV infection patients with normal or slightly elevated aminotrans-

ferase levels

PP1221

Correlation analysis between serum markers and liver
inflammation activity of chronic HBV infected patients
with normal or mildly elevated aminotransferase levels

Yaoxing Fan1, Xiaoguang Dou1

1Sheng Jing Hospital of China Medical University, Shenyang

Background: The aim of this study was to analyze the pathological

changes of liver tissue in patients with chronic hepatitis B (CHB) and

normal or mildly elevated serum aminotransferase (ALT) levels, and

to discuss the relationship between the serum markers and liver tissue

inflammation activity.

Methods: Two hundred and five CHB patients with normal or mildly

elevated serum aminotransferase were enrolled in this study. The

patients were classified into necroinflammation group (G C 2)

including 83 patients and mild inflammation group (G\2) including

122 patients using the Metavir scoring system. The correlation

between liver histology and serum markers of liver inflammation was

analysed.

Result: 40.5% (83/205) of 205 patients had necroinflammation,

22.0% (45/205) had significant fibrosis change. ALT, aspartate

aminotransferase, c-glutamyl transpeptidase, Direct bilirubin, acti-

vated partial thromboplastin time, prothrombintime of CHB patients

with necroinflammation were significant higher than patients with

mild inflammation, while the PLT level was significant lower than

patients with mild inflammation. The ability of each of the total 7

indictors to diagnose patients with liver inflammation CG2 was lower

than 0.8 under the receiver operating curve, and it was incompetent to

diagnose liver inflammation activity alone.

Conclusion: There was more sever necroinflammation than fibrosis in

liver of chronic HBV infected patients with normal or mildly elevated

serum aminotransferase levels, and it was incompetent for clinical

serum markers to diagnose necroinflammation in those patients.

PP1222

Oral combination vaccine against hepatitis B and anthrax

Mani Bhargava1, Saurabh Jain2, Rinku Bhargava3

1ICFAI University, New Delhi, India; 2Bhagyodaya tirth Pharmacy

College, Sagar, India; 3Guru Teg Bahadur Hospital, New Delhi, India

Background: Vaccination has not only become vital but a lot of

revolutionary changes are being observable in the field of vaccine

delivery. Vaccine antigens administered by the oral route are often

degraded during gastrointestinal transit. Bile salt stabilized vesicles

i.e. bilosomes are found to be effective in preventing antigen degra-

dation and enhance mucosal penetration. The aim of the present work

was to prepare a combination vaccine system against hepatitis-B

(HBsAg) and anthrax (rPA). Oral immunization induces both mucosal

and systemic immune responses, whereas mucosal responses are not

generally observed following systemic immunization. Bilosomes

provide needle free, painless approach for immunization, thereby

increasing patient compliance and consequently increasing vaccina-

tion coverage.

Methods: Bilosomes containing HBsAg and rPA were prepared by a

lipid cast film method. Antigen loaded bilosomes were characterized

in vitro for their shape, size, percent antigen entrapment and stability.

Fluorescence microscopy was carried out to confirm the uptake of

bilosomes. The in vivo study comprised of estimation of IgG response

in serum and sIgA in various body secretions using specific ELISA.

Result: Bilosomes formed were multilamellar and were stable in

gastric and intestinal fluids. Fluorescence microscopy suggested that

bilosomes were taken up by the gut associated lymphoid tissues. In-

vivo data demonstrates that bilosomes produced both systemic as well

as mucosal antibody responses upon oral administration at higher

dose levels as compared to intramuscular immunization but fail to

produce any synergistic effect.

Conclusion: Thus, HBsAg potentiates the production anti-rPA anti-

body. Also measurable sIgA in mucosal secretions were observed.

Thus, the bilosomes are a promising carrier for oral combination

vaccines. This approach could be adapted for human use because the

mucosal surfaces are the initial sites of infection and it therefore

seems logical to attempt to develop vaccination strategies that evoke

appropriate localized responses to counteract the early events of

pathogenesis.
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Lipid based nanoparticulate system for effective vaccine delivery

Rinku Bhargava1, Indu Soni2, Aakanchha Jain3, Mani Bhargava4

1Guru Teg Bahadur Hospital, New Delhi, India; 2NIIT, Gurgaon,

India; 3Bhagyodaya Tirth Pharmacy College, Sagar, India; 4ICFAI

University, New Delhi, India

Background: The search for innovative ways of vaccination has

intensified recently with declining vaccine coverage and growing

public concern about new virulent disease outbreaks. Immunization is

a prophylactic approach through which the body is shielded from any

incoming pathogenic invasion. The work envisaged here concerns

exploring potential of Solid Lipid Nanoparticles (SLN) in efficient

protein delivery (HBsAg) through surface modifications, which will

in turn; enhance loading efficiency and cellular uptake of SLN using

subcutaneous route.

Methods: The SLN were prepared by Solvent Injection Method. SLN

were optimized for various parameters as lipid, surfactant concen-

tration, stirring time and speed. By considering particle size,

polydispersity index (PI) and entrapment efficiency. The characteri-

zation parameters included Transmission and Scanning Electron

Microscopy, X-Ray Diffraction Analysis, in-vitro release, Kinetics of

uptake by flow cytometer, Evaluation of cell apoptosis, T-cell pro-

liferative response assay, TH1/TH2 cytokine profile and

Internalization studies by spectral bioimaging. The in vivo study

comprised of fluorescence studies and estimation of IgG response in

serum and sIgA in various body secretions using specific ELISA.

Result: The particulate system is better carrier system for immu-

nization because of less diffusivity and restricted movement. SLNs

themselves act as signal for the phagocytic cells. Surface modified

SLNs can entrap greater amount of antigen, provide its sustained

release and rapidly internalized by the antigen presenting cells. In-

vitro T cell proliferation and induction of TH1 type of immune

response clearly marks the potential of this novel carrier system.

Fluorescence uptake studies showed better uptake of surface modified

SLNs. Higher and more sustained antibody titer obtained with surface

modified SLNs suggests their better immunological potential. Thus,

subcutaneous immunization could be an efficient alternative approach

for vaccination against hepatitis.

Conclusion: The formulations developed in this study can be further

explored for the incorporation and delivery of other proteins and

peptides and should subsequently be subjected to pilot plant scale-up

as well as clinical trial to establish their potential for subcutaneous

immunization against hepatitis B.

PP1224

Development of bipolymer based novel nanoparticles
in microsphere system as vaccine adjuvant

Vishal Bhargava1, Saurabh Bhargava2, Himanshu Saraf3, Ajay
Verma4
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Background: Novel strategies are required for the achievement of

safe and effective immunization beyond the conventional strategies.

Frequent booster dosing can be avoided by the development of a

mucosal/adjuvant vaccine delivery system, which can safely produce

high and long lasting immune responses. Mucosal immunization is an

attractive alternative to parenteral as with the appropriate delivery

system it is possible to stimulate both humoral and cell-mediated

responses. The research work envisaged promotes the advantages and

overcomes the disadvantages of the hydrophilic and hydrophobic

polymeric systems, by a combined hydrophilic (gelatin nanoparticles,

GN) with a hydrophobic polymeric system (PLGA microspheres).

This combination creates a new biodegradable system for HBsAg

delivery.

Methods: GN& PLGA microspheres were prepared by double

emulsification method and composite system was prepared by phase

separation method. Antigen loaded composites were optimized and

characterized in vitro for their shape, size, % antigen entrapment and

stability. Fluorescence microscopy was carried out to confirm the

uptake of composites. The in vivo part of the study comprised of

estimation of IgG response in serum and sIgA in various body

secretions using specific ELISA. The external morphology was

studied by Scanning and Transmission Electron Microscopy.

Result: The in vitro studies exhibited an initial burst release from

gelatin nanoparticles, degradation of antigen from PLGA micro-

spheres and a continuous release from composite system. This

supports the hypothesis to formulate single shot vaccine with such

system (to mimic booster dosing). The fluorescence studies showed

the selective uptake of composites by NALT.

Conclusion: Humoral response generated by single dose of com-

posites was comparative to marketed formulation that received the

booster dose. Further, composite system generated the effective sIgA

antibody which was not elicited by the marketed formulation. Thus, it

could be concluded from the present study that bipolymer based

composite system are capable to provide sufficient protein stability

and can be a promising candidate for development of single shot

vaccine, not only against Hepatitis but against all those diseases that

invade the host by the mucosal surfaces.

PP1225

Development and characterization of surface modified chitosan
nanoparticles for selective targeting of lamivudine to hepatocyte

Rinku Bhargava1, Aakanchha Jain2, Indu Soni3, Saurabh Jain2

1Guru Teg Bahadur Hospital, New Delhi, India; 2Bhagyodaya Tirth

Pharmacy College, Sagar, India; 3NIIT, Gurgaon, India

Background: Hepatitis B is an infection of the liver caused by the

hepatitis B virus (HBV). It is a major cause of infectious liver disease

throughout the world. Viral hepatitis resides primarily in the liver;

hence drug targeting with ligand anchored moiety can be an effective

strategy in management of this disease. Lamivudine a ‘‘nucleoside

analogue’’ is commonly used in treatment of Hepatitis B and effec-

tively inhibit viral replication. However it shows extra-hepatic

toxicity.

Methods: In the light of above, it was envisaged that the use of

receptor-mediated endocytosis may permit the realization of the

potential of drug targeting that reduces the side effects. This neces-

sitates developing surface modified chitosan nanoparticles for

hepatocyte selective targeting via conjugation of a ligand

(glycyrrhizin).

Result: The chitosan nanoparticles were prepared by Low Molecular

Weight Chitosan (LMWC) by Ionotropic gelation method and ligand

was anchored. The nanoparticles were then characterized in vitro for

their shape, size, drug entrapment, in vitro drug release and stability.

The in vivo study comprised of biodistribution studies in various

organs and fluorescence microscopy was performed, hematological

and histological examinations were done.

Conclusion: Finally it could be concluded that encapsulation of

lamivudine in glycyrrhizin coupled LMWC nanoparticles enhances

the residence time. Further bioavailability of the drug in liver is

increased which could be utilized in reducing the dosing frequency as

well as the dose. This could help in the reduction of dose related

toxicity associated with this antiviral drug. Ligand mediated bio-de-

position and cellular interaction of LMWC nanoparticles especially at

the site would be a focal paradigm for the upcoming research in the

field of antiviral drug delivery.

PP1226

Hepatitis B virus abolished autophagic degradation
by downregulate Rab7

Tianhui Zhou1, Min Jin2, Yongsen Ding1, Yi Zhang3,4, Ye Sun1,
Qing Xie1, Congfeng Xu5,6, Wei Cai1

1Department of Infectious Diseases, Ruijin Hospital, Shanghai Jiao

Tong University School of Medicine, Shanghai; 2Key Laboratory of
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for Biological Sciences, Chinese Academy of Sciences and Shanghai

Jiao Tong University School of Medicine, Shanghai; 3Biomedical

Research Center, Zhongshan Hospital, Fudan University, Shanghai;
4Shanghai Key Laboratory of Organ Transplantation; 5Shanghai

Institute of Immunology, Institutes of Medical Sciences, Shanghai

Jiao Tong University School of Medicine, Shanghai; 6Key Laboratory

of Stem Cell Biology, Institute of Health Sciences, Shanghai

Institutes For Biological Sciences, Chinese Academy of Sciences And

Shanghai Jiao Tong University School of Medicine, Shanghai
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Background: Autophagy serves as an important part of innate

immunity to defeat against pathogen invasion. However, it has been

reported that invaded HBV escapes autophagic degradation by

inducing autophagosomes formation and inhibiting lysosomal

degradation, which contributes to HBV replication and infection in

turn. However, the underlying molecular mechanism by which HBV

escapes from the autophagic degradation remains elusive.

Methods: In the study, we monitored the autophagic process using

HepG2 cells with transient HBV DNA plasmid transfection (pHepG2)

or stable HBV infection (HepG2.2.15 cells) in vitro, and HBV

infection mice model by hydrodynamic injection with pHBV plasmid

in vivo. Then cell lysis and liver tissues were subjected to autophagy-

related protein 5 (Atg5) and LC3-II (microtubule-associated protein

light chain3-II) detection by western blot to estimate autophagy.

Autophagosome and autophagic flux was also observed by trans-

mission electron microscopy and confocal microscopy. Additionally,

Ras-related protein 7 (Rab7) expression was detected by western blot

and PCR in pHepG2, HepG2.2.15 and other 3 controls HepG2,

respectively.

Result: Setting HepG2 and mock transfection HepG2 as negative

controls and starvation treated HepG2 as positive controls, pHepG2

and HepG2.2.15 showed obviously high levels of both Atg5 and LC3-

II, respectively. Furthermore, intracellular autopahgic vacuoles

remarkably accumulated after HBV DNA plasmid transfection. In

terms of mice models of HBV infection, Atg5 and LC3 were also

increased in liver tissues. Autophagic flux analysis revealed that

autophagosome increased in pHepG2 cells while its fusion with

lysosome fusion was rarely observed. Meanwhile, expression of

Rab7, both in protein and mRNA levels, was dramatically reduced in

pHepG2 cells and HepG2.2.15 cells than that in other HepG2 cells.

Conclusion: It suggests that HBV could induce autophagosome for-

mation but block the fusion with lysosome to escape virus removal.

Functionally, downregulation of Rab7 might be responsible for the

autolysosome-lysosome fusion deficiency. Our study proposes a

potential mechanism how HBV escapes autophagic degradation,

which might be a novel therapeutic target for manipulation of

autophagy in HBV infection.

PP1227

Serum pgRNA may serve as the new serum marker of cccDNA

Du Man1, Jiang Jian Ning1, Liu Yu1

1The First Affiliated Hospital, Guangxi Medical University, Guangxi

Background: The destruction or silencing of HBV covalently closed

circular DNA (cccDNA) are two primary goals of antiviral therapy,

however detection of intrahepatic cccDNA is limited by liver biopsy

pgRNA is the product directly translated by cccDNA. HBVDNA is

undetectable when the reverse transcription of pgRNA into HBVDNA

is blocked by NAs therapy however, pgRNA is accumulated and

release into serum if the cccDNA activity of transcription remain.

There were some reports that pgRNA was detectable in serum. Our

aim of this study is to probe whether pgRNA can be a new serum

maker of cccDNA.

Methods: 17 CHB patients with complete virological response and

maintained response for at lest 2 years were analyzed in this study.

Intrahepatic cccDNA (copies/cell) was determined by plasmid-safe

ATP-dependent Danes (PSAD) digestion in combination with RCA

and gap-spanning selective real-time PCR assay after extracted from

liver biopsy samples. Quantitative HBsAg levels were determined

using chemiluminescence’s reagent manufactured by Abbott Com-

pany. Serum HBV DNA and pgRNA were quantitied by real-time

polymerase chain reaction and real-time reverse transcription

polymerase chain reaction assays respectively. Compare the change

trend of the three serum makers and explore the correlation of

cccDNA, HBsAg and serum pgRNA.

Result: The trend between a parallel decrease in serum pgRNA and

HBsAg was found in 88.24% (15/17) of patients. The total coinci-

dence rate of cccDNA and pgRNA was 76.47% (13/17). 41.18% (7/

17) of patients’ cccDNA and pgRNA were undetectable at the time of

liver biopsy, after Liver biopsy all the seven patients’ pgRNA were

still undetectable, five patients’ HBsAg Continued to decline, while

two had no significant decline. 35.30% (6/17) of patients’ cccDNA

and pgRNA were detectable at the time of liver biopsy, after Liver

biopsy two patients’ pgRNA sustained, another four’s turned unde-

tectable, while all the six patients’ HBsAg Continued to decline.

However 23.53%(4/17) of patients’ cccDNA was detectable while

pgRNA was undetectable at the time of liver biopsy, two of them

developed both pgRNA and HBsAg relapse, one pgRNA kept unde-

tectable and HBsAg continued to decline, another one developed

pgRNA relapse but HBsAg continued to decline.

Conclusion: Serum pgRNA is present in CHB patients with NA-

therapy, and it is still detectable after HBV DNA was suppressed to

undetectable levels, besides it has a strong correlation with cccDNA,

which highlights that it may be a potential independent serum marker

in reflecting intrahepatic cccDNA and conducting discontinuing NA

therapy.
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Association of vitamin D deficiency with CD19+ cells in chronic
HBV patients

Shen Fang Ping1, Ko Wang Sheng2,3,4, Yan Yuan Horng2,3,4

1Hungkuang University, Taichung, Taiwan; 2Department of Nutrition

and Institute of Biomedical Nutrition, HungKuang University,

Taichung, Taiwan; 3Department of Internal Medicine, Kuang-Tien

General Hospital, Taichung, Taiwan; 4Department of Medicine

Research, Kuang-Tien General Hospital, Taichung, Taiwan

Background: Chronic hepatitis B virus (HBV) infection was an

important medical and public health issue, which could lead to liver

cirrhosis and cancer. Previous studies have reported the complex

interaction between the virus and the host immune response. Vitamin

D was involved in various pathophysiological mechanisms as an

immune modulator. However, data regarding the association between

Vitamin D and host immune response in HBV patients was lacking.

The objective of this study was to investigate the association between

vitamin D and host immune response.

Methods: A total of 60 chronic hepatitis B patients in immune tol-

erance phase were enrolled. T- lymphocytes surfaces makers

(CD3+CD4+, CD3+CD8+, CD4+CD45RA+, CD4+CD45RO+,

CD8+CD45RA+, CD8+CD45RO+), B-lymphocytes surfaces makers

(CD19+, CD19+CD45RA+, CD19+CD45RO+) in peripheral blood

were detected by flow cytometry. The level of total 25-(OH) Vitamin

D was measured using chemiluminescence assay. Demographic and

clinical data associated with Vitamin D levels were also collected in

this cross-sectional study.

Result: The prevalence of normal (C30 ng/ml), insufficiency (20–30

ng/ml) and deficiency (\20 ng/ml) groups for vitamin D were 11.7,

43.3 and 45.0%, respectively. Study participants in these 3 groups had

CD19+ cells of 3.1 ± 2.5, 10.9 ± 5.2, and 8.0 ± 4.1 (%), respectively

(p = 0.001). In multivariate analysis, vitamin D deficiency, gender

and physical exercise were significantly associated with CD19+ cells

(b: -6.2, 95% CI: -10.5, -1.9; b: -3.8, 95% CI: -7.1, -0.6; b:

-4.1. 95% CI: -7.5, -0.7).

Conclusion: Patients of HBV infection was showed with 88.3% in

status of vitamin D insufficiency and deficiency. And it was found

with the increased numbers of CD19+ cells.

PP1229

Factors associated with mother-to-child transmission of hepatitis
B virus

Cuiping Liu1, Jia Shang1

1Department of Infectious Diseases, Henan Provincial People’s

Hospital, Zhengzhou

Background: This study aimed to assess risk factors for mother-to-

child transmission (MTCT) of hepatitis B virus (HBV) after

immunoprophylaxis. Risk factors for MTCT were assessed using a

multivariate logistic regression model.

Methods: We enrolled 256 mother–child pairs with positive maternal

hepatitis B surface antigens (HBsAg) between January 2010 and June

2013. All children received passive-active immunization after birth.

The children were tested for HBsAg at birth and 6–12 months and/or

1–3 years of age.

Result: Among 256 children, 10 (3.9%) developed HBV infection, all

of whom were born to hepatitis B e antigen (HBeAg)-positive

mothers with a high HBV DNA level (median 7.36; range 6.75–8.00

log10IU/mL). A total of 20 mothers received antiviral treatment

during pregnancy. The maternal viral load decreased from an average

of 7.16 log10IU/mL to 3.08 log10IU/mL (p\0.0001) at delivery. The

multivariate logistic regression analysis showed that a high maternal

HBV DNA level [odds ratio (OR) for each log10IU/mL increase, 2.44;

95% confidence interval (CI) 1.13–5.29, p = 0.023] and vaginal

delivery (OR 6.96, 95% CI 1.80–26.93, p = 0.005) were risk factors

for HBV immunoprophylaxis failure.

Conclusion: Additional treatment strategies should be considered in

HBeAg-positive mothers with an HBV DNA level above 6–7 log10

IU/mL. In addition, our study supports the use of Cesarean section for

infants born to HBsAg-positive mothers.

PP1230

Next generation sequencing revealed divergence in deletions of
PreS region in HBV genome between different HBV related liver
disease

Jian’an Jia1,2, Xiaotao Liang3, Hui Wang1, Huiming Li1, Shipeng
Cheng1, Shangfeng Zhu3, Chunfang Gao1

1Department of Laboratory Medicine, Eastern Hepatobiliary Surgery

Hospital, Second Military Medical University, Shanghai;
2Department of Laboratory Medicine, The 105th Hospital of PLA,

Hefei; 3Centre for Computational Systems Biology, School of

Mathematical Sciences, Fudan University, Shanghai

Background: Nucleotide deletions in HBV genome preS region may

significantly change viral biological features complicating the pro-

gression of liver diseases. Up to now the quantitative detection and its

clinical implications of preS nucleotide deletions using next genera-

tion sequencing (NGS) is rarely concerned. Also the difference in

preS deletion patterns among different sample types is unclear. This

study aims to elucidate the quantitative divergence of deletions in

HBV PreS and explore its significance as clinical indications for

disease progression in HBV-related liver diseases.

Methods: PreS region of HBV genome in 45 chronic hepatitis B

(CHB) patients and 94 HBV related hepatocellular carcinoma (HCC)

patients were sequenced by NGS and the distribution and abundance of

deletions were compared among different patients groups, different

sample types and different virus genotypes. Cosine distance matrix of

nucleotide deletion ratios in preS region were calculated and hierar-

chical clustering were performed. Furthermore, support vector machine

(SVM) model was trained on nucleotide deletion ratios in preS region

from each samples. The performance of SVM model was estimated

with fivefold cross validation, receiver operating characteristic (ROC)

curve was plotted and area under the curve (AUC) was calculated. In

addition, this SVM model was evaluated with a independent cohort.

Finally, the classification power of SVM models based on deletions

ratios in several preS deletion fragments were assessed.

Result: PreS region in HCC patients had significantly higher deletion

ratios than in CHB patients. In HCC patients, preS region in HBV

genotype C harbored prominently more frequent deletions than in

HBV genotype B, while the divergence could not investigated in CHB

patients. Though the distributions of deletion were similar among

preS sequences originated from sera, and matched tumor tissues,

adjacent non tumor tissues, there were still moderate divergences in

deletion abundances among matched samples. Hierarchical clustering

based on cosine distance matrix of preS nucleotide deletion ratios

from CHB and HCC groups classified the whole patients into two

groups, most of which properly correspond to the patients diagnosis.

Finally, a SVM based on nucleotide deletion ratios of preS region for

HCC against CHB was trained and validated, the AUC were 0.778
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and 0.671 respectively when five fold cross validation and indepen-

dent cohort validation were performed. Moreover, SVM model

trained on deletions in nt2-55 of preS2 displayed the best performance

in both five fold cross validation and independent cohort validation.

Conclusion: NGS methods depicted deep landscape of deletions

patterns in HBV preS region. Furthermore, machine learning methods

have showed superior performance as classification and prediction

model for HCC. Nucleotide deletions in nt2-55 of preS2 region

should be worthy of vigilance in CHB patients.

PP1231

Role of FIB-4 predicting clinical outcomes after HBsAg
seroclearance in patients with chronic hepatitis B

Seung Kak Shin1, Ju Hyun Kim1, Oh Sang Kwon1, Duck Joo
Choi1, Yun Soo Kim1

1Division of Hepatology, Department of Internal Medicine, Gachon

University Gil Medical Center, Incheon, Republic of Korea

Background: The long term clinical outcomes, including develop-

ment of liver cirrhosis (LC) and hepatocellular carcinoma (HCC) after

hepatitis B surface antigen (HBsAg) seroclearance in patients with

high FIB-4 index remains unclear. This study aimed to determine the

correlations between clinical outcomes after HBsAg seroclearance

and high FIB-4 index at the time of HBsAg seroclearance in patients

with chronic hepatitis B.

Methods: Between November 2000 and January 2016, a total of 117

patients who achieved HBsAg seroclearance (n = 96, non-cirrhotic; n

= 21, cirrhotic) were retrospectively reviewed. FIB-4 index was used

to evaluate the liver fibrosis. LC was diagnosed based on clinical and

radiological assessments.

Result: The mean age at the time of HBsAg seroclearance was 50.1 ±

10.5 years. Among 96 patients without evidence of cirrhosis at the

time of HBsAg seroclearance, 11 (11.5%) patients developed LC. The

median interval from HBsAg seroclearance to development of LC

was 33 months (rage from 22 to 99 months). In univariate Cox

regression analysis, platelet count (\150 9 103/mm3; HR 4.71; 95%

CI 1.17–18.9; P = 0.029) and FIB-4 index (C1.70; HR 9.12; 95% CI

2.29–36.28; P = 0.002) at the time of HBsAg seroclearance were

significant predictive factors for development of LC after HBsAg

seroclearance. During a median follow-up of 36 months after HBsAg

seroclearance, HCC developed in 6 patients (5.1%) (n = 3, cirrhotic;

n = 3, non-cirrhotic) and the 1-, 3-, and 6-year cumulative incidences

of HCC were 0.9, 2.6, and 7.3%, respectively. The log-rank test

revealed that the occurrence rate of HCC was significantly higher in

the high FIB-4 index group (C1.70) compared with that in the low

FIB-4 index group (\1.70) (P = 0.027).

Conclusion: Patients with a high FIB-4 index at the time of HBsAg

seroclearance are at risk of development of LC and HCC, and these

patients require more careful surveillance after HBsAg seroclearance.

PP1232

Expression and purification of active recombinant reverse
transcriptase (RT) domain of human hepatitis B virus polymerase

Dipendra Raj Pandeya1

1Al Jouf University, Sakaka, Saudi Arabia

Background: To investigate the expression and purification of his-

tidine-tagged RT do-main of human HBV polymerase and measure

the DNA polymerase activity and reverse transcriptase activity.

Methods: The HBV- RT was modeled in a con-formation similar to

that of RT domain of HIV polymerases, with the nucleic acid sub-

strate-binding cleft de-fined by structural elements from the fingers,

palm, and thumb sub-domains. A spatial relationship between RT

domain and substrate was investigated briefly. Liver tissue was

obtained from a chronic HBsAg carrier who developed hepatocellular

carcinoma (HCC) and underwent surgical resection and Cellular DNA

was isolated from the tissue by SDS-protease K digestion and phenol–

chloroform extraction. For expression of HBV-RT in the E. coli

system, the plasmid pTrcHis-A-RT was constructed. The rhHBV-RT

expression was under the control of a Trc pro-moter and a Lac

operator. DNA-dependent DNA polymerase activity (DDDP) and

reverse transcriptase/RNA dependent DNA polymerase activity

(RDDP) were monitored

Result: RT do-main of human HBV polymerase, a 50 end Polyhis-

tidine tagged RT DNA (304–693 amino acids) of HBV-pol was

successfully expressed in Escherichia coli. Recombinant RT was

purified in native condition employing Ni–NTA affinity column.

Purified RT showed a stable reverse transcriptase ac-tivity and a much

stronger DNA polymerase activity, compared to RT expressed in

rabbit reticulo-cyte lysate coupled transcriptase-translation system.

We present a new simplified way of obtaining active RT protein using

the Escherichia coli expression and Reticulocyte lysate system. The

purified RT was a stable protein and showed a low selective poly-

merase activity. Computer modeling results also indicated that RT

domain banded to nucleotide substrate in a loose mode.

Conclusion: RT domain is the most important drug target for

antiviral agents. In this work, we showed the expression and purifi-

cation of enzymatically active RT domain from human HBV-Pol by

E. coli expression system.

PP1233

HBVcircle: a novel tool to investigate hepatitis B virus covalently
closed circular DNA

Zhipeng Yan1, Jing Zeng1, Youjun Yu1, Kunlun Xiang1, Hui Hu1,
Xue Zhou1, Lili Gu1, Li Wang1, Jie Zhao1, John A. T. Young2, Lu
Gao1

1Roche Innovation Center Shanghai, Shanghai; 2Roche Innovation

Center Basel, Basel, Switzerland

Background: Hepatitis B virus (HBV) covalently closed circular

DNA (cccDNA) persists as a stable episome in infected hepatocytes

and serves as a template for the transcription of all viral genes. Due to

the narrow host range of HBV, the development of a robust mouse

model that supports cccDNA-dependent viral replication is a key

hurdle in the development of novel HBV therapeutics. This study

aimed to develop a novel tool to investigate HBV cccDNA.

Methods: Through minicircle technology, HBVcircle, a recombinant

cccDNA, was easily generated and extracted from a genetically

engineered E. coli strain. We characterized the performance of

HBVcircle in cell culture by transfection and in immunocompetent

mice by hydrodynamic injection (HDI).

Result: We demonstrated that HBVcircle formed authentic cccDNA-

like molecules in vitro in transiently transfected hepatic cells and

in vivo in mouse liver after HDI. HBVcircle supported high levels and

persistent HBV replication. In addition, we investigated different

factors affecting HBV in vivo replication and persistence, including

the host genetic background, vector design and dosage, viral genes

and genotypes, immune activation status. Furthermore, different
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classes of anti-HBV drugs were also assessed with the HBVcircle

system.

Conclusion: Compared with previous reported HBV mouse models

which employ other viral vectors to introduce overlength HBV gen-

omes, viral gene expression and associated phenotypes are entirely

driven by cccDNA-like viral genomes in the HBVcircle mouse

model. Therefore, the HBVcircle is a close mimic of cccDNA, and it

represents a novel tool for addressing HBV cccDNA-related biolog-

ical questions and for anti-HBV drug discovery.

PP1234

Modulation of Tim-3 expression on T cells by antigen-dependent
and independent induction in patients with chronic hepatitis B
virus infection

Jie Dong1, Xiao-Fei Yang1, Ye Zhang1, Jian-qi Lian1

1Department of Infectious Diseases, Tangdu Hospital, Fourth Military

Medical University, Xi’an

Background: T-cell immunoglobulin domain and mucin domain-

containing molecule-3 (Tim-3) were upregulated on viral specific T

cells and contributed to the T cells exhaustion during chronic hepatitis

B virus (HBV) infection. However, the modulation of Tim-3

expression was still not fully elucidated.

Methods: To evaluate the potential viral and inflammatory factors

involved in the inductor of Tim-3 expression on T cell, 76 patients

with chronic HBV infection [including 40 chronic hepatitis B (CHB)

and 36 asymptomatic HBV carriers (AsC)] and 20 of normal controls

(NCs) were enrolled. Tim-3 expression on CD4+ and CD8+ T cells

were assessed in response to HBV-encoding antigens, HBV peptide

pools, and common c-chain (cc) cytokines stimulation by flow

cytometry.

Result: HBV peptides and anti-CD3/CD28 directly induced Tim-3

expression on T cells. cc cytokines also drive Tim-3 upregulation on

both CD4+ and CD8+ T cells in patients with chronic HBV infection.

However, cc cytokines did not enhance the Tim-3 induction by either

anti-CD3/CD28 or HBV peptides stimulation. Furthermore, cc

cytokines-mediated Tim-3 induction could not be abrogated by cc

cytokine receptor-neutralizing antibody.

Conclusion: The current results suggested that elevation of Tim-3

expression on T cells could be regulated by both antigen-dependent

and independent manner in patients with chronic HBV infection. The

role of cc cytokines in modulation of inhibitory pathway could be

evaluated as immunotherapies in humans.

PP1235

Is there any association between interferon gamma (IFN- ) gen
polymorphism (+874 A/T, rs2430561) and hepatitis B virus
infection?

Ozlem Kandemir1, Gulay Borekci2, Irem Bekalp3, Ayesegul
Cetinkaya3, Nurcan Aras3

1Mersin University Faculty of Medicine Clinical Microbiology and

Infectious Diseases, Mersin, Turkey; 2Mersin University Faculty of

Health, Mersin, Turkey; 3Mersin University Faculty of Medicine,

Medical Biology, Mersin, Turkey

Background: Genetic polymorphisms in cytokines have been shown

to affect HBV infection. The aim of this study is to determine the

association of polymorphisms in the interferon- gene (+874 A/T,

rs2430561) and HBV infection.

Methods: A total of 126 subjects, 78 with hepatitis B infection and a

control group of 48 healthy subjects were included in the study.

Twenty-three were asymptomatic carriers and 55 were chronic hep-

atitis B infection of total 78 patients. DNA isolation from patients’

blood samples were made using the DNA isolation kit (Roche,

Switzerland) and genomic DNAs were obtained. Real-time poly-

merase chain reaction (RT-PCR) method was applied by using

specific primers and probe with Light SNiP kit (TIB MOLBIOL,

Germany) to determine the single nucleotide polymorphism (SNP) in

the gene region of IFN c (+874 A/T, rs2430561). The results were

interpreted according to the amplification curve as mutant,

heterozygous and homozygous wild-type.

Result: The genotype frequencies of IFN +874 AA, TT and AT

were found as 54.7, 71.1, 61.7% in patients with HBV infection and

45.3, 28.9, 38.2% in control groups, respectively (p = 0.323). The

frequencies of these genotypes were detected 34.8, 34.7, 20.6% in

asymptomatic carriers and 65.2, 65.3, 79.4% in chronic hepatitis B

patients, respectively (p = 0.423). In addition, no significant differ-

ences were found between control groups and asymptomatic carriers

and chronic hepatitis B groups (p = 0.342 and p = 0.387

respectively).

Conclusion: In this study, although IFN (+874 A/T) rates in total

patients and in patients with chronic hepatitis B were found higher

than control groups and asymptomatic carriers respectively, these

findings were not statistically significant. More researches with higher

number of patients were required for more significant results.

PP1236

Study of liver pathological and biochemical indexes of patients
with chronic hepatitis B complicated with pulmonary
tuberculosis: a clinical analysis of 83 cases

Shuquan Cheng1

1The Third People’s Hospital of Guilin, Guilin

Background: To analyze the relationship between the liver patho-

logical changes with the related serological indexes of chronic

hepatitis B (CHB) complicated with pulmonary tuberculosis (PTB) in

patients of mildly elevated ALT (40\ALT\ 80 U/L).

Methods: 83 CHB with PTB patients were divided into groups

according to the different liver inflammation grades and fibrosis

stages, the serum liver function indexes, hepatitis B virus load (HBV-

DNA), and the difference of T lymphocyte subsets in liver tissues in

these groups were compared.

Results: 1. Pathology of hepatic tissues changes showed, 83 cases of

patients with mild inflammation (\G2) accounted for 25.3%, mild

fibrosis (\S2) accounted for 43.4%, inflammation with two or more

(CG2) accounted for 74.7%, fibrosis with two or more (CS2)

accounted for 56.6%, among them, 7 cases were patients with cir-

rhosis (S4). 2. The degree of inflammation of the liver (G) and fibrosis

(S) were positively correlated with serum aspartate aminotransferase

(AST), total bilirubin (TBIL) (rank correlation coefficient is positive,

P\0.05), negative correlation with cholinesterase (CHE) (Spearman

rank correlation coefficient was negative, P \ 0.05), and of no sig-

nificant correlation with alanine aminotransferase (ALT), serum

albumin (ALB) and HBV-DNA load (P [ 0.05). 3. The liver

inflammation grades (G) was positively correlated with the expression

of CD4+, CD8+T lymphocytes, CD20+B lymphocytes and CD57+NK

cells in liver tissues (the correlation coefficient was positive, P \
0.05).
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Conclusion: Most of the CHB with PTB patients with 40+, CD8+T

lymphocytes, CD20+B lymphocytes and CD57+NK cells in liver tis-

sues; the co-infection patients should be encouraged to take the liver

biopsy mobilization examination, fully assessing the degree of

patients’ hepatic inflammation and fibrosis. All these measures are

propitious to customize the reasonable anti-tuberculosis and anti-

HBV treatment plan in clinic.

PP1237

CD161 is a pro-inflammatory marker on CD4+ T cells
during chronic HBV infection

Li-sha Cheng1, Kai-qian Zhou2, Wei Jiang1

1Department of Gastroenterology, Zhongshan Hospital, Fudan

University, Shanghai; 2Liver Cancer Institute, Zhongshan Hospital,

Fudan University, Shanghai, China;

Background: Chronic hepatitis B virus (HBV) infection usually

progresses from inflammation to fibrosis and then cirrhosis. The

polarization and plasticity of CD4+ T cells are very important in

treating immune-mediated diseases. Recently, CD161 has been rec-

ognized as an essential marker associated with T help (Th) 17 and

Th1 cells. This study was designed to investigate the role of CD161

on CD4+ T cells during HBV-related liver fibrosis progression.

Methods: Chronic hepatitis B (CHB, n = 54) patients who had

undergone liver biopsy and HBV-related liver cirrhosis (LC, n = 50)

as well as thirty healthy controls (HC) were enrolled in this study.

Besides, HBV carriers including inactive CHB (IC, n = 12) and

immune tolerant (IT, n = 8) patients were also enrolled. The

peripheral and intra-hepatic CD161 expressions were respectively

analyzed by flow cytometry and immunohistochemistry. Then

peripheral CD161+CD4+ and CD161-CD4+ T cells were sorted from

CHB patients for both the evaluation of the intracellular signal

pathways and the subsequent co-cultures with primary hepatic stellate

cells (HSCs) in different contact manners.

Result: Compared to HC group, the percentage and absolute count of

CD161+CD4+ T cells significantly increased in CHB and LC groups.

HBV carriers also have more CD161 than HCs, but IT patients have

less CD161 compared to CHB patients. Peripheral CD161+CD4+ T

cells positively related to liver injury and negatively correlated with

serum HBV DNA levels. Besides, intra-hepatic CD161 expression on

CD4+ T cells significantly enhanced in CHB patients with advanced

histological scores. Moreover, CD161 co-expression with CXCR6

could help CD4+T cells homing to the liver. Compared to

CD161-CD4+ T cells, CD161+CD4+ T cells exhibited a memory

phenotype (CD45RO+) and secreted more pro-inflammatory cytoki-

nes such as IL-17, IFN-g, TNF-a and IL-22 whereas produced less

anti-inflammatory cytokines such as IL-10. Intriguingly, CD161

expression is also enriched in IL-17 and IFN-g–producing

CD4+CD25highCD127low Treg cells. The inflammatory phenotype of

CD161+CD4+ T cells was maintained by the activation of acid Sph-

ingomyelinase (aSM) and involved in downstream PI3 K/Akt and

mTOR pathways. We simultaneously found that human HSCs could

express lectin-like transcript-1 (LLT1), the only ligand for CD161.

During both contact and non-contact cultures, CD161+CD4+ T cells

rather than their CD161-CD4+ T counterparts significantly promoted

the expression of proliferation and activation markers on HSCs, partly

via IL-17 production and CD161-LLT1 interactions.

Conclusion: Our data demonstrated that CD161 could maintain the

pro-inflammatory features of CD4+ T cells through aSM and con-

tributed to the pro-fibrotic effects of CD161+CD4+ T cells during

HBV related liver fibrosis progression, which could enhance the

proliferation and activation of HSCs, through both IL-17 production

and CD161-LLT1 binding.

PP1238

Association of vitamin D deficiency with CD19+ cells in chronic
HBV patients

Fang-Ping Shen1, Wang-sheng Ko1,2,3, Yuan-Horng Yan1,2,3, Mei-
Chun Lu4, Chia-Ju Shih1, Ya-Ling Chiou1

1Department of Nutrition and Institute of Biomedical Nutrition,

HungKuang University, Taichung, Taiwan; 2Department of Internal

Medicine, Kuang-Tien General Hospital, Taichung, Taiwan;
3Department of Medicine Research, Kuang-Tien General Hospital,

Taichung, Taiwan; 4Department of Medicine Research, Kuang-Tien

General Hospital, Taichung, Taiwan

Background: Chronic hepatitis B virus (HBV) infection was an

important medical and public health issue, which could lead to liver

cirrhosis and cancer. Previous studies have reported the complex

interaction between the virus and the host immune response. Vitamin

D was involved in various pathophysiological mechanisms as an

immune modulator. However, data regarding the association between

Vitamin D and host immune response in HBV patients was lacking.

The objective of this study was to investigate the association between

vitamin D and host immune response.

Methods: A total of 60 chronic hepatitis B patients in immune tol-

erance phase were enrolled. T- lymphocytes surfaces makers

(CD3+CD4+, CD3+CD8+, CD4+CD45RA+, CD4+CD45RO+,

CD8+CD45RA+, CD8+CD45RO+), B-lymphocytes surfaces makers

(CD19+, CD19+CD45RA+, CD19+CD45RO+) in peripheral blood

were detected by flow cytometry. The level of total 25-(OH) Vitamin

D was measured using chemiluminescence assay. Demographic and

clinical data associated with Vitamin D levels were also collected in

this cross-sectional study.

Result: The prevalence of normal (C30 ng/ml), insufficiency (20–30

ng/ml) and deficiency (\20 ng/ml) groups for vitamin D were 11.7,

43.3 and 45.0%, respectively. Study participants in these 3 groups had

CD19+ cells of 3.1 ± 2.5, 10.9 ± 5.2, and 8.0 ± 4.1 (%), respectively

(p = 0.001). In multivariate analysis, vitamin D deficiency, gender

and physical exercise were significantly associated with CD19+ cells

(b -6.2, 95% CI -10.5, -1.9; b -3.8, 95% CI -7.1, -0.6; b -4.1.

95% CI -7.5, -0.7).

Conclusion: Patients of HBV infection was showed with 88.3% in

status of vitamin D insufficiency and deficiency. And it was found

with the increased numbers of CD19+ cells.

PP1239

Associations of vitamin D deficiency and physical exercise
with fatigue in chronic HBV patients

Wang-sheng Ko1,2,3, Ya-ling Chiou1, Yen-Ping Yang4, Yuan-
horng Yan1,2,3, Mei-chun Lu3, Mu-Chen Wu4

1Department of Nutrition and Institute of Biomedical Nutrition,

HungKuang University, Taichung, Taiwan; 2Department of Internal

Medicine, Kuang-Tien General Hospital, Taichung, Taiwan;
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Background: Fatigue was a common symptom of liver disease.

Previous studies have showed the assessment of fatigue in patients

with chronic hepatitis C and its relationship with physical exercise,

but not well studied in patients with chronic hepatitis B (HBV).

Besides, whether vitamin D deficiency related to fatigue in HBV

patients was not clear. The objective of this study was to study the

prevalence of vitamin D insufficiency/deficiency, fatigue condition

and related factors in chronic HBV patients.

Methods: A total of 60 HBV patients in immune tolerance phase

were enrolled. Fatigue was measured using a validated instrument

(Chinese version of the 7-item Lee Fatigue Scale-Short Form; C-LFS-

SF). The level of total 25-(OH) Vitamin D was measured using

chemiluminescence assay. Demographic and clinical data associated

with fatigue were also collected in this cross-sectional study.

Result: The prevalence of normal (C30 ng/ml), insufficiency (20–30

ng/ml) and deficiency (\20 ng/ml) groups for vitamin D were 11.7,

43.3 and 45.0%, respectively. Study participants in these 3 groups had

C-LFS-SF fatigue scores of 21.7 ± 9.3, 24.3 ± 12.4, and 20.6 ± 10.0,

respectively (p = 0.48). In multivariate analysis, physical exercise

(more than 3 times per week) significantly decreased the fatigue score

(-13.1, 95% CI -24.0, -2.1).

Conclusion: Our findings firstly reported that vitamin D insufficiency

group had a higher level of fatigue than normal group, whereas the

deficiency group had a lower level in chronic HBV patients. Physical

exercise significantly improved the fatigue status. The relationships

among vitamin D insufficiency/deficiency, physical exercise and

fatigue need further investigations.

PP1240

HBV X protein transcriptional activation of DNA methyl
transferase promoter further upregulated

Yanhong Kang1

1Department of Infectious Disease, Henan Province People Hospital,

Zhengzhou

Background: Confirmed HBV X protein (HBx) on DNA methyl-

transferase (DNMT) affect gene expression to understand HBx

transcriptional regulation of cell DNA methylation mechanism

Methods: Human hepatoblastoma cell HepG2, expressing green

fluorescent protein (GFP) in GFP/HepG2, stable expression of HBx

with green fluorescent protein (GFP) fusion protein of GFP-HBx/

HepG2 cell experimental system; the use of Real-Time FQ PCR

detected three groups of cells in mRNA expression levels

DNMT1,3A, 3B; and specific primers were designed to amplify by

PCR DNMT1,3A, 3B gene promoter sequence, and respectively

inserted reporter gene vector pGL3-Basic in Construction of the

report of the recombinant vector pGL3-DNMT1pro, pGL3-DNMT3A

pro and pGL3-DNMT3B pro. Liposome-mediated method were

transiently transfected into HepG2, GFP/HepG2, GFP-HBx/HepG2-

cells, 48 h after detecting its dual luciferase activity

Result: Real-Time quantitative PCR show GFP-HBx/HepG2 group

DNMT1,3A significantly higher than HepG2, GFP/HepG2 group (P

= 0.0002, P = 0.0005; P = 0.0011, P = 0.0005), while the three

groups DNMT3B no significant difference in cell (P [ 0.05); suc-

cessfully constructed DNMT1,3A, 3B gene promoter reporter

plasmid; transfected pGL3-DNMT1pro, pGL3-DNMT3A pro

recombinant cell dual luciferase assay shows GFP-HBx/HepG2 group

was significantly higher than HepG2 group (P = 0.0042, P = 0.0018),

GFP/HepG2 group (P = 0.0048, P = 0.0031): The transfection was no

significant difference (P[0.05) between cell groups pGL3-DNMT3B

pro plasmid.

Conclusion: HBx transcriptional activator possibly through human

hepatoma cells DNMT1,3A DNA methyltransferase gene promoter

activity and increase the expression levels of DNA methyltransferase

DNMT1,3A, which induce DNA methylation.

PP1241

a Predictive model for hepatic steatosis of chronic hepatitis B
patients in China

Xiao-lin Liu1, Rui-nan Zhang1, Qin Pan1, Jian-gao Fan1

1Department of Gastroenterology, Xin Hua Hospital affiliated to

Shanghai Jiao Tong University School of Medicine, Shanghai

Background: In the past decades, the patients of chronic hepatitis B

(CHB) concomitant with non-alcoholic fatty liver disease (NAFLD)

grows rapidly. We aim to find the factors that correlated with hepatic

steatosis and hepatitis B virus (HBV)-DNA levels respectively in

CHB patients, and build a predictive model for hepatic steatosis in

CHB.

Methods: A total of 89 biopsy-proven CHB patients with or without

NAFLD and healthy controls from China were enrolled. Their general

and biochemical parameters, controlled attenuation parameter (CAP),

liver stiffness measurement (LSM), serum cytokeratin-18 (CK-18)

levels, and serum levels of eight microRNAs (miR-122, miR-125b,

miR-146b, miR-16, miR-21, miR-192, miR-27b and miR-34a) were

measured. The correlations between these parameters and hepatic

steatosis as well as HBV-DNA levels were determined. A predictive

model for hepatic steatosis in CHB patients was constructed based on

the logistic regression analysis. The diagnostic value of individual

parameters and this model was evaluated using receiver operating

characteristic (ROC) analysis.

Result: The patients with coexistence of CHB and NAFLD had

higher body mass index (BMI) and CAP value compared with CHB

and control groups (P \ 0.01), and CHB group showed the highest

ALT, GGT, and CK-18 (M65) levels among three groups (P\ 0.05;

Table 1). All the eight circulating microRNAs increased significantly

in CHB and CHB + NAFLD group, among whom miR-192 was even

higher and miR-16 was lower in CHB + NAFLD group than that in

CHB group (P\ 0.01). The HBV-DNA level correlated with CK-18

(M65) and ALT positively (R = 0.719 and 0.413, P\0.01), and with

BMI and CAP negatively (R = -0.355 and -0.388, P\ 0.05). The

BMI, CAP, miR-16, and miR-192 were significant predictors for

hepatic steatosis in CHB patients, and the last three ones were inde-

pendent predictors (P \ 0.05). The predictive model for hepatic

steatosis was constructed based on a panel containing CAP, miR-16,

and miR-192, Logit (P) = -7.751 + 0.023 9 [CAP]–1.019 9 [miR-

16] + 1.032 9 [miR-192] (P\0.001). The AUROC of this panel for

hepatic steatosis (0.93, 95% CI 0.856–1.000) was significantly

superior to that of individual parameters such as BMI, CAP, miR-16,

and miR-192 (Fig. 1).

Conclusion: The HBV-DNA level in CHB patients correlates well

with CK-18 (M65) and ALT, while hepatic steatosis is associated

with BMI, CAP, miR-16, and miR-192. The panel containing CAP,

miR-16, and miR-192 provides a promising tool for the non-invasive

diagnosis of NAFLD in CHB patients.
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Hepatitis B virus X protein regulates autophagy through
interaction with HMGB1
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Background: Hepatitis B virus X protein (HBx) contributes to the

development of hepatocellular carcinoma (HCC), probably by regu-

lating activities of many host or viral proteins through protein–protein

interactions. One most direct way to identify the wide-ranging effects

of HBx in the pathological process of HBV-related diseases is to find

out the host proteins that interact specifically with HBx. In this study,

we identified high-mobility group box1 (HMGB1), a crucial regulator

in cellular autophagy, as an HBx-interacting protein using a pro-

teomics approach.

Methods: Huh7 cells, L02 cells (an immortalized normal liver cell

line) and HepG2.2.15 (a cell line containing the complete HBV

genome and capable of stable HBV expression and replication in

culture) were included in this study. Stable cell lines expressing HBx

or knockout HMGB1 were constructed by lentivirus infection.

Autophagic flux assays were performed by Western blotting for LC3-

I/II formation after transfected with HBx in the presence or absence of

HMGB1. All assays for endogenous LC3 punctae were performed by

imaging cytometry. Transmission electron microscopy assessment of

autophagosome and autophagolysosomes was performed.

Result: HBx binds to endogenous HMGB1 protein in the cytosol.

HBx could further promote the translocation of HMGB1 to the

cytosol by inducing the acetylation modification of HMGB1 which

was related to the downregulation of the HDAC activity in cell lines

transfected with HBV or HBx. Immunoblotting analysis of LC3B and

SQSTM1, and microscopy analysis of fluorescence-tagged LC3B

revealed that HBx promoted complete autophagy. Knockout the

expression of HMGB1 with short interfering RNAs technology

revealed that HBx-induced autophagy is dependent on HMGB1.

Pharmacological inhibition of HMGB1 cytoplasmic translocation by

agents ethy1 pyruvate limits HBx-induced autophagy which indicates

that cytoplasmic HMGB1 is a pivotal regulator in cellular autophagy.

Cytoplasm HMGB1 then participates in the autophagy process

through direct interaction with BECN1 to dissociate it from BCL2.

Conclusion: Collectively, we demonstrated that HMGB1, a crucial

regulator in cellular autophagy, could interact with the viral protein

HBx using a proteomics approach. Our data suggest that the physical

interaction of HBx and HMGB1 stimulate autophagy by promoting

the translocation of HMGB1 to the cytosol, which may contribute to

chronic HBV infection.
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TLT-2 expression on T cells related to clinical outcomes
of patients with hepatitis B virus infection

Junchi Xu1, Feng Qian1, Ming Li1, Ping Xu1, Chuanwu Zhu1

1The Fifth Peoples Hospital of Suzhou, Suzhou, China; The Affiliated

Infectious Disease Hospital of Soochow University, Suzhou

Background: This study analyzed the biological significance of

triggering receptor expressed on myeloid cells-like transcript 2 (TLT-

2) on surface of T cells in hepatitis B patients, and provided theo-

retical basis for TLT-2 potential application as an immune regulator.

Methods: In this study, TLT-2 expression on circulating CD3+ T cells

was respectively detected by flow cytometry in patients with AHB,

CHB, HBV-LC and HBV-HCC, and the correlations of TLT-2

expression with ALT and AST were also analyzed. Meanwhile, the

biological functions of CD3+TLT-2+T and CD3+TLT-2-T cells were

analyzed by flow cytometry sorting, ELISA and cell cultures, respec-

tively. GraphPad Prism 5.0 software was used to analyze all data.

Result: Among the four patient groups, the expressions in AHB

(41.03 ± 2.539%), CHB (32.78 ± 1.662%) and HBV-LC (27.77 ±

1.985%) groups were all significantly higher than that in HC (25.46 ±

4.651%) group. The TLT-2 expression in AHB and CHB patients

were positively correlated with ALT (r = 0.5138 p = 0.0086 and r =

0.5053 p \ 0.0001, respectively) and AST (r = 0.4345 p = 0.0300

and r = 0.5238 p\0.0001, respectively) levels. In basic experiments,

the CD3+TLT-2+T cells had higher proliferation ability (12 h: p \
0.001, 24 h:p\0.01, 48 h:p\0.05, respectively) and secreted higher

levels of c-IFN (12 h:p \ 0.05, 24 h:p \ 0.05, 48 h:p \ 0.05,

respectively), a-TNF (12 h:p \ 0.05, 24 h:p [ 0.05, 48 h:p [ 0.05,

respectively) and IL-2 (12 h:p\0.001, 24 h:p\0.05, 48 h:p[0.05,

respectively) than CD3+TLT-2-T cells. Furthermore, in contrast to

the control groups, the blocking MAb 8C10 could inhibit T cell

proliferation (12 h:p \ 0.001, 24 h:p \ 0.01, 48 h: p \ 0.01,

respectively) and reduce the secretion of c-IFN (12 h:p \ 0.001, 24

h:p\ 0.01, 48 h:p\ 0.01, respectively), a-TNF (12 h:p\ 0.001, 24

h:p\ 0.01, 48 h:p[ 0.05, respectively) and IL-2 (12 h:p[ 0.05, 24

h:p\ 0.01, 48 h:p\ 0.001, respectively).

Conclusion: This study proves that the molecule of TLT-2 is

involved in the T cell activation and then related to the pathogenesis

of hepatitis B and liver inflammation. So detecting TLT-2 may be

helpful in understanding the immune function happened in HBV

infected patients, and anti-TLT-2 MAb may potentially be used to

treat hepatitis B.

PP1244

XPD could suppress growth of HepG2.2.15 and down-regulate
the expression of hepatitis B virus X protein through P53 pathway

Yuan Huang1, Hao Ding1, Riga Su1, Jiahong Dong1

1Center for Hepatobillary and Pancreatic Diseases, Beijing Tsinghua

Changgung Hospital, Medical Center, Tsinghua University, Beijing

Background: We investigated the effects of xeroderma pigmentosum

D (XPD) on the growth of hepatoma cells and the expressions of P21,

Bax, Bcl-2 and Hepatitis B virus X protein (HBx). In addition, we

exam-ined whether XPD affected the aforementioned genes via the

P53 pathway.

Methods: Human hepatoma cells (HepG2.2.15) were transfected with

XPD expression vector, followed by incubation with Pifithrin-a (P53

inhibitor). By using RT-PCR and Western blotting, the expression

levels of XPD, P53, phospho-P53 (ser-15), P21, Bax, Bcl-2 and HBx

were detected. The cell cycle and the apoptosis rate were examined

with flow cytometry, and the cell viability was detected by MTT.

Result: Over-expression of XPD up-regulated the expressions of P53,

phospho-P53 (ser-15), P21 and Bax but down-regulated the expres-

sions of Bcl-2 and HBx. XPD inhibited the viability of HepG2.2.15

and exacerbated the apoptosis. However, the inhibition of P53 by

Pifithrin-a abolished the above-mentioned effects of XPD.

Conclusion: XPD could suppress growth of hepatoma cells, up-reg-

ulate the expressions of P21 and Bax, and down-regulate the

expressions of Bcl-2 and HBx through the P53 pathway. There may

be mutual influences among XPD, P53 and HBx that co-regulate

hepatocarcinogenesis.

PP1245

Peroxisome proliferators activated receptors agonist activate
hepatitis B virus replication in vivo

Lingyao Du1, Yuanji Ma2, Hong Tang2

1Center of Infectious Diseases, West China Hospital, Sichuan

University, Chengdu; 2Center of Infectious Diseases, West China

Hospital, Sichuan University, Chengdu

Background: HBV infection was suggested to be associated with

insulin resistance, dyslipidemia and hepatic steatosis. And PPAR

agonists are widely used in patients with metabolic diseases. So this

study aimed to assess the effect of common used PPAR agonists to

HBV replication in HBV replicative mouse models, providing a full

assessment of each kind of PPAR agonists in vivo.

Methods: Four groups of HBV replicative mouse models were

established and treated with saline, PPARs pan-agonist bezafibrate,

PPARa agonist fenofibrate and PPARc agonist rosiglitazone respec-

tively daily for three days. Mouse serum and liver were harvested to

detect the serum HBsAg and HBeAg, histological HBcAg, and most

of all, HBV replication intermediates.

Result: No significant difference was found in the average levels of

HBsAg or HBeAg between experimental groups and control by Elisa.

The number of hepatocytes with positive HBcAg expression detected

by IHC significantly increased after PPAR agonists treatment. And

the average level of HBV replication intermediates detected by

southern blotting were increased by these three drugs, among which

bezafibrate showed a strongest effect.

Conclusion: Our study proved that synthetic PPARs agonist bezafi-

brate, fenofibrate and rosiglitazone would increase HBV replication

respectively through the activation of different PPARs in vivo. It was
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strongly reminded that when HBV infected patients were treated with

PPARs agonists because of metabolic diseases, HBV viral load should

be monitored. The regimens should be adjusted or an antiviral therapy

should be added if necessary.

PP1246

Elevated frequency of CD49b + Lag3 + type 1 regulatory T cells is
associated with T cell immune tolerance in patients with chronic
hepatitis B infection

Chuan Shen1,2, Chao Qiu2,3, Jing Wang2, Shaolong Chen2, Yiqi
Yu2, Guojun Li4, Caiyan Zhao1, Wenhong Zhang2
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Hepatology, the Second Hospital of Yinzhou of Ningbo, Ningbo

Background: Immune tolerance in chronic hepatitis B (CHB) is

characterized by weak or functionally impaired T cell immune

responses to hepatitis B virus (HBV). Type 1 regulatory T (Tr1) cells

are induced in the periphery by persistent antigen stimulation, and

mediate tolerance through producing IL-10. However, the role of Tr1

cells in regulating T cell immune responses in chronic HBV infection

is poorly understood.

Methods: 96 treatment-naı̈ve patients with CHB and 23 healthy

controls were included in this study. The frequency of peripheral

CD49b + Lag3 + tr1 cells among CD4+ CD45RA- subsets was

examined by FACS. IFN-c + spots forming cells (SFC) among bulk

peripheral blood mononuclear cells (PBMCs) or Tr1-depleted PBMCs

were determined by ELISPOT assay after 7-day ex vivo expansion

with HBV peptides stimulation, in the presence or absence of anti-IL-

10 neutralizing antibody.

Result: The frequency of tr1 cells was significantly higher in patients

with CHB as compared with healthy controls [1.87 (1.23–2.68) vs

0.98 (0.65–1.42)%; P \ 0.0001]. Cross-sectional data demonstrated

that inactive carriers (IC) [1.46 (0.83–1.71)%] who had controlled

viral replication to lower or undetectable levels and resolved liver

inflammation tended to have lower frequency of Tr1 cells than

patients of immune tolerance (IT) [2.65 (1.63–3.28)%] or of HBeAg +

active disease [2.37 (1.46–3.46)%] (all P \ 0.0001), but had no

statistic difference to patients of HBeAg- active hepatitis [1.88

(1.13–2.08)%]. Tr1 cell frequency was correlated with levels of serum

HBV DNA (r = 0.61, P\0.0001), HBsAg (r = 0.57, P\0.0001) and

ALT (r = 0.29, P = 0.001). Depletion of Tr1 cells leaded to increase

in numbers of HBV-specific IFN-c producing cells (P = 0.04; Fig

1A). Blockade with anti-IL-10 neutralizing antibody abrogated sup-

pressive capacity of IL-10 producing cells to a relatively higher extent

for PBMCs compared with Tr1-depleted PBMCs (Fig 1B).

Conclusion: Tr1 cells represent a subset of regulatory T cells that

promote and maintain T cell immune tolerance during the persistence

of HBV replication, by suppressing T cell response partially through

IL-10.

PP1247

Natural killer cell activation contributes to hepatitis B viral
control in a mouse model

Wenwei Yin1, Shiwen Tong1, Hong Ren1, Hui Tang1

1Key Laboratory of Molecular Biology for Infectious Diseases

(Ministry of Education), Institute for Viral Hepatitis, Department of

Infectious Diseases, The Second Affiliated Hospital, Chongqing

Medical University, Chongqing

Background: The roles of CD4+ T cells and CD8+ T cells in hep-

atitis B virus (HBV) infection have been well documented. However,

the role of innate immunity in HBV infection remains obscure. Here

we examined the effect of activation of innate immunity by polyi-

nosinic: polycytidylic acid (PolyI:C) on HBV infection.

Methods: A chronic HBV replication mouse model was established

by hydrodynamical injection of pAAV/HBV1.2 plasmid into C57BL/

6 mice. PolyI:C was used to activate innate immunity.

Result: We found that HBV did not seem to induce an active NK-cell

response in the mouse model. Early PolyI:C treatment markedly

decreased serum HBV levels and led to HBV clearance. Following

PolyI:C injection, NK cells were activated and accumulated in the

liver. Depletion of NK cells markedly attenuated the anti-HBV

activity of PolyI:C. Moreover, we found that IFN-c production from

NK cells was essential for the antiviral effect of PolyI:C in the model.

Importantly, activation of NK cells by PolyI:C could also lead to

HBV suppression in HBV-tolerant mice and HBV transgenic mice.

Conclusion: These results suggest that activated NK cells might

suppress HBV and contribute to HBV clearance during natural HBV

infection. In addition, therapeutic activation of NK cells may repre-

sent a new strategy for the treatment of chronic HBV infection.

PP1248

Change in the balance of Tfh/Treg cells and interleukin-21
in the peripheral blood of patients with chronic HBV infection

Yijuan Zheng1, Xueping Yu1,2, Huatang Zhang1, Julan Li1,
Jingwen Wu2, Beidi Zhu2, Minhui Dong2, Jiming Zhang2, Zhijun
Su1

1Department of Infectious Diseases, First hospital of Quanzhou

affiliated to Fujian Medical University, Quanzhou; 2Department of

Infectious Diseases, Huashan Hospital Affiliated to Fudan University,

Quanzhou

Background: To investigate the role of the balance of T follicular

helper cell (Tfh) and regulatory T (Treg) cells and interleukin (IL-21)

in the occurrence, development and outcome of chronic HBV
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infection, by detecting the levels of Tfh and Treg cells and IL-21 in

the peripheral blood of patients with chronic HBV infection

Methods: 20 healthy donors (HC), 14 patients with Hepatitis B virus

carrier (ASC), 50 patients with Chronic hepatitis B (CHB), 20

patients with HBV-related liver cirrhosis (HBV-LC) and 24 patients

with HBV- related acute on chronic liver failure (HBV-ACLF) were

selected. The frequencies of Tfh cells and Treg cells in the peripheral

blood were detected by flow cytometry. The plasma IL-21 was

measured by enzyme-linked immunosorbent assay (ELISA)

Result: Compare to HC group, the frequency of Tfh cells in the

peripheral blood of in CHB, HBV-LC and ACLF group were sig-

nificantly increased, but not in the ASC group. Tfh cells frequency

were also significantly higher in the HBeAg-negative CHB patients

than in the HBeAg-positive CHB patients. The frequencies of Treg

cells were higher in the CHB and ACLF group that in the HC group,

and the ratio of Tfh/Treg was increased in HBV-LC group compare to

HC group. The level of IL-21 was significantly increased in the ACLF

group, but not in other groups. Also IL-21 was significantly increased

in the HBeAg-positive CHB patients compare to HBeAg-negative

CHB patients. After two weeks of comprehensive treatment, the Tfh

cells frequency, the ratio of Tfh/Treg and IL-21 were significantly

decreased in ACLF group, while the frequency of Treg cells was

slight increased. The frequency of Tfh cells and Treg cells were all

positively correlated TBil, DBil and AST, while there was no sig-

nificant correlation between Tfh/Treg ratio and the above indicators

Conclusion: The ratio of Tfh/Treg were different in the every phase

of chronic HBV infection, for which Tfh/Treg ratio was increased

with the progress of the disease, which indicated that it may play a

potential role in the occurrence, development and outcome of chronic

HBV infection. IL-21 involved in pathogenic process of each stage of

chronic HBV infection

PP1249

HBV employs host IFITM2 to promote viral replication
by increasing RNA polymerase II via arresting cell cycle in G1
phase

Hong Tang1, Ying Shi1

1Center of Infections Disease, West China Hospital, Sichuan

University, Chengdu

Background: Hepatitis B, which is caused by Hepatitis B virus

(HBV), often correlates with severe diseases like liver fibrosis, cir-

rhosis and HCC. After invading into host cell, HBV can rapidly

arouse body immune reaction and affect host cells to benefit its

replication. IFITM2 belongs to Interferon Induced Transmembrane

protein family, encoded by ISG (Interferon stimulated gene) and

widely expressed on cellular membrane; research of its function on

DNA virus hasn’t been fully explored.

Methods: Protein and mRNA level were determined by Western and

QPCR, and cell cycle was examined by Flow cytometry. We used

online software to predict the transcript factor binding site on gene

promoter and varified by EMSA.

Result: In this study, we found that HBV infection initially arouse up

IFITM2 expression, overexpressed IFITM2 decreased ERK phos-

phorylation and cyclin D1 expression, which is associated with cell

cycle arrest in G1 phase. Furthermore, we observed that phosphory-

lated RNA pol II is also activated in IFITM2 caused G1 phase storage,

which functions in progress of HBV cccDNA coding into mRNA, and

activated RNA polymerase II could highlight 4 ORFs transcriptional

activity to promote HBV replication.

Conclusion: These findings suggest that IFITM2, even though loca-

ted at the downstream of cellular interferon pathway, can be utilized

by HBV to amplify its replication, reminding us IFITM2 is

participated in cellular response to promote HBV infection, providing

us a new potential target on HBV treatment.

PP1251

Research on the mutations of the preS/S gene in CHB patients had
impact on the amounts of circulating HBsAg after NAs treatment

Jiang Jianning1, Fu Jiaxin2, Su Minghua1, Hu Bobin3, Liu Yu4,
Du Man5, Wang Huiwen5, Liu Huijiao6

1The First Affiliated Hospital, Guangxi Medical University, Nanning;
2The Affiliated Hospital of Yangzhou University, Yangzhou; 3The

Affiliated Fourth Hospital, Guangxi Medical University, Nanning; 4

GuangXi Medical University, Nanning; 5Guangxi Medical

University, Nanning; 6GuangXi Medical University, Nanning

Background: HBV cccDNA is the original template of HBsAg, while

the available antiviral drugs can not eradicate intrahepatic HBV

cccDNA. So HBsAg which is closely related to HBV cccDNA was

proposed as a surrogate marker for HBV cccDNA and used as criteria

of end point treatment. An international research found that HBV

cccDNA is slightly related to serum HBsAg titers. Therefore, are

there any factors affecting HBsAg expression? Whether PreS/S gene

mutations alter the structure and function of HBsAg? Will HBsAg

mutants escape detection by common screening tests? Recently, the

related reports just explore it at transverse section and these results are

not concordant.

Methods: 70 cases are CHB patients who got virological response (VR)

within 6 months after NAs antiviral treatment and maintain VR over than

3 years were included in this study. Rolling circle amplification (RCA)

were used to amplify intrahepatic HBV cccDNA. Applying Real-time

PCR to amplify PreS/S gene from HBV cccDNA, and the PCR products

were sent to biocompany for gene senqucing. Serum rcDNA were

extracted by water boiling, then specific primers and real-time PCR

method has been used to check HBV DNA genotype. Quantitative detect

serum HBsAg by Roche reagent. All study patients were divided into two

groups—patients with serum HBsAg level decreasing extent less than

2LogIU/mL from the second year to the fourth year after treatment

belong to group A, and the rest of them belong to group B.

Result: 11 Cases (15.71%) had PreS deleted mutation, 5 happened in

PreS1 region, 6 happened in PreS2 region. The rate of deletion in the

PreS region among C genotype patients is higher than that in B genotype

patients (25 vs 5.8%, P = 0.028). The ratio of C2988A in PreS1 gene

among A group is significantly lower than that in B group (52.63 vs

90.19%, P\0.05). The rate of A96G in the region of PreS2 among A

group is higher than that among B group (52.63 vs 90.19%, P\0.05).

The ratio of sI126 amino acid mutation among A group is lower than B

group (5.26 vs 33.33%, P\ 0.05). sI126 amino acid mutation among

point mutation C2988A positive group is lower than that in point

mutation C2988A negative group (17.85 vs 57.14%, P[0.05).

Conclusion: The deletions in the PreS region are more often found in

patients with HBV genotype C than in those with genotype B. Point

mutations of C2988A and A96G in HBV cccDNA PreS region may

have influence on the expression of HBsAg, and sI126 amino acid

mutation may affect the screening test of HBsAg and lead to the

results lower than the true value, which suggest that the use of HBsAg

level as a surrogate marker for HBV cccDNA remains questionable

and the possible influence of PreS/S mutations on circulating levels of

HBsAg should be taken into consideration.
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PP1252

Expressing characteristics of the Tfh cells related cytokines
in CHB patients with different immune stage

Wang Yan1, Wang Xiao Zhong1

1Xinjiang Uygur Autonomous Region Hospital of Chinese Traditional

Medicine, Urumqi

Background: To explore the expressing characteristics and signifi-

cance about Tfh cells related cytokines in patients with chronic

hepatitis b infection which in nature of the history stage

Methods: Using ELISA method to detect Tfh cells related cytokines

(IL-21, IL-6, PD-1) levels in 96 cases of chronic hepatitis b group and

86 cases of control group.

Result: 1. CHB patients peripheral blood IL-21, IL-6, PD-1 content

were higher than healthy controls (p\0.01); 2. IL-21 in the immune

clearance phase (261.71 ± 197.73 ng/l) is higher than the inactive

period (147.34 ± 96.55 ng/l), p\0.01, the difference was statistically

significant; Compared with IL-6 levels in the inactive period (54.13 ±

25.76 ng/l) and in immune tolerance (27.27 ± 18.02 ng/l), p\ 0.01,

the difference was statistically significant; The level of PD-1 in the

inactive period (122.05 ± 64.19 ng/l) compared with immune toler-

ance (121.72 ± 109.16 ng/l) and immune clearance phase (75.14 ±

57.32 ng/l), p\ 0.05, the difference was statistically significant.

Conclusion: The abnormal expression about Tfh cells related cytokines

(IL-21, IL-6, PD-1) is involved in the pathogenesis of chronic hepatitis b,

playing an important role in the formation of immune tolerance and

immune clearance. Research on related cytokines Tfh cells, is expected to

become the new strategy for the treatment of chronic hepatitis b

immunotherapy. The abnormal expression about Tfh cells related

cytokines (IL-21, IL-6, PD-1) is involved in the pathogenesis of chronic

hepatitis b, playing an important role in the formation of immune toler-

ance and immune clearance. Research on related cytokines Tfh cells, is

expected to become the new strategy for the treatment of chronic hepatitis

b immunotherapy.

PP1253

Type I IFN Facilitates IL-27-dependent TRIM25 expression
to inhibit HBV replication

Guangyun Tan1, Hongxiao Song1, Genhong Cheng1

1The First Hospital of Jilin University, Changchun

Background: Hepatitis B virus (HBV) can cause chronic hepatitis B,

which may lead to cirrhosis and liver cancer. Type I interferon (IFN)

is an approved drug for the treatment of chronic hepatitis B. However,

the exact mechanisms of antiviral action by type I IFN and the

downstream signaling pathway are unclear. TRIM25 is an IFN-

stimulated gene (ISG) that plays an important role in RIG-I ubiqui-

tination and activation. Whether TRIM25 can be induced by type I

IFN to mediate anti-HBV function remains unclear.

Methods: CRISPR/Cas9 technology was carried out to knock out IL-

27R, STAT1 and STAT3 to further analyse the transcriptional regulation

of TRIM25 upon IFNa treatment by Q-PCR and Western, and TRIM25

expression construct was made by infusion cloning by insert the CDS of

TRIM25 into the VR1012 vector, TRIM25 was also knocked out in

HepG2 cells to study the function of TRIM25 in HBV replication,

HBeAg in the cell supernatant was detected by Elisa, luciferase assay was

performed to varify the effect of TRIM25 in IFNb production.

Result: IL-27 plays a critical role in IFN-induced TRIM25 up-regu-

lation. TRIM25 induction requires both STAT1 and STAT3. In

TRIM25 knockout HepG2 cells, type I interferon production was

consistently attenuated and HBV replication was increased, whereas

the over-expression of TRIM25 in HepG2 cells resulted in elevated

interferon production and reduced HBV replication. More interest-

ingly, we found that TRIM25 expression was down-regulated in HBV

patients and the addition of serum samples from HBV patients could

inhibit TRIM25 expression in HepG2 cells,

Conclusion: Collectively, these results demonstrate that type I

interferon-induced TRIM25 is an important player in inhibiting HBV

replication, and the IFN-IL-27-TRIM25 axis may represent a new

target for treating HBV infection.

PP1254

The establishment and application of Chinese woodchuck model:
a new animal model for HBV study

Baoju Wang1, Bin Zhu1, Zhenni Zhu1, Qi Yan1, Junzhong Wang1,
Jia Liu1, Yuanzhi Wang2, Chuangfu Chen3, Shunchang Zhou4,
Menji Lu5, Dongliang Yang1

1Department of Infectious Diseases, Institute of Infection and

Immunology, Union Hospital, Tongji Medical College, Huazhong

University of Science and Technology, Wuhan; 2School of Medicine,

Shihezi University, Shihezi; 3College of Animal Science and

Technology, Shihezi University, Shihezi; 4Laboratory Animal Center,

Huazhong University of Science and Technology, Wuhan; 5Institute

of Virology, University of Duisburg-Essen, Essen, Germany

Background: American woodchuck (Marmota monax) is widely used

for HBV study.

Methods: 1. WHV infection was established in Chinese woodchucks

by intravenous inoculation of WHV; 2. The transcriptomics in liver

and spleen were compared in the two woodchuck species, American

woodchuck (Marmota monax) and Chinese woodchuck (Marmota

himalayana); 3. More than 20 molecules related to innate and adap-

tive immunity were characterized in Chinese woodchucks; 4. The

model was improved from the aspects of virus inoculation dose,

animal resources, and the virological and immunological detection

assay; 5. This new model was applied to evaluate the new anti-HBV

drugs and HBV post-exposure prophylaxis.

Result: 1. We found that Chinese woodchuck (Marmota himalayana)

is highly susceptible to WHV infection, and the serological and his-
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tological changes was similar to those of HBV infection in human; 2.

More than 75% of the molecules with different functions were highly

conserved in American and Chinese woodchucks. 3. TGF-b2, TGF-

bR2, CD40, CD160, CD244, LAG3, Galectin-9, RIG-1, MDA-5, IL-

LGP-2, AIM-2, IFI16, RelA, and ISG15 were characterized in Chi-

nese woodchuck; 4. The appearance of viremia was significantly

correlated with the dose of virus inoculation in Chinese woodchuck;

Chinese woodchucks from TR & TD areas had higher susceptibility

to WHV; Monoclonal antibodies against WHsAg were identified, and

the ELISA, Western-blot and immunohistochemistry assays for

WHsAg detection were improved; The assays for detecting WHV

specific T cell responses were established, including lymphocyte

proliferation assay using CFSE staining, and the degranulation assay

based on CD107a staining, after stimulated with WHcAg peptide

pools. 5. This model was applied for evaluating the efficacy of a new

anti-HBV drug and a new HBV post-exposure prophylaxis strategy,

and we found that the new drug has strong anti-HBV effect, and the

nucleoside analogue-based regimens could be an alternative to HBV

post-exposure prophylaxis.

Conclusion: A new animal model, WHV infected Chinese wood-

chuck model, was successfully established using the unique animal

resources of China. Due to the successful characterization of the

genetic background and the improvement of the detection systems in

Chinese woodchuck, this model could be a suitable model for HBV

related research.

PP1255

Pathological and clinical characteristics of hepatitis B virus
associated glomerulonephritis: a report of 65 cases

Cheng Hao1, Zhang Zhenzhen1, Li Hailong2, Wang Yan1

1Peking University First Hospital, Beijing; 2Lin He district Hospital,

Bayan nur City, Inner Mongolia

Background: Hepatitis B virus (HBV) infection is globally dis-

tributed and about 5% of patients suffered from HBV-associated

glomerular nephritis (HBV-GN). Since the possible pathogenesis is

obscure so far, there is no agreed and effective therapy for all of these

patients.

Methods: To analyze the relationship between the clinical charac-

teristics and the pathological features, HBV serum markers in patients

with HBV-GN, in order to help to figure out the possible pathogenesis

of HBV-GN. 65 cases of HBV-GN diagnosed by renal biopsy were

recruited. We collected the data of pathological results, clinical and

laboratory results, then analyzed the relationship between clinical

features and HBV load.

Result: Among 65 HBV-GN patients, 42 (64.6%) patients are male

and the average age is 39 years old. Membranous nephropathy is the

major pathologic type (78.5%). 70.8% of these patients have pro-

teinuria and 47.8% of them with impaired renal function.

Unexpectedly, 73.8% (48/65) patients’ serum HBV DNA load are

negative, besides that, only 33.8% patients’ serum HBs-antigen are

positive. Patients with previous history of liver disease were 16.9%.

The deposition of HBcAg, HBV DNA and immunoglobulin in renal

tissue were irrelevant with Ccr/urinary protein quantification.

Conclusion: The most reliable diagnosis of HBV-GN is the patho-

logical examination and the immunochemistry detection of hepatitis

B virus antigen in renal tissue sections. There was no parallel rela-

tionship between viral serum markers, viral load, chronic liver disease

history, course of disease, pathological type of renal tissue and clin-

ical manifestations. Viral load, immunoglobulin deposition, and

deposition of hepatitis B antigen in renal tissue were not independent

factors affecting the clinical manifestations of nephropathy. Antiviral

treatment is currently recognized as the first choice for treatment, but

do not work on all of patients. Standard treatment plan still needs

further study based on the possible pathogenesis.

PP1256

Mucosal-associated invariant T Lymphocytes are declined,
activated, and exhausted in peripheral in chronic HBV-infected
patients

Qian Liu1, Wen-wei Yin1, Qiong-Fang Zhang1, Ming-hong Li1,
Yan-lin Li1, Jian-ying Shao1, Qiu-feng He1, Huaidong Hu1, Peng
Hu1, Hong Ren1, Da-zhi Zhang1

1Key Laboratory of Molecular Biology for Infectious Diseases

(Ministry of Education), Institute for Viral Hepatitis, Department of

Infectious Diseases, The Second Affiliated Hospital, Chongqing

Medical University, Chongqing

Background: Mucosal-associated invariant T lymphocytes (MAITs)

are characterized by an evolutionarily conserved antimicrobial MR1-

restricted CD161++TCRVa7.2+ T-cell subsets, and enriched in blood

and mucosal. Recent studies showed that MAIT cells were quantita-

tively reduced and functionally lacked in chronic viral infections.

However, their exact role in HBV infection remains unknown.

Methods: Peripheral blood mononuclear cells (PBMCs) from healthy

donors (HDs) (n = 30) and chronic hepatitis B virus infection patients

(n = 97) were detected by flow cytometry. The frequency of

CD3+CD161++TCRVa7.2+ MAIT cells and cell surface antigen

expression on MAIT cells were analyzed. And we determined func-

tion of MAIT cells via IFN-c and IL-17 releasing tests stimulated

with PMA + Ionomycin, fixed E coli and different cytokines.

Result: The frequency of MAIT cells in chronic HBV-infected

patients (2.73 ± 1.09%) was dramatically decreased compared with

that of HDs (4.49 ± 2.31%). Interestingly, the reduction was most

significant in the phase of immune tolerance phase (2.69 ± 1.88%)

compared with immune active phase (2.14 ± 1.78%, p \ 0.05), or

healthy donors (4.49 ± 2.31%, p \ 0.01). After that, We found the

frequency of MAIT was negative correlation with serum HBV-DNA

titers (r = -0.34, p = 0.041), ALT levels (r = -0.26, p = 0.025) in

IA patients. We also determined the phenotype of MAIT cells. The

expressions of immune exhausting markers (TIM-3, CTLA-4, PD-1)

on MAIT cells were up-regulated, analogously, the expressions of the

activating markers (HLA-DR, CD38, CD57) were markedly up-reg-

ulated in chronic HBV-infected patients when compared with HDs.

MAIT cells in chronic HBV-infected patients had lower levels of

IFN-c and IL-17 releasing compared with HDs when stimulated with

E. coli + anti-CD28 (p\0.05), however statistical difference was not

seen in PMA + Ion and IL-12 + IL18 stimulated groups. To be added,

the frequency and function of residual MAIT cells in peripheral blood

could be partly restored by Peg-interferon therapy.

Conclusion: With reduced frequency and exhausted phenotypes, the

MAIT cells are functionally defected in HBV-infected patients, which

can be partly restored by Peg-interferon therapy. These findings

possibly indicates that persistent exposure to HBV infection can lead

to exhausted phenotypes and impaired function of MAIT cells.
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PP1257

Correlation between hepatic human males absent on the first
and viral persistence in chronic hepatitis B patients

Liwen Chen1, Yun Wang1, Fengdi Li1, Zhujun Cao1, Xiaogang
Xiang1, Weiliang Tang1, Lanyi Lin1, Qing Xie1, Hui Wang1

1Department of Infectious Diseases, Ruijin Hospital, Shanghai Jiao

Tong University School of Medicine, Shanghai

Background: Hepatitis B virus (HBV) infection is still a global

health problem with high morbidity and mortality. Human males

absent on the first (hMOF), a histone acetyltransferase, is responsible

for DNA damage repair, tumorigenesis and cell cycle regulation.

HBV DNA is one of the high risk factors in the progression of cir-

rhosis and hepatocellular carcinoma (HCC) in chronic hepatitis B

(CHB) patients. Inhibition of histone acetyltransferase or deacetylase

suppresses or enhances HBV replication. The precise underlying

mechanism of hMOF in HBV replication in CHB patients remains to

be explored.

Methods: Biopsy, performed in a total of 53 CHB patients (n = 33

HBeAg+; n = 20 HBeAg-), and 3 healthy controls, was subject to

hMOF for immunohistochemistry, qPCR and Western blot. The

correlation between hMOF and HBsAg as well as HBeAg was

determined.

Result: There was correlation between hMOF and HBV DNA in

CHB patients; as well as correlation between hMOF and HBsAg/

HBeAg in HBeAg+ CHB patients; but no correlation between hMOF

and HBsAg in HBeAg- CHB patients. No correlation was observed

between hMOF and hepatic inflammation severity and fibrotic stage

in CHB patients.

Conclusion: Hepatic hMOF responsible for HBV replication in CHB

patients, may contribute to viral persistence.

PP1258

Comparison of cellular miRNA expression profiling in
asymptomatic HBsAg carriers and chronic hepatitis B patients

Xianliang Hou1, Hongyan Diao1

1State Key Laboratory for Diagnosis and Treatment of Infectious

Diseases, Collaborative Innovation center for Diagnosis and

Treatment of Infectious Diseases, The First Affiliated Hospital,

College of Medicine, Zhejiang University, Hangzhou

Background: MicroRNA (miRNA) are small RNA that can bind to

the 30-untranslated region (UTR) of target mRNA and either posi-

tively or negatively regulate their translation, which have recently

gained widespread attention as crucial regulators in complex gene

regulatory networks. However, studies focused on the relations

between cellular miRNAs and the different phases of chronic HBV

infection are missing.

Methods: Five milliliters of blood was collected from healthy donors

or patients with informed consents. PBMC were isolated using stan-

dard density gradient centrifugation on Ficoll-Paque. Total cellular

RNA from the PBMC was extracted using TRIzol RNA reagent
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miRNA microarray analysis was performed using miRMAX

microarray at Kanchen Bio-tech Corporation. The arrays were scan-

ned using a Axon GenePix 4000B microarray scanner and GenePix

pro V6.0 was used to read the raw intensity of the image. A miRNA

was determined as differentially expressed if its expression change

was more than 2.0-fold.

Result: We found that 79 and 203 differential expressed miRNAs in

the PBMCs of ASC and CHB patients compared to healthy controls,

respectively. Moreover, we identified 38 miRNAs were observed to

change coherently in ASC group and CHB group, with 5 upregulated

and 33 downregulated. Five miRNAs with abnormal expression,

namely hsa-miR-377-3p, hsa-miR-451a, hsa-miR-920, hsa-miR-144-

5p, and hsa-miR-212-3p were selected and analyzed by real-time

quantitative PCR in order to validate the microarray results. Target

gene-related pathway analysis (Fig. 1) revealed the pathways in the

cancer and MAPK signaling pathway, Adherens junction, and

Endocytosis significantly changed in ASC group as compared with

NC group (P \ 0.05). Estrogen, FoxO, and Neurotrophin signaling

pathway were the main signaling pathways, which regulated by the

differentially expressed miRNAs in CHB group. In addition, miRNA-

Gene ontology (GO)-network and miRNA-Pathway-Network analy-

ses were performed. With the visualization of the miRNA-GO-

Network (Fig. 2), we found that miRNA, including miR-142-3p, miR-

181b-5p, miR-199a-3p, miR-130b-3p, miR-34a-5p, miR-301a-3p and

miR-376c-3p played regulatory roles in modulating molecular net-

works in ASC group than HC group. miR-181b-5p, miR-130a-3p,

miR-559, miR-920, miR-377-3p, miR-654-3p, miR-451a, miR-600,

and miR-324-5p may be a crucial regulator in CHB progression. For

the comparison between ASC group and CHB group, miR-212-3p,

miR-490-3p, miR-635, miR-377-3p, miR-654-3p, miR-451a played

prominent role in the global signalling networks and pathways

involved in the progression of chronic liver disease.

Conclusion: In conclusion, the HBV related liver diseases-specific

cellular miRNA profiles identified here may serve as biomarkers and

might reveal potential new avenues for therapy.
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PP1259

Increased Siglec-7 expression are associated with HBeAg
seroconversion and virological response in chronic hepatitis B
patients undergoing pegylated interferon therapy

Yan-lin Li1, Jianying Shao1, Wen-wei Yin1, Qiong-fang Zhang1,
Qian Liu1, Qiu-feng He1, Ming-hong Li1, Huai-dong Hu1, Peng
Hu1, Hong Ren1, Da-Zhi Zhang1

1Key Laboratory of Molecular Biology for Infectious Diseases

(Ministry of Education), Institute for Viral Hepatitis, Department of

Infectious Diseases, The Second Affiliated Hospital, Chongqing

Medical University, Chongqing

Background: Sialic-acid-binding immunoglobulin-like lectin 7

(siglec-7) expression on NK cells has been reported to downregulated

during HBV infection this study aim to investigate the relationship

between Siglec-7 and HBeAg seroconversion and virological

response in adult chronic HBV infection (CHB) receiving pegylated

interferon (Peg-IFN) therapy.

Methods: Peripheral blood samples were collected from 100 adult

patients with chronic HBV and 24 healthy controls (HCs). 26 Patients

in IA phase were treated with Peg-IFN for 48 weeks, and we collected

their peripheral blood at baseline, 12, 24, 48 (end of treatment), and

72 weeks (24 weeks post treatment). The expression of siglec-7 on

NK cells was detected by flow cytometry.

Result: Siglec-7 expression on NK cells in CHB patients was obvi-

ously lower than that in HCs (63.70 ± 15.62% vs 78.38 ± 12.44%, p

\ 0.01). And there was a more significant decrease of Siglec-7

expression in IN phase (58.4 ± 13.84%) compared with HCs (p \
0.01). After treatment with Peg-IFN, siglec-7 showed enhenced

expression of all patients especially at 48 weeks siglec-7 up to

maximum. When the patients achieved virological response (HBV

DNA\104 IU/ml), the siglec-7 expression significantly increased at

24 (9 patients with VR), 48 (16 patients with VR), 72 weeks (12

patients with VR) than baseline, and reached the peak at 48 weeks (P

\ 0.05). At 72 weeks, 12 patients received HBeAg seroconversion

and 11 patients of them achieved virological response at the same

time. Siglec-7 expression had obviously growing than baseline (P\
0.05) when patients achieved HBeAg seroconversion.

Conclusion: The siglec-7 molecule of NK cells can be used as an

indicator of seroconversion and virological response in patients with

chronic HBV infection at 72 weeks (24 weeks post treatment) of the

Peg-IFN therapy.

PP1260

KLRG1 impairs antiviral immunity of NK-cell in Individuals
with chronic hepatitis B virus infection via the Akt pathway

Ming-Hong Li1, Wen-Wei Yin1, Qiong-Fang Zhang1, Qian Liu1,
Yan-Lin Li1, Jian-Ying Shao1, Huai-dong Hu2, Peng Hu1, Hong
Ren1, Da-Zhi Zhang1

1Key Laboratory of Molecular Biology for Infectious Diseases

(Ministry of Education), Institute for Viral Hepatitis, Department of

Infectious Diseases, The Second Affiliated Hospital, Chongqing

Medical University, Chongqing; 2Key Laboratory of Molecular

Biology for Infectious Diseases (Ministry of Education), Institute for

Viral Hepatitis, Department of Infectious Diseases, The Second

Affiliated Hospital, Chongqing Medical University, Chongqing
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Background: Natural Killer (NK) cell lectin-like receptor subfamily

G member 1 (KLRG1) is a transmembrane protein with immunore-

ceptor tyrosine-based inhibitory motifs (ITIMs) in its cytoplasmic

domain and a C-type lectin-like domain in the extracellular region.

KLRG1 is found preferentially expressed on NK cells, but not on

monocytes or granulocytes, and it binds three members (E, N, and R)

of the cadherin family to regulate lymphocyte activities. However, the

roles of KLRG1 on human NK cells especially in hepatitis B virus

(HBV) infection have not been fully understood.

Methods: 90 CHB patients and 30 healthy controls (HCs) were

enrolled in the study. Flow cytometry staining was used to for

detection of cell surface markers and intracellular cytokine. Purified

NK cells were to flow cytometric analysis for intracellular IFN-cand

pAkt expression.

Result: Firstly, we examined KLRG1 expression levels on gated NK

cells in PBMCs from 90 CHB patients and 30 healthy controls (HCs).

of note, KLRG1 expression in chronically HBV-infected individuals

was significantly elevated compared to HCs. Next, we examined the

relationship between KLRG1 expression and IFN-cproduction in NK

cells in CHB patients vs HCs. Our results showed KLRG1 + NK cells

exhibited poor capacity to produce IFN-c in CHB patients compared

to HCs. Importantly, blockade of KLRG1 signaling significantly

recovered the impaired IFN-c production of NK cells from HBV-

infected subjects. To determine the underlying mechanism for cor-

rection of NK cell function via blockade of KLRG1 signaling, we

further investigated the phosphorylation of Akt in NK cell activation

with cytokine stimulation following KLRG1 blockade by flow cyto-

metric analysis. Akt phosphorylation was impaired in NK cells

derived from individuals with chronic HBV compared to those from

HCs following ex vivo stimulation, and blockade of KLRG1 signaling

in NK cells significantly enhanced Akt (Ser473) phosphorylation

compared to the cells treated with control IgG.

Conclusion: Our results indicated KLRG1 might contribute to the

impaired antiviral immunity by negative regulation of NK cell

functions via the Akt pathway. Thus, repressing KLRG1 on NK cells

might be a novel therapeutics against HBV.

PP1261

Noninvasive scoring system for significant inflammation related
to chronic hepatitis B

Mei-Zhu Hong1

1Zhongshan Hospital Affiliated to Xiamen University, Xiamen

Background: Although a liver stiffness measurement-based model

can precisely predict significant intrahepatic inflammation, transient

elastography is not commonly available in a primary care center.

Additionally, high body mass index and bilirubinemia have

notable effects on the accuracy of transient elastography. The present

study aimed to create a noninvasive scoring system for the prediction

of intrahepatic inflammatory activity related to chronic hepatitis B,

without the aid of transient elastography.

Methods: A total of 396 patients with chronic hepatitis B were

enrolled in the present study. Liver biopsies were performed, liver

histology was scored using the Scheuer scoring system, and serum

markers and liver function were investigated.

Result: Inflammatory activity scoring models were constructed for

both hepatitis B envelope antigen (+) and hepatitis B envelope antigen

(-) patients. The sensitivity, specificity, positive predictive value,

negative predictive value, and area under the curve were 86.00, 84.80,

62.32, 95.39%, and 0.9219, respectively, in the hepatitis B envelope

antigen (+) group and 91.89, 89.86, 70.83, 97.64%, and 0.9691,

respectively, in the hepatitis B envelope antigen (-) group.

Conclusion: Significant inflammation related to chronic hepatitis B

can be predicted with satisfactory accuracy by using our logistic

regression-based scoring system.
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Establishment of reference sequences of hepatitis B virus
genotype B subgenotypes

Zhenhua Zhang1, Wanrong Yang1, Xu Li1, Huafa Yin1

1Department of Infectious Diseases, the First Affiliated Hospital,

Anhui Medical University, Hefei

Background: Hepatitis B virus (HBV) genotype B has been reported

with a larger number of subgenotypes denoted by numerical sub-

scripts (B1–B9), each with different geographical predominance.

Suitable reference strains for distinct subgenotypes may contribute to

research on HBV B genotypes.

Methods: In the study, a total of 523 full length genome sequences of

HBV B were retrieved from the GenBank database, divided them into

subgenotypes by using phylogenetic analysis. All 523 full genome

sequences were classified in accordance with the most nucleotide in

the same position.

Result: The reference sequences of subgenotypes B1, B2, B3, B4,

B6, B7 and B9 in different regions were established and deposited

into GenBank (KP341007–KP341013). Homology analysis of the

seven B subgenotypes reference strains was more than 97% by ana-

lyzed at nucleotide levels. Partial important mutation sites of the

established reference sequences were inspected such as 1762/1764,

1814, 1858/1896 in the BCP/Pre-C regions. The genetic divergence

time from the most recent common ancestor was calculated, based on

the nucleotide substitution rate of 2.2 9 10-6 per site per year.

Conclusion: The study successfully established reference sequences

which in turn will be used for future studies.

PP1263

Liver histology in inactive HBV carrier phase according
to different alanine transaminase levels

Dengming He1, Qinghua Shang1, Yong An1, Qingqiang Yi1, Wei
Zhang1, Mingquan Ding1

1Liver Disease Diagnosis and Treatment Center, The 88th Hospital of

PLA, Tai’an

Background: A persistently normal alanine transaminase (ALT)

levels does not mean normal liver histology for chronic hepatitis B

(CHB) and some CHB patients who developed to end-stage liver

diseases have no history of active hepatitis or ALT levels elevation.

CHB with persistently normal ALT includes immune tolerance phase

and inactive HBV carrier phase. A study suggested that the upper

limits of normal (ULN) for ALT should be decreased to 30 U/L for

males and 19 U/L for females. However, the current laboratory ULN

standard is still 40 U/L, regardless of sex. We aimed to observe the

difference of liver histology in inactive HBV carrier phase according

to two different ULN standards (30 U/L for males and 19 U/L for

females vs. 40 U/L).

Methods: 124 patients with 20–49 years old were divided into low

ALT group (63 patients, B30 U/L for males and B19 U/L for females)

and high ALT group (61 patients, 31–40 U/L for males and 20–40

U/L for females). Liver biopsy was performed under ultrasound

guidance. Ishak scoring system and Metavir grading algorithm and

staging system were used to evaluate liver inflammation and fibrosis.

The statistical software used for this analysis was SPSS 18.0.

Result: Ishak system: The Ishak inflammation score of all patients

was 3.0 (2.0–6.0). A significant difference was seen between low

ALT group and high ALT group (2.0 vs. 5.0, p = 1.06 9 10-8).

Positive correlation was seen between ALT levels and Ishak inflam-

mation score (q = 0.512, p = 1.26 9 10-9). The Ishak fibrosis staging

of all patients was 1.0 (0–2.0). Significant difference was seen

between low ALT group and high ALT group (p = 2.69 9 10-11).

Positive correlation was seen between ALT levels and Ishak fibrosis

staging score (q = 0.594, p = 3.63 9 10-13). Whether in low ALT

group or in high ALT group, no correlation was seen between ALT

levels and Ishak inflammation score or Ishak fibrosis staging score.

Metavir system: The proportion of mild, moderate and severe

inflammation was 73.4, 18.5, and 8.1%, respectively. The proportion

of mild inflammation was 95.2% in low ALT group. The proportion

of mild, moderate and severe inflammation was 50.8, 32.8, and 16.4%

in high ALT group, respectively. The proportion of F0, F1, F2, and F3

was 61.3, 29.8, 5.6, and 3.2%, respectively, without F4. In low ALT

group, the proportion of F0 and F1 was 79.4 and 20.6%, without F3 or

F4. In high ALT group, the proportion of F0, F1, F2, and F3 was 42.6,

39.3, 11.5, and 6.6%, respectively, without F4.

Conclusion: The ULN standard for ALT (30 U/L for males and 19

U/L for females) is better than the current one in evaluating the mild

liver histology in inactive phase. Liver biopsy is not necessary for

inactive HBV carrier phase patients with lower ALT levels.

PP1264

Low occurrence of HBsAg but high frequency of transient occult
HBV infection in vaccinated and HBIG-administered infants born
to either HBsAg or plus HBeAg positive mothers

Shan Zhou1, Tingting Li1, Jean-Pierre Allain2, Bin Zhou3,
Yuming Zhang1, Mei Zhong3, Yongshui Fu4, Chengyao Li1

1Southern Medical University, Guangzhou; 2University of

Cambridge, Cambridge, UK; 3Nanfang Hospital, Southern Medical

University, Guangzhou; 4Guangzhou Blood Center, Guangzhou

Background: The current status of chronic and occult HBV infection

(OBI) in neonatal hepatitis B vaccine and immunoglobulin (HBIG)

vaccinated infants born to HBsAg + mothers was investigated at a

major hospital in the south of China.

Methods: Seventy-seven and 15 follow-up blood samples were col-

lected from the vaccinated babies aged 3–36 months born to 43

HBsAg + mothers (25 HBeAg+). HBV infection was analyzed by

serology, genomic amplification and DNA sequencing from the

paired baby and mother.

Result: Among 77 children born to 68 HBsAg+ mothers, 3.9% (3/77)

were HBsAg+ and 36.4% (28/77) were HBV DNA+/HBsAg- (OBI),

respectively. of 92 babies’ blood samples, anti-HBs reactivity varied

slightly according to age groups, while passively transmitted anti-

HBc reactivity declined from 100% high reactivity at age 3–5 months

to mostly negative at age C12 months. Babies with apparent OBI had

higher levels of anti-HBc and lower levels of anti-HBs than those

without OBI but all eight OBI babies with follow-up samples became

HBV DNA negative beyond one year of age.

Conclusion: The vaccinated infants born to HBsAg+ mothers pre-

sented the low rate (4%) of HBsAg occurrence as vaccination failure

and high frequency (36%) of viral persistence in the form of transient

OBIs since no evidence of active HBV infection beyond one year of

age occurred, a situation mainly associated with low anti-HBs

response to vaccination.
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The expression level and clinical significance of CTLA-4 in PBMC
of patients with chronic HBV infection

Chunlan Zhang1, Liang Ping Liao2, Jian Chen2

1Guangzhou Eighth People’s Hospital, Guangzhou; 2Postgraduate:

the Affiliated Guangzhou Eighth People’s Hospital of Guangzhou

Medical University, Guangzhou

Background: To investigate T cell subsets (CD4+ T cells, CD8+ T

cells and Treg cells) and CTLA-4 expression level in PBMC of

patients with chronic HBV infection who are different inflammatory

status, and preliminarily study the role of CTLA-4 in HBV infected

patients during immune dysfunction.

Methods: The subjects were all from outpatients and inpatients in our

hospital, who were 26 asymptomatic carriers (ASCs group), 26

Chronic hepatitis B patients (CHB group),24 HBV-associated liver

failure patients (HBV-LF group). The HBV-LF group was divided

into the improvement group and the worsening group according to the

prognosis, and 15 healthy persons were selected as the normal control

group (NC group). Flow cytometry was used to detect the distribution

of T lymphocyte subsets (CD4+ T cells, CD8+ T cells and Treg cells)

in peripheral blood of patients in each group. And the expression level

of CTLA-4 on CD4+ T cells and Treg cells was detected. The

information of the prognosis of patients in HBV-LF group was

gathered and statisticaly analyzed.

Result: 1. CD4+ T cells counts of ASCs group and CHB group were

lower than NC group (P\0.05). The counts of HBV-LF group were

significantly higher than ASCs group and CHB group (P \ 0.05).

CD8+ T cells counts of ASCs group, CHB and HBV-LF group were

lower than NC group. The counts of ASCs group were significantly

higher than CHB group and HBV-LF group (P \ 0.05). Treg cells

counts of ASCs group, CHB and HBV-LF group were higher than NC

group (P\0.05). The counts of HBV-LF group and ASCs group were

higher than CHB group (P\0.05). 2. The CTLA-4 expression levels

in CD4+ T cells of ASCs group, CHB group and HBV-LF group were

higher than NC group (P\0.05). The levels in CD4+ T cells of ASCs

group was higher than CHB group and HBV-LF group (P \ 0.05).

The CTLA-4 expression levels in Treg cells of HBV-LF group was

lower than ASCs group, NC group and CHB group (P\0.05). 3. The

CTLA-4 expression levels of CD4+ T cells and Treg cells in HBV-LF

patients of worsening group were significantly lower than those of

improvement group (P\ 0.05).

Conclusion: 1. The increasing expression levels of CTLA-4 in CD4+

T cells may be one of the mechanisms of chronic HBV infection. 2.

The CTLA-4 expression levels in CD4+ T cells and Treg cells may be

associated with the prognosis of HBV-LF.

PP1266

Baseline heterogeneity of small hepatitis B surface proteins
impacts the HBsAg titer decline receiving Peg-IFN therapy
in HBeAg positive chronic hepatitis B

Hu Li1, Li Zhang1, Hong Ren1, Peng Hu1

1Key Laboratory of Molecular Biology for Infectious Diseases

(Ministry of Education), Institute For Viral Hepatitis, Department of

Infectious Diseases, The Second Affiliated Hospital, Chongqing

Medical University, Chongqing

Background: To investigate whether the heterogeneity of small

hepatitis B surface proteins (SHBs) affects the decrease of HBsAg

titer during Peg-IFN therapy.

Methods: The SHBs heterogeneity was determined at baseline in

twenty chronic hepatitis B (CHB) patients with HBeAg positive by

clone sequencing. Repeated measurements of serum HBsAg titer

were performed during 48 weeks Peg-IFN treatment.

Result: Majority (18/20) of the patients were consistent decreased in

the level of serum HBsAg, and of which 9 patients were less than 100

IU/ml at the end of treatment. After adjusting for covariates including

age, body mass index, and baseline HBsAg titer, HBV-DNA level,

generalized additive mixed models (GAMM) showed that baseline

heterogeneity of SHBs was an independent determinant of the lon-

gitudinal decrease of HBsAg titer (p = 0.002 for the interaction term

with time). The patients with low SHBs heterogeneity had higher

mean slope of HBsAg reduction than that in the high heterogeneity

patients (-0.048 ± 0.0082 vs. -0.015 ± 0.0045 Log10 IU/12 weeks).

The corresponding calculated median number of years needed to clear

HBsAg was 23.3 and 70.0 years, respectively.

Conclusion: This study, based on the CHB patients with HBeAg

positive treated with Peg-IFN, shows that the baseline heterogeneity

of SHBs influences the reduction of HBsAg titer. Thus, consideration

should be given to the viral factors, such as SHBs heterogeneity,

especially when we seek to HBsAg loss.

PP1267

Interleukin-1 receptor antagonist expression is inversely
associated with outcomes of hepatitis B-related acute-on-chronic
liver failure

Jinglan Lai1, Yuming Liu1

1Mengchao Hepatobiliary Hospital, Fujian Medical University,

Fuzhou

Background: Interleukin-1 receptor antagonist (IL-1ra) is a naturally

occurring anti-inflammatory antagonist of the proinflammatory cyto-

kine IL-1, a critical factor in many inflammatory diseases. This study

aimed to investigate the role of IL-1ra in hepatitis B-related acute-on-

chronic liver failure (HB-ACLF)

Methods: Serum cytokine concentrations were measured using a

Q-Plex array in 31 patients with HB-ACLF, 28 acute hepatitis B

(AHB),30 chronic hepatitis B (CHB) and 15 healthy controls (HCs).

Additionally, peripheral blood mononuclear cells (PBMCs) from

patients with HB-ACLF were incubated with PBS or lipopolysac-

charide (LPS) and/or different concentrations of recombinant human

IL-1ra (rhIL-1ra) in vitro. Cytokines in supernatants were measured

by Q-Plex array

Result: Median serum IL-1ra level in patients with HB-ACLF was

186.46 (350.22) pg/ml, which was the highest in all groups [AHB (P

= 0.012), CHB (P \ 0.001), and HCs (P \ 0.001)]. However, the

ratio of IL-1ra/IL-1b was lower in the HB-ACLF group [2.96 (2.54)]

compared with that in the AHB group [4.54 (3.29); P = 0.048].

Median serum IL-1ra level in patients with AHB also increased

compared with those in the CHB (P \ 0.001) and HCs (P \ 0.001)

groups. IL-1ra concentrations (P = 0.02) and ratios of IL-1ra/IL-1b
(P = 0.007) in patients that subsequently died were significantly

lower than in survivors with HB-ACLF. Moreover, serum IL-1ra

concentrations were negatively associated with the MELD score (r =

-0.870, P\ 0.001). In vitro, cytokine secretion by PBMC was sig-

nificantly inhibited, in a dose-dependent manner by rhIL-1ra

(125–500 ng/ml)
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Conclusion: IL-1ra plays an important role in in the development of

liver inflammation, which is relatively reduced in patients with HB-

ACLF and inversely associated with disease severity.

PP1268

Anti-HBc is secondary to liver inflammation in HBV infection

Chengcong Chen1, Yang Zhou1, Libo Tang1, Xueping Gao1, Ling
Guo1, Xinchun Zheng1, Jian Sun1, Yongyin Li1, Jinlin Hou1

1Hepatology Unit, Nanfang Hospital, Southern Medical University,

Guangzhou

Background: Elevated liver enzymes reflect the presence of liver

inflammation and parallel increasing levels of anti-HBc and ALT can

be observed in HBV infection, while little is known about the rela-

tionship between anti-HBc and liver enzymes.

Methods: One hundred and ninety-one patients chronically infected

with HBV were classified into high ALT group (ALT C 2XULN) and

normal ALT group (ALT

Result: Compared with the normal ALT group, qAnti-HBc levels

were significantly increased in the high ALT group (p \ 0.001).

Moreover, qAnti-HBc levels were positively correlated with the

levels of ALT (r = 0.480, p\0.001), while no correlation was found

between levels of qAnti-HBc and HBV DNA after APAP injection,

serum ALT levels of mice reached a sharp peak at 24 h and then

declined to normal value at 96 h, while levels of anti-HBc showed

increased trend from 24 h and reached peak value at 96 h, and then

gradually decreased with the cessation of APAP treatment. In con-

trast, both the levels of ALT and anti-HBc remained at normal level in

control mice treated with NS. In addition, HE staining demonstrated

that mice treated with APAP had obvious centrilobular hepatocellular

necrosis and infiltration of massive lymphocytes.

Conclusion: qAnti-HBc level is closely associated with ALT level

and its generation may secondary to liver inflammation.

PP1269

Chromogenic and fluorescent in situ hybridization assay
for detection of HBV cccDNA and related replicative
intermediates in clinical specimens and cell-line based infection
models

Xiaonan Zhang1, Lei Yue1, Wei Lu1, Ye Zheng1, Yanling Feng1,
Liang Chen1, Zhanqing Zhang1, Zhenghong Yuan2

1Shanghai Public Health Clinical Center, Fudan University, Shanghai;
2Key Lab of Medical Virology, School of Basic Medical Sciences,

Shanghai Medical College of Fudan University, Shanghai

Background: Persistent hepatitis B virus (HBV) infection is estab-

lished by the formation of intra-nuclear pool of covalently closed

circular DNA (cccDNA) in the liver. Yet very little is known about its

intra-hepatic distribution in infected patients, particularly at single-

cell level. Previously, we established a highly sensitive and specific

in situ hybridization (ISH) assay for detection of HBV RNA, DNA

and cccDNA in clinical liver specimens. We uncovered a surprisingly

mosaic distribution of viral antigens and nucleic acids and proposed a

‘‘three-stage model’’ of HBV infection in vivo.

Methods: Herein, we developed a second-generation chromogenic

ISH assay for HBV DNA/cccDNA. In addition, we established flu-

orescent in situ hybridization (FISH) assays based on the view RNA

or single-molecule FISH (smFISH) technology for visualization of

HBV RNA and DNA in cell-culture models such as HepAD38 and

HepG2-NTCP cells.

Result: The second-generation chromogenic ISH assay generated

much stronger signal while retaining high specificity compared with

the previous one. In addition, it provided broader genotype coverage

(genotype A-D). In cell culture models, our FISH assay successfully

visualized HBV RNA and DNA in HepAD38 and HepG2-NTCP

cells. Further work is ongoing to probe the molecular events, such as

transcription, translation, encapsidation and DNA synthesis, during

the replication cycle of HBV.

Conclusion: These novel tools should help in elucidating the

molecular and pathophysiological characteristics of HBV infection

and leave new clues for antiviral development.

PP1270

IL-21 enhances antiviral effect of HBV specific CD8+ T cells
in chronic HBV infection

Xueping Gao1, Libo Tang1, Chengcong Chen1, Weibin Wang1,
Jinhong Liu1, Yongyin Li1, Jinlin Hou1

1Hepatology Unit, Nanfang Hospital, Southern Medical University,

Guangzhou

Background: Failure of CD8+ T cell responses can be observed in

chronic viral infection, thus potentially leading to viral persistence. A

helpful role of cytokine IL-21 in improving CD8+ T cell responses

has been documented in chronic LCMV infection. Herein, we aim to

investigate the effect of IL-21 on CD8+ T cells during the process of

HBV clearance.

Methods: Fifty-five patients with chronic HBV infection, including

18 patients who participated in a clinical trial of telbivudine therapy

were studied here. In addition, 30 healthy controls (HC) were

recruited as controls. PBMC were collected for in vitro study. IL-21

receptor knockout (IL21R-KO) and wide type (WT) mice were used

to establish HBV mouse model by hydrodynamic injection of pSM2

into the tail vein, and retro-orbital blood were obtained every 4 days

for HBsAg detection. Mice were then sacrificed at day 30 post-in-

jection, and lymphocytes isolated from liver tissue were collected for

flow cytometry analysis.

Result: Compared with HC, the transcription level of IL-21R in

CD8+ T cells was significantly higher in patients with chronic HBV

infection (p \ 0.001), and this value was significantly decreased in

patients who achieved virological response after 52 weeks of tel-

bivudine treatment (p \ 0.05). Exogenous addition of IL-21

significantly promoted the proliferation of HBV-specific CD8+ T

cells in vitro. Additionally, IL-21 can enhance the cytolytic activity of

HBV-specific CD8+ T cells against target HepG2.2.15 cells (p \
0.05) and the secretion of IFN-c, granzyme B, and perforin in HBV-

specific CD8+ T cells (p\0.05). Notably, as compared to WT mice,

HBV mouse model established from IL-21R-KO mice showed sig-

nificantly decreased frequency of IFN-c-secreting HBV specific

CD8+ T cells and higher levels of serum HBsAg (p\ 0.001).

Conclusion: IL-21 promotes the proliferation and enhances antiviral

effect of HBV-specific CD8+ T cells, which suggest that IL-21 may

contribute to viral clearance in chronic hepatitis B infection.
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Correlation analysis of serum ALT and liver tissue inflammation
degree in chronic HBV infection patients

Yang Ding1, Xiaoguang Dou1

1Department of Infectious Diseases, Shengjing Hospital of China

Medical University, Shenyang

Background: Chronic HBV infection patients with serum ALT [
2XULN start antiviral treatment. However, some patients with serum

ALT[ 2XULN cannot obtain satisfactory curative effect. To inves-

tigate the relationship between ALT and liver tissue inflammation by

comparing liver inflammation and fibrosis in ALT 1–2 XULN and[2

XULN chronic HBV infection patients.

Methods: 277 HBeAg positive chronic HBV infection patients below

40 years old were enrolled between in May, 2015 to in July, 2016.

The average age was 30.84 ± 9.93 years old. 65.8% was male. 205

cases were ALT \ 2XULN, 72 cases were ALT [ 2XULN. All

patients were received liver biopsy examination and liver tissue

inflammation and fibrosis were classified. To compare relationship

between ALT and liver tissue inflammation and fibrosis, and have

stratification analysis according to age and s/e antigen quantitative

level.

Result: In ALT[ 2XULN group, 68.1% was liver tissue inflamma-

tion above 2 levels, 37.5% was liver tissue fibrosis above 2 levels. In

ALT\2XULN group, 40.5% was liver tissue inflammation above 2

levels, 22% was liver tissue fibrosis above 2 levels. Among patients

with ALT \ 2XULN and above 30 years old, 49% was liver tissue

inflammation above 2 levels. Among patients with ALT \ 2XULN

and below 30 years old, 28% was liver tissue inflammation above 2

levels. Furthermore, HBeAg and HBsAg quantitative also related with

the degree of liver tissue inflammation. The lower quantitative level,

the heavier the degree of inflammation, especially obviously in ALT

\ 2XULN group.

Conclusion: Serum ALT level and liver tissue inflammation was not

completely parallel in HBeAg positive chronic HBV infection

patients below 40 years old, especially ALT\ 2XULN group. ALT,

age, HBeAg and HBsAg quantitative can be more accurate quanti-

tative judgment liver inflammation and fibrosis and direct antiviral

treatment opportunity.

PP1272

Non-invasive diagnosis of liver inflammation with serum MCP-1
levels in chronic HBV infection patients with normal or slightly
elevated aminotransferase levels

Xiaoguang Dou1, Yang Ding1

1Department of Infectious Diseases, Shengjing Hospital of China

Medical University, Shenyang

Background: The aim of this study was to analyze the expression

level of monocyte chemoattractant protein-1 (MCP-1) in the periph-

eral blood of patients with chronic hepatitis B (CHB), and to discuss

the relationship between MCP-1 and liver inflammation activity in

CHB patients with normal or slightly elevated serum aminotrans-

ferase (ALT) levels.

Methods: We detect the expression of MCP-1 in serum of patients

with CHB infection using ELISA, and use the receiver operating

curve to evaluate the diagnostic value of MCP-1 in liver tissue

inflammation activity of chronic HBV infected patients with normal

or slightly elevated serum aminotransferase levels.

Result: MCP-1 expression level in peripheral blood of CHB patients

with ALT greater than 2 times the upper limit of normal value (ALT

C 2ULN) was 229.8 ± 164.17 (pg/ml), and MCP-1 expression level

in peripheral blood of CHB patients with ALT less than 2 times of the

upper limit of normal value (ALT \ 2ULN) was 136.96 ± 105.66

(pg/ml). There was significant difference (P = 0.004) between MCP-1

of the two groups. In the group of Hepatitis B e antigen (HbeAg)

positive CHB patients with ALT \ 2ULN, MCP-1 in patients with

inflammation activity \2 is significant lower than in patients with

inflammation activity C (P = 0.001). In the group of HBeAg negative

group with ALT \ 2ULN, there was no significant difference of

MCP-1 expression level between patients with flammation level\ 2

and inflammation level C 2 (P = 0.96). AUC of MCP-1 for the

diagnosis of CHB patients with ALT\2ULN is 0.864, and the 95%

confidence interval of AUC was 0.7608–0.960, and youden index was

0.64, the optimal cut-off point was 86.07, Sensitivity (SN) was 90%,

Specificity (SP) was 68%, Accuracy was 80%, Positive predictive

value (PPV) was 77.1%, Negative predictive value (NPV) was 85%.

Conclusion: MCP-1 is related to the liver inflammation and can be as

a marker for Non-invasive diagnosis of liver inflammation in chronic

HBV infection patients with normal or slightly elevated aminotrans-

ferase levels

PP1273

Correlation analysis between serum markers and liver
inflammation activity of chronic HBV infected patients
with normal or mildly elevated aminotransferase levels

Yang Ding1, Xiaoguang Dou1

1Department of Infectious Diseases, Shengjing Hospital of China

Medical University, Shenyang

Background: The aim of this study was to analyze the pathological

changes of liver tissue in patients with chronic hepatitis B (CHB) and

normal or mildly elevated serum aminotransferase (ALT) levels, and

to discuss the relationship between the serum markers and liver tissue

inflammation activity.

Methods: Two hundred and five CHB patients with normal or mildly

elevated serum aminotransferase were enrolled in this study. The

patients were classified into necroinflammation group (G C 2)

including 83 patients and mild inflammation group (G\2) including

122 patients using the Metavir scoring system. The correlation

between liver histology and serum markers of liver inflammation was

analysed.

Result: 40.5% (83/205) of 205 patients had necroinflammation,

22.0% (45/205) had significant fibrosis change. ALT, aspartate

aminotransferase, c-glutamyl transpeptidase, Direct bilirubin, acti-

vated partial thromboplastin time, prothrombintime of CHB patients

with necroinflammation were significant higher than patients with

mild inflammation, while the PLT level was significant lower than

patients with mild inflammation. The ability of each of the total 7

indictors to diagnose patients with liver inflammation C G2 was lower

than 0.8 under the receiver operating curve, and it was incompetent to

diagnose liver inflammation activity alone.

Conclusion: There was more sever necroinflammation than fibrosis in

liver of chronic HBV infected patients with normal or mildly elevated

serum aminotransferase levels, and it was incompetent for clinical

serum markers to diagnose necroinflammation in those patients.
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The expression and significance of monocyte-macrophage
polarization in chronic active hepatitis B patients

Jianghua Yang1

1Yijishan Hosptial, Wuhu City

Background: To research the number and function of monocyte-

macrophages in patients with chronic active hepatitis B.

Methods: The 51 chronic viral hepatitis B (CHB) patients were

selected randomly, which consisted of 20 cases of mild-moderate,

31 cases of severe group and 13 cases of health controls. PBMCs

were separated by percoll. Monocytes were tagged by CD14, the

molecules CD80, CD86, HLA-DR and CD163 were detected by

flow cytometry which expressed on the surface of PBMCs. Serum

cytokine were detected for IL - 10, IL - 12 and IL - 23 by ELISA.

The distribution of CD68 was detected in the liver by immunohis-

tochemical staining.

Result: The expressions of CD80 for all chronic hepatitis B patients

were lower than the controls respectively, no matter mild-moderate or

even severe group. Similarly, the HBV patients expressed lower level

of CD86 in the peripheral blood mononuclear cells when compared

with the control group. Furthermore, there was statistically difference

between the levels of CD86 in severe group compared with control

group (P\0.01). As the expression of CD80 and CD86, the levels of

HLA-DR in the patents had also declined when compared with

controls. While the HLA-DR levels in both the mild-moderate HBV

hepatitis groups were statistically significant higher than the severe

group (P \ 0.01). Different from the above all, the expression of

CD163 in all chronic HBV hepatitis was high than the control group.

The CD68 positive cells in chronic HBV patients were observed and

infiltrated increasingly in portal area and hepatic lobules (p\ 0.05).

There were statistically significant differences of IL-10 levels be-

tween the mild-moderate group, severe group and the control group,

respectively (P\ 0.01).

Conclusion: Macrophages participated in the pathological lesions of

liver in CHB patients, among peripheral blood mononuclear cells, the

phenomena of imbalance between type M1/M2 and polarization to

type M2 were observed, which participated in the development of the

chronicity of CHB.

PP1275

Alteration of methyl-CpG binding domain family in patients
with chronic hepatitis B

Jing Zhao1,2, Yu-chen Fan1,2, Chen-yang Qiao1,2, Feng Li1,2, Kai
Wang1,2

1Department of Hepatology, Qilu Hospital of Shandong University,

Jinan; 2Institute of Hepatology, Shandong University, Jinan

Background: It’s proven that epigenetics contributed to the outcome

of chronic hepatitis B virus (HBV) infection. However, the role of

methyl-CpG binding domain (MBD) family in the natural history of

chronic hepatitis B (CHB) remains unclear. This present study was

aimed to determine the expression of MBD family and evaluate the

possible association of MBD family in the progression of CHB.

Methods: This study enrolled 223 patients with CHB as training

cohort, 146 patients with CHB as validation cohort and 14 healthy

controls (HCs). The mRNA levels of MBD family in peripheral

mononuclear cells (PBMCs) from all subjects were detected by

quantitative real-time polymerase chain reaction (RT-PCR). APRI

score was used to predict fibrosis severity of patients with CHB. The

clinical characteristics of all subjects were collected.

Result: In patients with CHB, the mRNA levels of MeCP2, MBD1,

MBD2 and MBD4 were higher than these in HCs. MBD1 mRNA was

highest expressed in immune tolerant (IT) phase than other 3 phases.

In both training and validation cohorts, the optimal cut-off value for

MBD1 mRNA in discriminating IT phase from CHB was 0.0305.

Moreover, Both MBD2 and MBD4 mRNA were highest expressed in

IC phase than other phases. The optimal cut-off values for MBD2 and

MBD4 mRNA in discriminating IC phase from CHB were 0.0069 and

0.00099, respectively. Furthermore, MBD2 plus MBD4 mRNA per-

formed better than MBD2 mRNA alone for discriminating immune

clearance (IC) phase from CHB in both training (P = 0.0225) and

validation cohorts (P = 0.004). MeCP2 mRNA was highest expressed

in patients with S3 + S4 compared with S0, S1 and S2 in training

cohort. Interestingly, MeCP2 mRNA performed better than APRI

score in predicting S3 + S4 and S4 in fibrosis.

Conclusion: MBD family involves in the pathogenesis of CHB and

correlates with disease progression, suggesting the value in evaluating

disease severity.

PP1276

SIRT3 inhibited HBV transcription and replication by targeting
the epigenetic regulation of the cccDNA minichromosome

Jihua Ren1, Wanyu Li1, Nana Tao1, Shengtao Chen1, Bo Liu1,
Haibo Yu1, Fang Ren1, Ailong Huang1, Juan Chen1

1Key Laboratory of Molecular Biology For Infectious Diseases

(Ministry of Education), Institute For Viral Hepatitis, Department of

Infectious Diseases, The Second Affiliated Hospital, Chongqing

Medical University, Chongqing

Background: Chronic hepatitis B virus (HBV) infection is a major

risk factor for liver cirrhosis and hepatocellular carcinoma. Never-

theless, the molecular mechanism of HBV replication remains

elusive. The sirtuin family (SIRT1 to SIRT7) is class III histone

deacetylase that utilize NAD+ as a cofactor for their functions. We

have reported that SIRT1 regulates Hepatitis B virus transcription and

replication by targeting transcription factor AP-1. The aim of this

study is to investigate the effect of SIRT3 on HBV replication.

Methods: The expression of SIRT3 in HBV-expressing liver tissues

and cells was examined by real-time PCR and western blotting

analysis. HBV replicative intermediates was analyzed by real-time

PCR and southern blot, HBV 3.5 kb mRNA and total RNA was

detected by real-time PCR, HBV-core protein was measured by

western blot, HBsAg and HBeAg was analyzed ELISA. Tagman

probe method and southern blot was carried out to detect cccDNA

level. cccDNA-ChIP was used to examined the acetylation status of

cccDNA-bound H3.

Result: In this study, we found that SIRT1 was down-regulated in

HBV-expressing liver tissues and cells. On the other hand, we found

that overexpression of SIRT3 inhibited HBV replicative intermedi-

ates, HBV 3.5 kb mRNA and total RNA, HBV core protein, HBsAg

as well as HBeAg, but not the HBV cccDNA in both and HepAD38
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and HepG2-NTCP–HBV cells, whereas the expression of deacety-

lase-inactive form of SIRT3 had no effect on HBV replication. In

contrast, gene silencing of SIRT3 promoted HBV replication.

Mechanistic study found nuclear SIRT3 was recruited to the HBV

cccDNA, where it deacetylated histone 3 and suppressed its tran-

scription activity. Interesting, SIRT3 overexpression could decrease

the binding of transcription factor YY1 to HBV cccDNA. What’s

more, we found that YY1 contributed to HBV replication and over-

expression YY1 attenuated the inhibition of SIRT3 to HBV

replication. In addition, HBx could directly inhibited SIRT3 expres-

sion and the activity of SIRT3 promoter.

Conclusion: Our study identified a novel host factor, SIRT3, which

function as negative regulator of HBV replication and transcription

through deacetylating cccDNA-bound H3 and suppressing the tran-

scription activity of cccDNA.

PP1277

HBV genotype C infected HepG2-NTCP cell line can be A useful
tool for hepatitis B virus cycle analyze in China

Tiantian Zhu1, Kun Wang1, Jun Li2, Chuanlong Zhu2

1Department of Infectious Disease, Anhui Provincial Hospital, Anhui

Medical University, Hefei; 2Department of Infectious Disease, the

First Affiliated Hospital of Nanjing Medical University, Nanjing

Background: Recently, sodium taurocholate cotransporting

polypeptide (NTCP) has been identified as the HBV receptor. Until

now, the most commonly used method to construct NTCP-comple-

mented HepG2 cell line depend on recombinant adenovirus-

dependent transient transfection, and the viruses used to infect this

cell line are mostly derived from reconstructed cells (genotype D),

which were not very suitable for hepatitis B disease research in chi-

nese patients (genotype C). In this study, we established a NTCP-

complemented HepG2 cell line via lentiviral vector, then infected it

with serum derived HBV particles (genotype C). Finally, a cell line

stably expressing HBV genotype C was constructed.

Methods: We transfected HepG2 cell line with lentiviral vector

containing NTCP gene fragment, and isolated HBV genotype C from

the serum of hepatitis B patients in China. Then infected this cell line

with serum derived HBV particles. Selected gene expression were

monitored by quantitative PCR and Western-blot. Levels of viral

antigen expression and HBV DNA were measured by enzyme-linked

immunosorbent assay and quantitative PCR, respectively.

Result: HBV genotype C infected NTCP-complemented HepG2 cells

enhanced HBV replication from 604,237 ± 539,672 to 2, 31,206 ±

306,941 (P = 0.0042) compared with parental HepG2 cells, and

meanwhile induced HBsAg and HBeAg production by 76.3 ± 9.1%

(2.49 ± 1.27 vs 0.59 ± 1.25; P = 0.0025) and 83.9 ± 2.0% (3.85 ±

1.83 vs 0.62 ± 1.34; P = 0.0012) in culture supernatants, respectively

Conclusion: Our data demonstrate that NTCP-complemented HepG2

cells was susceptible to HBV genotype C isolated from the serum of

hepatitis B patients in China, and can stably express HBV particles,

HBsAg and HBeAg. Using human serum derived HBV genotype C to

infect the cell line is more suitable for hepatitis B virus cycle analysis

in China compared with the use of cell derived HBV.

PP1278

Clinical and virological characteristics of chronic hepatitis B
patients with HBsAg and anti-HBs coexistence

Yang Ding1, Xiaoguang Dou1, Yue Lv1

1Department of Infectious Diseases, Shengjing Hospital of China

Medical University, Shenyang

Background: To investigate clinical and virological characteristics of

chronic hepatitis B (CHB) patients with Hepatitis B surface antigen

(HBsAg) and Hepatitis B surface antibody (anti-HBs) coexistence.

Methods: Patients with CHB from infectious disease department

Shengjing hospital of China medical university from August 2015 to

March 2016 were enrolled. Hepatitis B virus serum markers were

detected by chemiluminescent microparticle immunoassay. HBV

DNA was detected by real-time fluorescence quantitative PCR.

Clinical characteristics of CHB patients with HBsAg and anti-HBs

coexistence were analyzed.

Result: Among the total 1058 CHB patients, 24 patients were HBsAg

and anti -HBs coexistence (24/1 058, 2.27%). Among 24 patients with

HBsAg and anti-HBs coexistence, The mumber of patients with titer

of HBsAg above 100 IU/ml was 19 cases (79.17%). That with titer of

anti -HBs within 10–100 mIU/ml was 22 cases (91.67%). That with

cirrhosis and severe hepatitis was 3 cases (12.50%), respectively; That

with nucleosides and interferon experienced-treatment was 5 cases

(20.83[microsoft 1] %), respectively. Twenty-one patients (87.5%)

were HBV DNA positive. 15 patients (62.5%) were above HBV DNA

[ 105 IU/ml. There were no significant differences among HBV

DNA, HBsAg and ALT in groups with different titers of anti–HBs.

Two patients with normal ALT experienced spontaneous elimination

with HBVDNA and HBsAg negative, anti-HBs positive during fol-

low-up.

Conclusion: HBV duplication still existed in patients with HBsAg

and anti-HBs coexistence. Hepatitis flare may occur.

PP1279

Higher 4-1BB ligand expression on B cells in chronic hepatitis B
patients

Yong Liu1, Guiyang Wang1, Rui Huang1, Chen Tian1, Chao Wu1

1Nanjing Drum Tower Hospital, Nanjing University Medical School,

Nanjing

Background: Chronic hepatitis B virus (HBV) infection is the result

of an inadequate antiviral immune response to the virus. 44-1BB

ligand (4-1BBL)/4-1BB axis play an important role in antiviral

immunity. 4-1BBL is a costimulatory molecule expressed on antigen

presenting cells (APCs) and interacts with 4-1BB on activated T cells.

B cells represent a promising alternative source of potent APCs for

cellular immunotherapy. B cells also express 4-1BBL and could

induce GrB (+) CD8 (+) T cells by presenting antigens and using the

4-1BBL/4-1BB axis. In this study we detected the expression of

4-1BBL on B cells in chronic hepatitis B (CHB) patients and aimed to

investigate the cellular immune status of B cells.

Methods: Sixty-six CHB patients and 41 age- and sex-matched

healthy people were enrolled in this study. The CHB patients were

divided into three groups based on HBeAg status and level of HBV

DNA and ALT: 17 cases were in immune tolerant phase, 32 cases in

immune active phase, and 17 cases in inactive carrier phase. The

percentage of 4-1BB ligand expression on B cells and 4-1BB

expression on T cells were assessed by flow cytometry. Meanwhile

Hepatol Int (2017) 11 (Suppl 1):S1–S1093 S789

123



the expression of costimulatory CD80, CD86, major histocompati-

bility complex (MHC) classes I and II molecules on 4-1BBL positive

B cells was also identified by flow cytometry.

Result: Compared to healthy controls, the frequencies of 4-1BBL + B

cells were significantly elevated in the CHB patients (5.42 ± 2.77 vs

3.31 ± 1.52%, P\0.05). However, these two groups had similar rate

of 4-1BB expression on T cells. There were no significant difference

in 4-1BBL expression on B cells between the different phases of

chronic HBV infection (5.35 ± 3.01% in immune tolerant phase, 5.98

± 3.18% in immune active phase, 5.18 ± 2.54% in inactive carrier

phase, P [ 0.05). The 4-1BBL positive B cells were significantly

higher expressers of CD80, CD86, MHC I molecules than the 4-1BBL

negative B cells in healthy controls and CHB patients.

Conclusion: The 4-1BBL expression on B cells was significantly

higher in chronic hepatitis B patients than that in healthy controls.

However, there was no significant difference in the 4-1BB expression

on T cells between the two groups. These results suggest that 4-1BBL

positive B cells and the 4-1BB signaling pathway may be associated

with the mechanism of CHB infection.

PP1280

Risk association of hepatocellular carcinoma with S-gene
additional N-glycosylation mutation of hepatitis B virus in HBsAg
and anti-HBs coexistent patients

Yan Qiao1, Zhihui Xu1, Shanshan Lu1, Xiaodong Li1, Pengyu
Huang1, Yue Yang1, Yan Liu1, Li Zhao1, Dongping Xu1, Jin Li2

1Research Center for Clinical and Translational Medicine, Beijing

302 Hospital, Beijing; 2Beijing 302 Hospital, Beijing

Background: To investigate the association of additional N-glyco-

sylation mutation in major hydrophilic region (MHR) of hepatitis B

virus (HBV) S gene with the risk of hepatocellular carcinoma (HCC)

in HBsAg and anti-HBs coexistent patients.

Methods: A total of 284 patients with coexistent HBsAg and anti-

HBs positivity and 314 patients with single HBsAg positivity were

enrolled. The patients were admitted in 302 Hospital of PLA from

July 2009 to June 2016. HBV DNA was extracted from serum sam-

ples and subjected to nested PCR for full-length S-gene sequencing.

To study the frequencies of additional N-glycosylation mutations

among coexistent HBsAg and anti-HBs positive group and single

HBsAg positive group. The association of MHR additional N-gly-

cosylation mutation and clinical parameters with HCC occurrence

risk was analyzed. Specifically, the additional N-glycosylation

mutation was dynamically analyzed prior to and post HCC occurrence

for 18 patients.

Result: The frequencies of MHR N-glycosylation mutation was sig-

nificantly higher in coexistent HBsAg and anti-HBs positive group

than that in single positive HBsAg group (11.3 vs. 2.9%, P \ 0.01,

respectively). In the coexistent positive group, the proportion of HCC

patients accounted for 46.9% (15/32) in patients with N-glycosylation

mutation at the time of testing; by contrast, the number was 22.6%

(57/252) in patients with non-N-glycosylation mutation (P \ 0.01).

Multivariate analysis showed that additional N-glycosylation muta-

tion in MHR were associated with HCC risk for the HBsAg and anti-

HBs coexistent patients (and OR 4.381, 95% CI 1.842–10.417, P =

0.001). Dynamical analysis showed that the additional N-glycosyla-

tion mutation already developed 1–4 years prior HCC occurrence in

the eight of 18 observed patients. Notably, 8 HBV strains with novel

patterns of additional N-glycosylation mutation sites were identified.

Among them, one viral strain (s116-118TST ? NST + s131-133TSM

? NST concomitant with sP120 deletion + sG145D mutation) was

taken into phenotypic analysis. Compared to the wild-type, this

mutant strain had an increase of 31% in replication capacity, but a

decrease of 99% in HBsAg level. Immunofluorescence showed that

elimination of the two additional N-glycosylation mutations partly

restored HBsAg level detected by anti-HBs, suggesting that attenu-

ated HBsAg antigenicity was partly responsible for by the two

additional N-glycosylation mutations.

Conclusion: Additional N-glycosylation mutation in MHR of HBV S

gene is associated with coexist HBsAg and anti-HBs positivity. The

coexistence of HBsAg and anti-HBs and the additional N-glycosy-

lation mutation together could serve as a better predictive indicator

for HCC occurrence risk in chronic HBV-infected patients.

PP1281

Characterization of hepatitis B virus (HBV) preS/S-gene
mutations in blood donors with occult HBV infection in Baoji
area of northwestern China

Zhihui Xu1, Hao Liao1, Jianhong Chen1, Yan Liu1, Weiping
Ding2, Xiaodong Li1, Jianxun Guo2, Dongping Xu1

1Research Center for Clinical and Translational Medicine, Beijing

302 Hospital, Beijing; 2Baoji Blood Center, Shanxi

Background: So far little has been known on occult hepatitis B virus

(HBV) infection (OBI) in blood donors of northwestern China. This

study aimed to investigate the OBI occurrence in the area and char-

acterize HBV preS/S-gene mutations in the blood donors with OBI.

Methods: Total of 110,843 blood donors’ samples collected from

December 2011 to March 2015 in Baoji Blood Center was screened.

HBsAg-negative but HBV DNA-positive serum samples (defined as

primary OBI samples) were verified for HBsAg and HBV DNA levels

again using Roche Cobas assays. Eighty-six serum samples from

individual age- and HBV genotype-matched inactive HBV carriers

were collected as controls. HBV preS/S genes were amplified using a

nested polymerase chain reaction (PCR). OBI-related mutations were

analyzed by direct PCR sequencing and confirmed by clonal

sequencing.

Result: Sixty blood donor’s samples were primary OBI samples,

occupying 0.0541% across the investigated samples. All of these

samples were HBeAg-negative. Forty-three of these samples were

verified to be HBsAg-negative (\0.05 IU/ml), HBV DNA-positive

([15 IU/mL), and successfully obtained for viral preS/S gene frag-

ments (GenBank accession number: KX276958 through KX277000).

HBV genotype classification based on the preS/S gene showed that

four were genotype B, 36 were genotype C, and three were genotype

D. The detection rate of OBI-related mutations across preS/S genes

were significantly higher in OBI blood donors than that in controls

(55.8 vs. 22.1%, P\0.01). Specifically, the detection rates of[30-bp

fragment deletion in preS gene (25.6 vs. 3.5%, P\0.01) and 4 OBI-

related mutations sS114T, sS117T, sT131I/N, and sM133T in major

hydrophilic region (MHR) of S gene were significantly higher in OBI

blood donors than that in controls. The detection rate of classical

mutations sG145R and sP120T in MHR were lower in both groups

(7.0 and 4.7% in blood donors; 1.2 and 1.2% in controls). The

detection rate of multiple OBI-related mutations in single sample was

significantly higher in blood donors than that in controls (20.9% vs. 0,

P\ 0.01).

Conclusion: Occult HBV infection is noneligible in blood donors in

northwestern China. HBV preS gene deletion and non-classical OBI-

related S-gene mutations in MHR were suggested to be a factor

contributing to the OBI occurrence in the area.
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Genomic and oncogenic preference of HBV integration
in hepatocellular carcinoma

Zhao Linghao1,2, Zhou Weiping1,2, Zhao Jie1, Yan Hexin1,
Chenjie Qin3, Hongyang Wang4

1Eastern Hepatobiliary Surgery Hospital, Second Military Medical

University, Shanghai; 2Shanghai; 3 Huadong Hospital, Fudan

University, Shanghai; 4Second Military Medical University, Shanghai

Background: Hepatocellular carcinoma (HCC) ranks fifth in global

cancer incidence and represents the third leading cause of cancer

deaths. Chronic infection with hepatitis B or C virus (HBV or HCV)

represents the major risk factor for the development of HCC. Unlike

HCV, an RNA virus which never integrates into the host genome

during its lifecycle, HBV DNA frequently integrates into host genome

and progressively contributes to hepatocarcinogenesis. Integration of

HBV DNA into the host genome causes genetic damage and chro-

mosomal instability, which is known selectively advantageous for

tumor progression. However, the interaction between HBV integrants

and human genome during HCC development remains largely

unknown.

Methods: We have recently developed a novel experimental and

computational method with high specificity and sensitivity, namely

High-throughput Viral Integration Detection (HIVID), to survey the

location of HBV integration breakpoints in HCC genome. We con-

ducted HIVID on primary HCC tumors and matched adjacent non-

neoplastic liver tissue from 426 HBV-positive patients with clinically

distinct characteristics.

Result: In total, we have identified 4225 HBV integration events with

precise HBV-human DNA junctions. Viral-host junctions were

identified in 77 and 38% in tumor and non-neoplastic liver tissue,

respectively. Analysis of the distribution of HBV breakpoints in

genome revealed that HBV is prone to integrate in functional genomic

region such as CPG. Importantly, significant differences in the pref-

erential sites of HBV integration were observed between tumor and

the non-tumor tissue. HBV integration sites were significantly enri-

ched in the proximity of telomere in tumor sample but not in non-

neoplastic liver tissue, suggesting that HBV integrations could induce

chromosome change and genomic instability, which are known

important to the pathogenesis of HCC. More recurrent HBV target

genes (tumor, 88; non-tumor, 17) have been identified in our study,

greatly expanding the HBV target list. Recurrent HBV integration

events (in C2 HCCs) were further validated by RNA sequencing

(RNA-seq) and Sanger sequencing. The overall HBV integration

frequency is much higher in male tumor genome than in females.

Notably, a significant enrichment of integration into chromosome 17

were observed in man but not in women whereas no such difference

in the enrichment was observed in sex chromosome between man and

women. On the other hand, tumor samples with or without cirrhosis

displayed distinct pattern in HBV integration target genes and sig-

naling pathways.

Conclusion: Taken together, the preference of integration occurring

within particular chromosome regions and gene-dense regions, and

the characteristic of the inserted HBV fragments endow HBV inte-

gration a greater potential to drive oncogenic transformation at the

host genomic level.

PP1283

The establishment of a stable replication and expression mouse
model of multidrug-resistant genotype C HBV

Yue Yang1, Yan Liu1, Xiaoyan Dong2, Zhihui Xu1, Shuangqing
Yu2, Lanlan Si1, Ruisheng Li1, Xiaobing Wu2, Dongping Xu1

1Research Center for Clinical and Translational Medicine, Beijing

302 Hospital, Beijing; 2Beijing FivePlus Molecular Medicine

Institute, Beijing

Background: Multidrug-resistant hepatitis B virus (MDR HBV)

strain harbors mutations resistant to both nucleoside and nucleotide

analogues in the same viral genome. We have detected 16 patterns of

MDR HBV strains through sequencing a large sample of chronic

HBV-infected patients’ samples and successfully developed a

stable MDR HBV (rtL180 M + S202G + M204 V + N236T)-repli-

cating cell line (Chinese Invention Patent No. ZL 201110353756.0).

The current study aimed to establish a mouse model that could stably

replicate the MDR HBV for in vivo study.

Methods: The recombinant adeno-associated virus plasmids carrying

1.3-mer either genotype C wild-type (WT) or MDR HBV genome

were respectively constructed as pAAV2neo-1.3HBV-C-WT and

pAAV2neo-1.3HBV-C-MDR. Afterwards, the plasmids were trans-

fected into human hepatocellular carcinoma cell line Huh7. HBV

DNA and antigen (HBsAg, HBeAg) levels in cultural supernatant

were measured by real-time PCR and ELISA assays, respectively.

After that, the virus was packaged and purified as rAAV8-1.3HBV-C-

WT and rAAV8-1.3HBV-C-MDR. High titer recombinant virus

rAAV8-1.3HBV-C-WT and rAAV8-1.3HBV-C-MDR were intra-

venously injected into 6–8 week old C57BL/6 mice respectively to

establish HBV-C-WT (n = 6) and HBV-C-MDR (n = 6)

stable replication mouse model. The wild-type genotype D HBV-D-

WT replication mouse model was established as positive control

group (n = 7) at the same time. HBV DNA, HBsAg and HBeAg

levels in sera collected at different time-points post viral injection
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were measured. Mice were sacrificed 9 weeks post injection and

hematoxylin eosin staining and immunohistochemistry for HBsAg

and HBcAg were performed.

Result: The supernatant HBV DNA level in the HuH7 cells 72 h after

transduction were 8.71 log10 IU/ml (pAAV2neo-1.3HBV-C-WT) and

8.74 log10 IU/ml (pAAV2neo-1.3HBV-C-MDR); HBsAg OD (A450

nm) were 3.50 and 3.38 respectively; HBeAg OD were 3.41 and 3.33

respectively. The viral load fluctuation ranges in serum at week 2, 3,

5, 7, and 9 post viral injection were 4.36–5.11 log10 IU/ml (HBV-C-

WT group); 3.67–4.06 log10 IU/ml (HBV-C-MDR group); 6.21–6.55

log10 IU/ml (HBV-D-WT group), which suggested stable replication

of HBV DNA in the mice. The HBsAg and HBeAg expression were

also stable, of which the mean value of OD (10 times diluted) was

2.43–3.50. No obvious inflammatory cell infiltration or abnormal

structure of liver tissue was observed. HBsAg and HBcAg expression

in the liver tissue were detected for all three groups.

Conclusion: The study for the first time successfully established a

mouse model stably replicating genotype C MDR HBV through the

mediation of adeno-associated virus infection. This mouse model

supply a useful tool for screening anti-MDR HBV agents and

studying biological characteristics of MDR HBV in vivo.

PP1284

Real-life data of switching from Tenofovir-based combination
therapy to tenofovir monotherapy: experience of two centers

Eileen Yoon1, Jeong Han Kim2, Won Hyeok Choe2, So Young
Kwon2, Won-Choong Choi1

1Inje University Sanggye Paik Hospital, Busan, South Korea;
2Konkuk University School of Medicine, Seoul, South Korea

Background: Tenofovir (TDF) is widely used as monotherapy or as a

component of combination therapy in chronic hepatitis B (CHB)

patients with multi-drug experience. We aimed to evaluate safety and

efficacy of switching to TDF monotherapy from TDF-based combi-

nation therapy up to 12 months.

Methods: This is a retrospective study of multi-drug experienced

CHB patients who have switched from TDF-based combination

therapy to TDF monotherapy after achievement of virologic response

(VR, less than 20 IU/mL) in two centers from 2013.

Result: A total of 39 patients were included. Median age was 52 years

old. Twenty-nine patients were male (74.4%). HBeAg positive

patients were 32 (82.1%). Types of combination therapies were

lamivudine (LMV) plus TDF (20, 51.3%) and entecavir (ETV) plus

TDF (19, 48.7%). Median duration of VR before switching to

monotherapy was 16.3 months and median duration of monotherapy

was 13.8 months. Patients who achieved VR at 6 months (VR6) and

12 months (VR12) were 35 (89.7%) and 31 (96.9% by per-protocol

analysis and 79.4% by intention-to-treat analysis). One of 4 patients

who didn’t achieve VR6 (patient-1) was related with poor compliance

to antiviral treatment. Patient-2 and-3 had been treated with LMV

plus TDF combination therapy and patient-4 had been treated with

ETV plus TDF combination therapy. Types of resistance before

combination therapy were only LMV resistance, ETV resistance, and

only adefovir (ADV) resistance each. Duration of consolidation after

VR were less than one month, 6 months and 12 months in these

patients. Patient-1,-2,-3 were continuously treated with TDF-

monotherapy and patient-2 has achieved VR12.

Conclusion: Switching to TDF monotherapy in multi-drug experi-

enced patients is generally safe and effective up to 12 months. In

patients with ADV- or ETV-resistance, longer consolidation therapy

after achievement of VR may be required for safe switching to

monotherapy.

PP1285

The role of hepcidinin in the patients with HBV-related chronic
liver diseases

Jingyun Wang1, Shuang Shao1, Chunyan Liu1, Jing Sun1,
Hongjing Dong1, Junqi Niu1, Yanhang Gao1

1The First Hospital of Jilin University, Changchun

Background: Hepatitis B virus (HBV) infection is a major cause of

chronic liver diseases in China, and its exact pathogenesis remains

unclear. Hepatic iron metabolism has been studied in chronic hepatitis

C as a cofactor affecting disease progression, but the research on its

association with HBV-related chronic liver diseases needs to be fur-

ther studied, especially regarding the role of hepcidin.

Methods: In the present study, we investigated the association

between serum hepcidin, iron metabolism and the clinical indictors in

the patients with HBV-related chronic liver diseases in a case–control

study (2013–2015). A total of 318 subjects were included in the study,

including 78 cases with HBV-related chronic hepatitis, 85 cases with

HBV-related liver cirrhosis, 77 cases with HBV-related hepatocellu-

lar carcinomar (HCC), and 78 healthy individuals as controls.

Result: Compared with the healthy controls, all groups of cases

had significantly higher levels of serum ferritin, and much lower

levels of serum hepcidin. Compared with HBV-related chronic

hepatitis, the levels of HBV-DNA loading, serum iron, total iron

binding force (TIBC) and serum transferrin were more lower in the

patients with cirrhosis and HCC, and the serum hepcidin levels

were obviously higher. The level of serum ferritin was increased

with the severity of liver fibrosis and inflammation activity. The

multiple linear regression analysis showed that serum hepcidin

levels had obvious correlation with HBV-DNA loading levels (b =

-0.277, t = -4.438, P \ 0.01).

Conclusion: Iron metabolism disorders present in patients of HBV-

related liver disease, and with a trend of serum iron overload. Serum

hepcidin and ferritin levels may be the sensitive potential clinical

indicators to reflect the degree of liver fibrosis and inflammation

activity in patients with HBV-related chronic liver diseases. Futhur-

more, high HBV-DNA loading and chronic liver inflammation caused

by HBV may reduce the secretion of hepcidin. Finally, the charac-

teristics of iron metabolism disorders in different development stages

of HBV-related liver diseases were varied and regulated by multiple

factors, and hepacidin maybe a new clinical diagnosis marker in the

patients with HBV-infected chronic liver disease.

PP1286

The regulation and mechanism research of miRNA-124 on liver
necroinflammation in patients with chronic hepatitis B

Jinyu Wang1, Richeng Mao1, Jiming Zhang1,2

1Huashan Hospital Affilited To Fudan University, Shanghai; 2Key

laboratory of Medical Molecular Virology of the Ministries of

Education and Health (MOH & MOE), Fudan University, Shanghai

Background: Hepatitis B virus (HBV) infection is a common public

health concern worldwide. Patients with chronic hepatitis B (CHB)

are at high risk of developing liver cirrhosis and hepatocellular car-

cinoma. The diagnosis of active CHB and the timing of when to

initiate antiviral treatment are predominantly decided based on

increased ALT and significant liver necroinflammation and fibrosis.

In the previous study, we found that miRNA-124 may be a novel and

non-invasive biomarker for indicating liver necroinflammation.
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Recent studies revealed that miRNA-124 may target STAT3, and play

a role in the STAT3/IL-10 negative feedback regulating pathways of

inflammation. On the other hand, miRNA-124 was also reported to be

a regulator of M2 macrophage polarization induced by IL-10 or TGF-

b (to a lesser extent). However, the mechanism of miRNA-124 reg-

ulating liver necroinflammation is still not clear.

Methods: Mouse models of acute liver injury and chonic liver fibrosis

were built by ConA injection and ALT and miRNA-124 levels in the

liver tissue and serum were detected at different time points. In vitro

assays were also performed by stimulating mouse RAW264.7 cells

using different concentrations of IL-10.

Result: The results showed that within the first 12 h in acute liver

injury model, ALT and miRNA-124 in both serum and liver tissue

increased in a time-dependent manner. Inversely, ALT and serum

miRNA-124 decreased in a time-dependent manner till the fibrosis

model was successful established. And there was no significant dif-

ference of miRNA-124 in the liver tissue between the fibrosis group

and the control group. In vitro assays revealed that intracellular

mature miRNA-124 levels were increased in a dose and time-de-

pendent manner with IL-10 stimulation. And the expressions of

STAT3 mRNA and p-STAT protein were also increased. Cells

transfected with miRNA-124 mimic would stimulate the production

of IL-10 and down regulate STAT3 mRNA and p-STAT protein

expression. MiRNA-124 inhibitor resulted in decrease of IL-10

expression and increase of STAT3 and p-STAT3 expression.

Conclusion: Hence, we propose that miRNA-124 may particiate in

the macrophage polarization through the positive regulation of IL-10,

and present anti-inflammatory effect by a negative feedback circuit

formation.

PP1287

Characterization of high replicative adefovir-resistant hepatitis B
virus isolates with PreS1 deletion from a patient receiving
sequential lamivudine and adefovir therapy

Ting Wang1, Yanli Qin2, Jiming Zhang2, Weifeng Zhao3

1Jingan district Centre Hospital of Shanghai, Shanghai; 2Department

of Infectious Diseases, Huashan Hospital, Fudan University,

Shanghai; 3Department of Infectious Diseases, Suchou University,

Jiangsu

Background: To construct an appropriate expression plasmids con-

taining the whole HBV information of clinical isolates and sequence

analysis. Characterization analysis of the clinical mutant isolates

conducted with recombinant expression plasmid in vitro transfection.

Methods: Select serum samples from a chronic hepatitis B (CHB)

patient who experienced a viral breakthrough in the process of

treatment of lamivudine and adefovir sequentially. A patient found to

be resistant to lamivudine and adefovir treatment clinically. HBV

DNA was isolated from the patient’s sera, full-genome amplification

and DNA sequencing of HBV was carried out. Five distinct complete

genomic clones were described with extensive genomic and intra-

genic variation.

Result: Five clones containing Full-length of HBV genome were

constructed. Sequencing analysis found the strain isolated from the

patient was very special with a 207-bp deletion in the preS1 region

and with rtN236T and/or rtA181T substitution. Phylogenetic analysis

revealed that all six clones belonged to genotype C and that there

were at least four virus populations with genomes of different mutant

base pairs. The dominant strain with rtN236T/rtA181T mutation was

constructed into HBV replicon by PHY106 vector. Subsequently,

highly replication competence was detected in culture cell lines

in vitro. Phenotypic analysis then showed significantly decreased

susceptibility to adefovir, a mild decrease in susceptibility to lami-

vudine and tenofovir, remained susceptible to entecavir.

Conclusion: The recombinant constructs could be constructed suc-

cessfully with clinical isolates from serum. Despite the HBV gene

deletion and resistant mutation, higher replication competence was

detected. Thus, mutation under the drug pressure probably enhance

replication ability of HBV. It may be related to selection pressure of

antivials. Drug susceptibility analysis in vitro is consistent with

clinical manifestations.
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Fatty acid inhibits HBV replication and the secretion of HBsAg
via induction of endoplasmic reticulum stress of hepatocytes
in vitro

Qichuan Liu1, Shide Lin1

1Zunyi Medical College, Zunyi

Background: Patients with chronic hepatitis B and nonalcoholic fatty

liver disease have become more and more common. However, the

effects of fatty liver on HBV replication, HBV related viral antigen

secretion and the involved mechanism are not currently understood.

Endoplasmic reticulum stress (ER stress) is a common pathological

and physiological phenomenon in various liver diseases. The aims of

this study are to establish a cell model of fatty liver with HBV

replication, and to explore the possible effects and mechanism of fatty

liver on HBV replication.

Methods: HepG2.2.15 cell with HBV replication was used in this

study. Stearic acid (SA) and oleic acid (OA) were used to induce

HepG2.2.15 cell steatosis. The expressions of glucose regulated

protein 78 (GRP 78), eukaryotic initiation factor 2a (eIF2a), PKR-

like ER kinase (PERK), sterol regulatory element binding protein 1c

(SREBP1c) were detected by the method of western blotting (WB).

HBV DNA in the supernatant was detected by real-time reverse

transcriptase polymerase chain reaction (RT-PCR) method, HBsAg

levels in the supernatant were determined by the method of enzyme-

linked immunosorbent assay (ELISA).

Result: 1. Fatty acid inhibits the secretions of HBsAg. 50 lM, 100

lM, 200 lM SA and 0.1 mM, 0.2 mM, 0.4 mM OA significantly

inhibited HBsAg secretion in HepG2.2.15 cells at 48 h. 200 lM SA

also significantly inhibited HBeAg secretion. 100 lM SA and 0.2 mM

OA significantly inhibited HBsAg secretion in HepG2.2.15 cells from

24 to 72 h. HBeAg secretion was also inhibited by 100 lM SA or 0.2

mM OA from 24 to 72 h, but their inhibitory effects were not sig-

nificantly. 2. Fatty acid inhibits HBV DNA replication. 50 lM, 100

lM, 200 lM SA and 0.1 mM, 0.2 mM, 0.4 mM OA significantly

decreased HBV DNA leves in HepG2.2.15 cells at 48 h. 100 lM SA

and 0.2 mM OA also significantly inhibited HBV DNA replication in

HepG2.2.15 cells from 24 to 72 h. 3. Fatty acid inhibits HBV repli-

cation and the secretions of HBsAg via induction of ER stress. PBA

partly alleviated ER stress induced by SA in HepG2.2.15 cells. HBV

replication and HBsAg secretion inhibited by SA can also be sig-

nificantly restored by PBA. These results indicated that fatty acids

inhibited HBV replication and the secretions of HBsAg via induction

of ER stress. 4. GRP78 siRNA inhibited SA induced GRP78

expression, however, we observed that after inhibiting GRP78

induced by GRP78 siRNA, the HBV DNA and HBsAg were still

inhibited in HepG2.2.15 cells by SA. These results indicated that the

inhibitory effects of SA on HBV DNA replication and HBsAg

secretion were not depended on induction of GRP78 expression.

Conclusion: Fatty acid inhibits HBV replication and the secretions of

HBsAg via induction of ER stress of hepatocytes. Their inhibitory

effects are not depended on induction of GRP78 expression.

PP1289

A preliminary study on the correlation between the replication
of hepatitis B virus and endoplasmic retieulum stress
of hepatocytes

Ying Li1, Shide Lin1

1Zunyi Medical College, Zunyi

Background: The ER stress induced by HBV has also been impli-

cated in the pathogenesis of hepatocyte apoptosis and development of

hepatocellular carcinoma (HCC). However, the correlation between

the replication of HBV and ER stress of hepatocytes remain unclear,

the aims of this study was to explore the possible correlation between

HBV replication and the expressions of hepatocyte ER stress related

genes in vivo and in vitro.

Methods: 7 patients with chronic hepatitis B (CHB) were included in

this study. Human hepatoma HepG2 cells were used as control, the

HBV genome transfected HepG2.2.15 cells were cultured with

lamivudine (3TC) to inhibit HBV replication. HBVDNA levels in the

medium were determined by the method of real-time quantitative

polymerase chain reaction (PCR), the expressions of glucose regu-

lated protein 78 (GRP78), X box-binding protein 1 (XBP1), activating

transcription factor 6 (ATF6), activating transcription factor 4 (ATF4)

and C/EBP-homologous protein (CHOP) were investigated by the

method of SYBR Green real-time quantitative reverse transcriptase-

polymerase chain reaction (RT-PCR). The expression of GRP78 was

also determined by the method of western-blotting (WB).

Result: 1, GRP78 mRNA, ATF6 mRNA expression levels in liver

tissue showed significantly positive correlations with HBVDNA

levels in serum in patients with CHB (P \ 0.05);We did not find

significant correlations of GRP78, CHOP, XBP1 and ATF6 mRNA

with degree of liver fibrosis and intensity of liver inflammation. The

GRP78, CHOP, XBP1 and ATF6 mRNA expression in liver tissue

between patients with HBVDNA C 107copies/ml and patients with

HBVDNA \ 107 copies/ml were not significantly different. 2,

HBVDNA levels in the medium of HepG2.2.15 decreased from day 2

to day 6 after lamivudine treatment, However, we did not find any

significant differences in the expressions of GRP78, CHOP, XBP1

and ATF6 mRNA among HepG2 cells, HepG2.2.15 cells and

HepG2.2.15 cells with lamivudine treatment. By the method of WB

we found that GRP78 expression in HepG2.2.15 cells increased but

not significantly from day 4 to day 6. Lamivudine treatment also did

not significantly change the GRP 78 expression in HepG2.2.15 cells.

Conclusion: Our results suggest that hepatocyte ER stress is corre-

lated with HBVDNA levels in patients with CHB. However, the gene

expressions of ER stress are not changed by treatment with lamivu-

dine in hepatocellular carcinoma cells HepG2.2.15 cells.
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Factors that predict antiviral cytokine production by natural
killer cells in chronic hepatitis B infection

Xiaoyan Li1,2, Xiaobo Guo3, Yurong Gu1,2, Liang Zhou1,2,
Yuehua Huang1,2

1Department of Infectious Disease, The Third Affiliated Hospital, Sun

Yat-Sen University, Guangzhou; 2Guangdong Provincial Key

Laboratory of Liver Disease, The Third Affiliated Hospital, Sun Yat-

Sen University, Guangzhou; 3Sun Yat-Sen University, Guangzhou

Background: Inflammatory cytokines (interferon [IFN]-c and tumor

necrosis factor [TNF]-a) by NK cells exhibit critical role in the

establishment and/or maintenance of chronic hepatitis B (CHB)

infection, particularly in untreated CHB patients where HBV specific

T cells is deeply impaired.

Aim: To develop a simple predictive model for the ability of NK-cell

driven cytokines in CHB.

Methods: The study included 46 CHB patients of chronic active

hepatitis (CA) who are strongly recommended to antiviral therapy and

128 individuals who are beyond current treatment criteria (CAN). We

isolated NK cells and their subsets from patient of CA and CAN and

performed flow cytometric methods to measure production of IFN-c
and TNF-a. We also created a nomogram based on Cox regression

model to estimate the possibility of antiviral cytokine response in

current untreated CHB cohort.

Result: Production of IFN-c and TNF-a by NK cells were higher in

patients with CA compared with CAN. K means analysis of two

cytokines combined indicated almost half of patients (47.9%) in CAN

group had high NK cytokine producing activity, although lower than in

CA group (78.2%). Four clinical parameters (Fibrosis value, HBsAg,

HBcAb, ALB) were further confirmed to be independently associated

with NK cells related antiviral immunity based on 15 variables readily

available in clinical practices. An optimum cutoff score (0.0361) was

obtained by using Youden Index, where patients with a probability of

0.361 or higher were included in the group with activated NK cell

cytokine exhibiting function, and those with a probability lower than

0.361 considered with blunted expression of NK-cell driven cytokines.

The AUC for the classifier based on the optimum cutoff is 0.659 with

sensitivity and specificity. According to traditional natural phase of

CHB infection, current patient cohort can be divided into phases of

immune-tolerant (IT, n = 13), immune-active (IA, n = 103), inactive

(IC, n = 19), and gray zone (GZ, meaning that HBVDNA and ALT

levels do not fall into the same phase, n = 58). Therefore, data showed

67 and 34% patients in IA, 8 and 92% in IT, 26 and 74% in IC, 45 and

55% in GZ, segregated to category of a high or low cytokine pro-

duction by NK cells respectively.

Conclusion: We developed a model that can estimate cytokine

exhibiting ability by NK cells in CHB infection. Chronic HBV

infected persons who possess activated cytokine response beyond

current treatment criteria have potential implication for the timing of

anti-viral therapy aiming to achieve better virus control.

PP1291

Function and autophagy of monocyte-derived dendritic cells
was enhanced by hepatitis B virus infection

Yu Lei1, Hua Xu2, Peng Hu1, Zhi Zhou1, Hong Ren1

1Department of Infectious Diseases, The Second Affiliated Hospital

of Chongqing Medical University, Chongqing; 2Chongqing cancer

institute and Hospital and Cancer Center, Chongqing

Background: Dendritic cells (DCs) are the most professional anti-

gen-presenting cells (APCs) which are involved in both innate and

acquired immunity. Autophagy plays a pivotal role in the antigen

presentation process of DCs. However, the role of DCs in the immune

response of hepatitis B virus (HBV) infection is still controversial. In

this study, we carefully examined the phenotype, function and

autophagy state of DCs in HBV infection.

Methods: Monocytes-derived DCs from healthy controls and patients

with chronic HBV infection were stimulated by LPS, supernatant of

HepG2.2.15 cells or supernatant of HepG2 cells respectively.

Phenotype of DCs was examined by flow cytometry and cytokines

secretion was detected by ELISA. Autophagy related proteins were

detected by western blot and immunofluorescence analysis.

Result: Our results showed that the expression of both MHC II

molecules and co-stimulated molecules including CD80, CD86 in the

monocytes-derived DCs from patients with chronic HBV infection

was significantly higher than that from healthy controls when cultured

with supernatant of HepG2.2.15 cells. The amount of cytokines,

including TNF-a, IL-10 and IL-12, secreted by monocytes-derived

DCs from patients with chronic HBV infection was also significantly

higher than that from healthy controls when stimulate by HBV.

Interestingly, the expression level of autophagy-related proteins

including Atg-5 and LC3 in DCs from patients with chronic HBV

infection was significantly increased when compared with that from

healthy control when re-exposed to HBV.

Conclusion: our results indicated that DCs from patients with chronic

HBV infection could intactly even intensively present antigen and

express surface molecules. The increased activation of DCs might be

related to the enhanced autophagy of DCs in HBV infection. How-

ever, the correlation between enhanced function and autophagy state

of DCs in HBV infection needs to be further investigated.
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Evolution of hepatitis B virus quasispecies in patients
with lamivudine resistance receiving lamivudine + adefovir rescue
therapy

Zhenhua Zhang1, Changtai Wang1, Xu Li1

1Department of Infectious Diseases, the First Affiliated Hospital,

Anhui Medical University, Hefei

Background: To investigate the evolution of hepatitis B virus (HBV)

quasispecies (QS) and occurrence of resistance mutations in patients

with lamivudine (LAM) resistant chronic hepatitis B (CHB) who

received LAM + adefovir (ADV) rescue therapy.

Methods: 17 CHB patients resistant to LAM treatment were switched

LAM + ADV combination therapy for 6 months. Serum samples were

collected at baseline and 6 month. The reverse transcriptase (RT)

region of HBV DNA was amplified, cloned and sequenced. QS

complexity and diversity, resistance mutations within the RT region

were then analyzed.

Result: At month 6, 47% of patients (8/17) achieved unde-

tectable HBV DNA (\1000 copies/ml). LAM resistance with the

YMDD mutations were detected in all 17 patients at baseline. A total

of 634 RT clones were analyzed. No difference in QS complexity and

diversity was found between responders and non-responders at

baseline (p [ 0.05). The data showed a trend suggesting that QS

complexity and diversity might increase in non-responders at month

6, but these differences were not statistically significant. Notably, the

rate of LAM mutations (rtL180 M and rtM204 V/I) was not change by

rescue therapy with LAM + ADV. Analysis of individual patients

showed no consistent selection of specific HBV mutants during LAM

+ ADV rescue therapy. A181T mutation which was associated with

resistance to ADV was detected in one patient at baseline, the same

mutant was found in another patient at month 6.

Conclusion: The dynamics of HBV RT-region quasispecies variation

was heterogeneous and complex, rescue therapy with LAM + ADV

exerted no significant selective pressure on LAM resistant viral

strains. Mutations related to ADV resistance may pre-exist in some

ADV treatment-naive patients, and this can be detected by PCR-TA

cloning and sequencing.

PP1293

Spectrum of liver disease in Chinese patients with alanine
aminotransferase levels ‡3000 IU/L: viral hepatitis is
predominant

Song Yang1, Xiaomei Wang1, Weini Ou1, Ying Duan1, Cheng Dan
Ying1, Ben Li1, Yue Li1, Jun Cheng1, Huichun Xing1

1Beijing Ditan Hospital, Capital Medical University, Beijing

Background: Very high levels of alanine aminotransferase (ALT) are

generally related to ischemic and toxic hepatic injuries. This study

was to investigate the spectrum of liver diseases in Chinese patients

with ALT C 3000 IU/L.

Methods: We retrospectively reviewed data from Chinese patients

with abnormal liver function tests (LFTs) in Beijing Ditan Hospital.

Patients with ALT C 3000 IU/L were enrolled. Liver diseases spec-

trum was analyzed aspartate aminotransferase (AST)/ALT ratio and

prognosis were compared between different liver diseases patients.

Result: Totally 76,995 patients with abnormal LFTs were reviewed

and 62 patients showed ALT C 3000 IU/L. Further analysis showed

that viral hepatitis (71.0%, 44/62), as opposed to ischemic liver injury

(12.9%, 8/62), was the predominant liver disease in these patients.

The mean AST/ALT ratio was significantly higher in the ischemic

liver injury group than in the viral hepatitis group (p\0.001). More

patients in the ischemic liver injury group died or required liver

transplantations than those in the viral hepatitis (p = 0.004) and DILI

groups (p = 0.030).

Conclusion: Viral hepatitis was the predominant liver diseases in

patients with very high ALT level in China. The AST/ALT ratio is

useful for differential diagnosis of patients with high ALT elevation.

PP1294

Study on the relevances between the mutation of hepatitis B virus
precore gene and hepatocellular carcinoma

Yanfang Hu1, Qinying Wang1, Miao Wang1

1Department of infection, First Hospital, Shanxi Medical University,

Taiyuan

Background: To investigate the relationships between HBV pre-

coremutation of patients and HBV related hepatocellular carcinoma

(HCC).

Methods: To collect the morning fasting serum and clinical data of

44 patients with HBV associated hepatocellular carcinoma (liver

cancer group) and 55 patients with chronic hepatitis B (Chronic

hepatitis B group) in the Shanxi Medical University first hospital

outpatient or hospitalization. To detect virology indexes, HBVDNA

level, then to analyze the Precore gene mutations, using PCR product

direct sequencing method for detection of hepatitis B virus Precore

gene sequence. To analyze the relationships between HCC occurrence
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and age, sex, baseline HBVDNA, HBeAg status, Precore gene

mutation in two groups by using the method of case–control.

Result: There was statistically significant in HBeAg-negative rate

between the HCC patients with high rate of HBeAg-negative and

patients with chronic HBV infection with the low rate (P \ 0.05).

There was no significant difference between the patients with hepa-

tocellular carcinoma and chronic HBV infection in the baseline levels

of HBVDNA. The mutation rate of G1896Awere statistically signif-

icant (P \ 0.05) between the HCC patients with chronic HBV

infection. There is no significant difference between hepatocellular

carcinoma and chronic HBV infection in the mutation rate of G1899A

(P[ 0.05). The rat of insertion or deletion mutations of HBV DNA

Precore gene are lower than base mutation.

Conclusion: The incidence of point mutations of G1896A was clo-

sely related with the occurrence of HCC.

PP1295

Performance characteristics of the new cobas� HBV test
on the cobas� 4800 system in comparison with the HBV TaqMan
v2 assay for HBV DNA quantitation

Ed Marins1, Ji yeon Sohn2, Ellen Paxinos1, Merlin Njoya1, Jesse
Canchola1, Yunjung Cho2

1Roche Molecular Systems, Pleasanton, CA, USA; 2Department of

Laboratory Medicine, Korea University Anam Hospital, Seoul, Korea

Background: Chronic hepatitis B virus (HBV) infection is a major

health problem worldwide with 75% of HBV-positive individuals

coming from the Asia Pacific region. HBV Viral load monitoring is

currently used to determine when treatment should be initiated and to

verify treatment response. We evaluated the performance character-

istics of the new quantitative Roche cobas� HBV test for use on the

cobas� 4800 system (cobas� 4800 HBV) in comparison to those of

the reference standard Roche COBAS� AmpliPrep/COBAS� Taq-

Man� HBV Test, version 2.0 (CAP/CTM HBV v2).

Methods: The limit of detection (LoD), linearity, and clinical per-

formance of the cobas� 4800 HBV and CAP/CTM HBV v2 assays

were evaluated and compared. Differences in HBV DNA viral load

results between the two assays at key medically relevant decision

threshold were compared. Assay correlation using clinical specimens

was determined using Deming regression analysis and visualized

using Bland–Altman plots.

Result: The cobas� 4800 HBV assay demonstrated an LoD of 2.8 IU/

mL via probit versus 9.6 IU/mL for the CAP/CTM HBV v2 assay,

based on testing of up to 48 samples across 7 different concentration

levels ranging from 2000 to 2.5 IU/mL. The cobas� 4800 HBV assay

was highly reproducible and linear from 10 IU/mL to 1.0E + 09 IU/

mL, with high accuracy (mean pairwise difference between measured

and nominal values of -0.04 log10 IU/mL) and precision (SD:

0.07–0.24 log10 IU/mL) across the linear range. Deming regression

analysis of 231 paired clinical samples within the overlapping linear

range of both assays demonstrated strong linear correlation (R2 =

0.98). Across medically relevant decision thresholds, the mean of

paired difference of cobas� HBV versus CAP/CTM HBV v2 viral

loads was -0.171 log10 IU/mL, with no clinically significant differ-

ences between the results. The overall percent agreement between the

two assays was 91.7% (95% CI [88.0%, 94.6%]) at the 2000 medical

decision point, and 93.0 (95% CI [89.5%, 95.6%]) for the 20,000 IU/

mL medical decision point.

Conclusion: The new cobas� 4800 HBV test showed greater ana-

lytical sensitivity and good linear correlation compared to the CAP/

CTM v2 HBV assay, indicating that it can be reliably used in clinical

practice to guide treatment decisions.

PP1296

Anamnestic response after the booster dose of HB vaccine
in medical students

Nawarat Posuwan1, Arnond Vorayingyong2, Vorapol
Jaroonvanichkul2, Umaporn Limothai1, Pattaratida Sa-
nguanmoo1, Rujipat Wasitthankasem1, Sompong
Vongpunsawad1, Yong Poovorawan1

1Center of Excellence in Clinical Virology, Department of Pediatrics,

Faculty of Medicine, Chulalongkorn University, Bangkok, Thailand;
2Academic Administration, Faculty of Medicine, Chulalongkorn

University, Bangkok, Thailand

Background: Implementation of the universal hepatitis B virus

(HBV) vaccination into the expanded immunization program for

Thailand began in 1992. Since then, the coverage for HBV vaccine

has been[90% among Thai newborns. To study HBV immunity and

potential susceptibility from exposure in a hospital setting, we

assessed the seroprevalence of 310 first-year students aged between

16 and 18 years at a major medical school in Bangkok, most of whom

received the three-dose HBV vaccination at 0, 2, and 6 months of age.

Methods: The presence of HBV surface antigen (HBsAg), anti-

HBsAg antibody (anti-HBs), and anti-HB core antigen antibody (anti-

HBc) were measured by commercial enzyme-linked immunosorbent

assays (ELISA) (Abbott Laboratories, Wiesbaden, Germany).

Result: All students tested negative for HBsAg, while 23.5% (n = 73)

possessed protective antibody (anti-HBs [ 10 mIU/mL). Past HBV

infection was evident in 2 students (0.6%) who tested positive for

anti-HBs and anti-HBc. Approximately 76.5% (n = 237) of the stu-

dents were seronegative for anti-HBs and anti-HBc (\10 mIU/mL)

and therefore were administered an HBV vaccine booster as required

by the school. Seroconversion measured 6 weeks post-booster showed

that the anamnestic response rates (as measured by the levels of anti-

HBs antibody) were 17.6% (10–100 mIU/mL), 31% (100–1000 mIU/

mL), 29.6% (1000–10,000 mIU/mL), and 7.4% ([10,000 mIU/mL).

Non-anamnestic response rate was 14.8%. Despite the absence of

measurable immunity in some individuals, the anamnestic response

induced by the HBV vaccine booster in this study demonstrates the

long-term efficacy of HBV vaccination recommendation for new-

borns by The World Health Organization over 20 years ago.

Conclusion: Data from this study suggests that HBV vaccine booster

may be unnecessary for seronegative individuals, but could be of

benefit in certain circumstances such as occupational exposure in

healthcare settings.

PP1297

Genetic polymorphism of MTHFR C677T influences susceptibility
to HBV-related hepatocellular carcinoma in a Chinese
population: a case–control study

Wei Hou1

1Tianjin Second People’s Hospital and Tianjin Institute of

Hepatology, Tianjin

Background: Methylene tetrahydrofolate reductase (MTHFR) is the

key enzyme of folic acid metabolism and the C677T mutation is

associated with a decreased enzyme activity. Several studies have

shown its regulatory role in carcinogenesis and tumor growth. HBV

(hepatitis B virus)-related HCC (hepatocellular carcinoma) is one of

the most common liver cancer worldwide. Therefore, the present

case–control study aimed to investigate the role of genetic
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polymorphism of MTHFR C677T in the development and progression

of HBV-related HCC in a Chinese population.

Methods: Subjects enrolled included 204 HBV-related HCC patients

and 211 HBV infected patients without HCC. MTHFR C677T poly-

morphism was genotyped via a DNA microarray-based assay. The

relationship between the MTHFR C677T polymorphism and HBV-

related HCC was analyzed.

Result: The genotype frequencies of MTHFR C677T were statisti-

cally different between the HCC and control groups (P = 0.025). The

TT genotype was associated with elevated risk of HBV-related HCC

in a Chinese population under different genetic models after an

adjustment for age, gender, HBV infection duration and HCC family

history (T vs. C, OR 1.462, 95% CI 1.090–1.962, P = 0.011; TT vs.

CC, OR 2.151, 95% CI 1.143–4.049, P = 0.018; TT vs. CC + CT, OR

1.918, 95% CI 1.215–3.026, P = 0.005). When stratified with the

known duration of HBV infection, subjects with HBV infection

duration more than 20 years carrying the homozygous TT genotype

had higher susceptibility to HCC than those with C allele (CC/CT)

(OR 2.568, 95% CI 1.244–5.303; P = 0.011). There was no signifi-

cant association between MTHFR C677T genotypes and HCC stages

based on BCLC staging system.

Conclusion: MTHFR C677T polymorphism with TT genotype could

be a factor that increases the risk of HBV-related HCC in a Chinese

population, especially those with HBV infection duration more than

20 years.

PP1298

Prosequencing analysis of mutations within the ‘‘a’’ determinant
region of hepatitis B virus surface gene in chronically Infected
patients with coexisting HBsAg and anti-HBs

Wei Hou1

1Tianjin Second People’s Hospital and Tianjin Institute of

Hepatology, Tianjin

Background: Chronic hepatitis B (CHB) patients with both hepatitis

B surface antigen (HBsAg) and antibodies to HBsAg (anti-HBs) have

been described elsewhere. The mutations within the ‘‘a’’ determinant

region of HBV Surface (S) gene, which altered the antigenic con-

formation and antigenicity of HBsAg, might be one of the possible

mechanisms underlying this atypical serological profile. The aim of

this study was to analyze the characteristics of ‘‘a’’ determinant

mutations in CHB patients with coexistence of HBsAg and anti-HBs.

Methods: 132 CHB patients with HBsAg+/anti-HBs+ , and 152 CHB

patients with HBsAg +/anti-HBs- as controls were enrolled in this

study. Mutations within the ‘‘a’’ determinant region were analyzed

using a pyrosequencing method.

Result: Compared to the control subjects, the mutation rate of ‘‘a’’

determinant was higher in the HBsAg+/anti-HBs+ patients (30.3% vs

13.2%, P = 0.000). When stratified with the genotype, there were

more amino acid substitutions within the ‘‘a’’ determinant region of

HBV genotype C (28.2 vs 11.6%, P = 0.001), but not genotype B

(46.7 vs 19.4%, P = 0.114). When stratified with the loop of ‘‘a’’

determinant region, more amino acid substitutions were observed

within the first loop (Polled, 26.5 vs 9.9%, P = 0.000; Genotype C,

24.8 vs 9.9%, P = 0.002; Genotype B, 40 vs 9.7%, P = 0.042), but not

in the second loop (Polled, 5.3 vs 3.9%, P = 0.586; Genotype C, 3.4

vs 1.6%, P = 0.649; Genotype B, 20 vs 12.9%, P = 0.849). The most

frequent substitution was located at position s126 and the predomi-

nant substitution was I126T. Moreover, the C137R mutation was

observed for the first time from a HBsAg+/anti-HBs+ patient with

genotype C.

Conclusion: The increased mutations within the ‘‘a’’ determinant

region of HBV S gene might account for the coexistence of HBsAg

and anti-HBs in CHB patients.

PP1299

Dynamic change of characteristics of CD4+ and CD8+ T-cell
receptor repertoires in chronic hepatitis B patients treated
with NUC based antiviral therapy

Ying Xu1, Miaoxian Zhao1, Yunqing Chen2, Yu Liu1, Cantao
Xie1, Mingxing Gong1, Haohui Deng1, Xueying Li1, Jian Sun1,
Jinlin Hou1, Hongkai Wu3, Zhanhui Wang1
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Guangzhou Medical University, Guangzhou Medical University,

Guangzhou

Background: T lymphocytes, including CD4+ and CD8+ T cells

subsets, recognize antigen peptide complex through various T cell

receptors (TCRs) on the surface. T cells play crucial roles in hepatitis

B virus (HBV) infection, with multiepitope-specific and vigorous

CD4+ and CD8+ T-cell response in patients with acute infection for

viral clearance, while weak or exhausted T cells activity in chronic

HBV infection. Whether and how the function of T cells can be

improved or restored with nucleos(t)ide analogues (NUC) therapy

along with decline of viral antigen remain to be clarified. This study

investigates the characteristics and the dynamic change of CD4+ and

CD8+ TCRs repertoires during early antiviral treatment at great depth.

Methods: A total of 22 chronic hepatitis B patients with 2-year tel-

bivudine based therapy were enrolled, including 10 with complete

response (CR) and 12 with non-complete response (NCR) based on

HBeAg seroconversion and HBV DNA level on week 52 and week

104 of treatment. Peripheral CD4+ and CD8+ T cells on baseline,

week 12 and week 24 were sorted. The TCRb chain complementarity

determining region 3 (CDR3) was analyzed by unbiased high

throughput sequencing.

Result: Totally, 194,195,801 and 119,574,667 TCRb productive

reads were obtained from CD4+ and CD8+ T cells, which were

assembled for 25,840 and 23,394 unique CDR3 amino acid clono-

types per sample respectively. The CR group exhibited lower CD4+

TCRb CDR3 diversity at week 12 comparing with NCR group

(Shannon entropy: 10.80 vs. 12.78, P = 0.041). The clonotype dis-

tribution of CD4+ T cells in CR group showed a higher cumulative

frequency in the most abundant 100 (top100) clonotypes compared

with NCR group (12.70% vs. 7.48%, P = 0.026). Patients in CR

group exhibited a much higher rate of CDR3 clonotypes perturbation

(including ablated, depleted, expanded and new clonotypes) in both

CD4+ and CD8+ TCR repertoires (all P \ 0.001), but lower cumu-

lative frequency of the expanded and new clonotypes in CD4+ T cells

especially during the first 12 weeks of treatment (P = 0.021), sug-

gesting a higher polyclonal expansion in both CD4+ and CD8+ T cells

in CR than in NCR group. The highly abundant (top3–top21)

clonotypes in CD8+ T cells showed a higher diversity (all P\0.05),

indicating a more evenly clone distribution in CR group than in NCR

group.

Conclusion: Our findings indicate that the change of T cell reper-

toires in chronic hepatitis B patients with NUC therapy is crucial for T

cell function recovery and treatment outcome prediction, especially in

the first 12 weeks. Patients with HBeAg seroconversion is associated

with greater polyclonal expansion in both CD4+ and CD8+ T cells.

The distinct alteration and polyclonal expansion of T cell repertoires
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in CR patients may suggest the importance of combining

immunomodulatory strategies in NUC monotherapy in the future.

PP1300

Study on biochemistry and virology of pregnant women infected
with HBV after puerperal discontinuation of telbivudine

Guo-rong Han1, Cui-min Wang1, Xi-xi Wang1

1Department of Gynecology and Obstetrics, The Second Affiliated

Hospital of the Southeast University, Nanjing, Jiangsu

Background: Observe the changes of biochemistry and virology of

pregnant women infected with Hepatitis B virus (HBV) in immune-

tolerant phase after puerperal discontinuation of telbivudine (LdT)

and evaluate the safety of short-term LdT antiviral therapy.

Methods: 311 pregnant women infected with HBV in immune-tol-

erant phase were enrolled in this study who had regular antenatal

cares and deliveries in the Second Affiliated Hospital of Southeast

University from 2011 January to 2014 March. Participant pregnant

women at study entry must be age C18 years, hepatitis B surface

antigen (HBsAg) and e-antigen (HBeAg) positive, high viremia (HBV

DNA C 7log10 IU/ml) and normal alanine aminotransferase (ALT)

level (B40 IU/L), negative hepatitis C virus and HIV serology, and no

histories of ALT elevations and anti-HBV antiviral treatment. 190

Pregnant women (treatment group) received oral administration of

600 mg LdT once a day during the third trimester and LdT discon-

tinuation at 1 month after delivery and 121 pregnant women

(observation group) did not receive any antiviral therapy. Liver

function, HBV DNA, and HBV serological markers were evaluated at

1, 3, 6 and 12 months after puerperal discontinuation of telbivudine

(treatment group) or delivery (observation group). SPSS 21.0 soft-

ware was used to analyze the data.

Result: (1)167 women of treatment group and 121 women of

observation were included in the result analysis. (2) After the puer-

peral discontinuation of LdT, ALT elevations above the normal range

occurred lesser frequently in treatment group respectively in 1, 3, 6

months than in observation group (14.97 vs. 30.58%, 8.38 vs. 42.98%,

and 6.06 vs. 20.18%, P\0.05). There was no significant difference in

the incidence of ALT elevation between the two groups at 12 month

(P = 0.16). (3) The mean ALT levels in treatment group were all

significant lower than observation group (p \ 0.05) except for 1

month (p = 0.261). (4) In treatment group, the mean HBV DNA

levels at baseline of 98.8% women was significantly higher at 1

month after LdT discontinuation than that at delivery (p\0.05). Only

two women had negative HBV DNA in 1, 3, 6 months and began to

rebound of HBV DNA at 12 month after drug withdrawal. There was

no significant change in the HBV DNA levels of observation group

after delivery except that 4 women appeared serum HBV DNA

negative after puerperal hepatitis flare (ALT 213.6–599.1 U/L). (5)

The HBV serologic outcomes did not change significantly during the

study period in two groups except that 4 women appeared HBeAg

seroconversion after serum HBV DNA negative in observation group.

Conclusion: LdT discontinuation at a month after delivery is safe for

pregnant women infected with HBV in immune-tolerant phase who

received LdT therapies during the third trimester.
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Effection of HBV PreS1 Ag and Ab detection in diagnosis of HBV
infection

Hua Xia1

1The Affiliated Central Hospital of Shenyang Medical College,

Shengyang City

Background: Detection methods in diagnosis of hepatitis B become

more and more. Here we mainly discuss detection of PreS1 Ag in

diagnosis of HBV infection.

Methods: Pick up 145 cases of HBV infection in our hospital from

January 2012 to December 2013, Divide them into different samples

due to different model of HBV markers, detect PreS1 Ag and Ab with

enzyme linked immunosorbent assay.

Result: In samples with positive HBeAg, PreS1 Ag possess 92%; In

samples with negative HBeAg, PreS1 Ag possess 9%; In samples with

only positive HBsAg, PreS1 Ag possess 5%; In samples with only

positive HBsAg and HBcAb, PreS1 Ag possess 17%.

Conclusion: PreS1 Ag detection is a supplement in detection of HBV

markers. It can be used in judgement of active state of HBV infection

and it is helpful in early diagnosis.

PP1302

Molecular characterization of hepatitis B viruses isolated
from chronically infected patients in Turkey
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Research Hospital, Izmir, Turkey; 16Department of Infectious

Diseases and Clinical Microbiology, Konya Training and Research

Hospital, Konya, Turkey; 17Department of Infectious Diseases and

Clinical Microbiology, Okmeydanı Training and Research Hospital,
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Background: HBV replication is also associated with a high muta-

tional rate. This high mutation rate can account for the single and

double mutations associated with nucleos(t)ide analogues (NUCs)

resistance in patients prior to and during NUCs therapy.

Methods: Polymerase Chain Reaction (PCR) amplification and direct

sequencing procedures were performed for the analysis. The detected

drug resistance mutations to the nucleos(t)ide analogues were clas-

sified as primary, partial and compensatory categories. The HBsAg

amino acid substitutions were categorized into ADAPVEM and typ-

ical HBsAg amino acid substitutions, which included HBIg-selected

escape, vaccine escape, hepatitis B misdiagnosis, and immune-se-

lected amino acid substitutions.

Result: The patients which formed part of this study, consisted of 528

patients. 271 (%51.3) of the patients were treatment-naive, 351

(66.3%) were HBeAg-negative, 325 (61.6%) were males with a mean

age of about 38 years (age range 10–69 years). HBV polymerase

mutations known to confer primary/partial/compensatory resistance to

NUCs were found in 174 (32.9%) patients. Six different ADAPVEM

motifs were determined in both treatment-naı̈ve or treatment experi-

enced patients: sF161L/rtI169X, sE164D/rtV173L, sL172L/rtA181T,

sL173F/rtA181V, sS195 M/rtM204 V, sS196L/rtM204I. The preva-

lence of ADAPVEMs and typical HBsAg escape mutations was found

to be at a frequency of 5.3% (28/528) and 34.8% (184/528)

respectively.

Conclusion: Drug resistance analysis should be part of patient

management of patients with chronic hepatitis B receiving treatment

with NUCs. Surveillance of drug resistance mutations while receiving

treatment for hepatitis B is of great importance in order to monitor

and control emerging resistance.

PP1303

Clinical study of neutrophil–lymphocyte ratio in Peripheral blood
of hepatitis B virus infected patients
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Background: To evaluate the change of neutrophil–lymphocyte ratio

(NLR) in the peripheral blood of hepatitis B virus infected patients

and to investigate the clinical significance.

Methods: 60 normal healthy persons (control group, group A), 111

patients with severe chronic hepatitis B (group B), 92 decompensation

liver cirrhosis patients (group C), 86 HBV-related acute-on-chronic

liver failure patients (group D) were enrolled in this study. A blood

sample was collected for all subjects at admission to examine blood

routine, liver function, blood coagulation function, and NLRs were

calculated. According to disease progression, we divided group B into

two groups: group B1 including 16 patients (progress to ACLF) and

group B2 including 95 patients (Not progress to ACLF). By com-

paring the difference of the NLR values between groups, we

discussed the prognostic value of the NLR

Result: (1) A, B, C, D group NLR values were 2.42 ± 0.91, 2.88 ±

1.59, 3.86 ± 2.78, 4.13 ± 2.77 respectively. NLR was increased with

the deterioration of the illness. (2) In group B, 16 cases were pro-

gressed to ACLF (group B1), the others were remained (group B2).

Moreover there was significant difference between group B1 and

group B2 (3.97 ± 1.54 vs 2.71 ± 1.54, P = 0.004). When the 16

severe chronic hepatitis B patients progressed to ACLF, NLR were

increased significantly (P \ 0.05). Receiver operating characteristic

(ROC) curve analysis showed that the cut-off value of 2.79 for NLR

predicted disease progression in severe chronic hepatitis B patients

(AUC: 0.739, P = 0.002) (3) ROC curve analysis showed that the cut-

off value of 3.94 for NLR predicted end-stage liver disease

(AUC:0.612, P = 0.001). (4) NLR was significantly negative corre-

lated with ALB, PTA, and positive correlated with TB.

Conclusion: NLR in the peripheral blood can reflect disease pro-

gression and predict the occurrence of liver failure.

PP1304

Different diagnostic criteria for inactive HBsAg carriers (ICs)
in patients with HBeAg-negative chronic hepatitis B virus (HBV)
infection: correlation to histopathological and clinical diagnosis

Li Yang1
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Background: To evaluate the diagnostic value of different diagnostic

markers for inactive HBsAg carriers (ICs) in patients with HBeAg-

negative chronic hepatitis B virus (HBV) infection.

Methods: The inclusion criteria: 1, patients with HBeAg-negative

chronic hepatitis B virus (HBV) infection 2, patients received liver

histopathological examination 3, BMI less than 24 kg/m2, no exces-

sive drinking, no splenectomy. The researchers were 92 cases, of

which 64 males and 28 females, mean age 45.5 ± 4.24 years.

Diagnostic markers involved four groups: group one (normal ALT

values, HBV DNA levels less than 200 IU/mL, the 2015 Chinese

guidelines), group two (normal ALT values, HBV DNA levels less

than 2000 IU/mL, Asia–Pacific consensus guidelines), group three

(ALT values less than2 ULN, HBV DNA levels less than 2000 IU/

mL), group four (normal ALT values, HBV DNA levels less than

20000 IU/mL). The sensitivity, specificity, positive predictive value,

negative predictive value and accuracy of each group were evaluated.

Result: Eighty (87.0%) of 92 patients were diagnosed with ICs

basedon liver histopathological examination� The sensitivity, speci-

ficity, positive predictive value, negative predictive value and

accuracy of each group were 22.5, 91.7, 94.7, 15.1, 42.4%; 52.5, 58.3,

89.4,18.4, 53.3; 75.0, 41.7, 89.6, 20.0, 70.7%; 68.8, 33.3, 87.3, 13.8,

64.1% respectively.

Conclusion: Using histology as a diagnostic gold standard, we

founded low sensitivity in clinical diagnoses of ICby current Chinese

or Asia–Pacific guidelines, especially the former. If the ALT values in

the Asia-Pacific guidelines were relaxed to less than 2 ULN, or HBV

DNA levels were relaxed to less than 20 000 IU/mL, we founded a

significant increase in diagnostic sensitivity and accuracy (P\0.05),

and a decrease in missed rate without affecting the positive predictive

value.

PP1305

Clearance rate of hepatitis B virus (HBV) is associated
with the level of the core antigen expression that determines
the magnitude of HBV-specific CD8 T cell responses

Masanori Isogawa1, Keigo Kawashima1,2,
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Background: Clearance of hepatitis B virus (HBV) infections

requires adoptive immune response. Infections with different HBV

clones exhibit distinct clearance rate and clinical manifestations, but

very little is known about the immunological basis for such differ-

ence. Thus, the aim of this study is to examine whether differential

HBV clearance rate between HBV clones is associated with HBV-

specific CD8 T cell responses in the liver.

Methods: Various clones, including Ae (genotype A), C22 and CAT

(genotype C), and D60 (genotype D) were introduced into C57BL/6 J

mice by hydrodynamic injection of plasmids containing a replication

competent 1.24-fold or 1.3-fold length HBV-DNA. Serum HBs

antigen (HBsAg) was monitored on days 1, 4 and 14 after hydrody-

namic injections, and intrahepatic expressions of HBV-DNA, HBV-

mRNA, and HBcAg were examined on days 4 and 14. These viral

parameters were correlated with HBV-specific CD8 T cell responses

in the liver on day 14.

Result: When HBV expression was induced by injecting 1.24-fold

length HBV DNA, serum HBsAg as well as intrahepatic HBV-DNA

and HBV-mRNA expressions persisted longest in mice expressing

clone C22. On the other hand, they were most rapidly cleared from

mice injected with clone D60. Clones Ae and CAT showed inter-

mediate phenotype. When virological and immunological

characteristics were compared in more detail between C22- and D60-

transduced animals, delayed clearance of genotype C was associated

with the weaker intrahepatic CD8 T cells on day 14, and the lower

intrahepatic HBcAg expression on day 4. Interestingly, the intra-

hepatic CD8 T cells were strongly activated when the same C22 was

introduced by 1.3-fold plasmid that induces higher HBcAg expression

and more efficient replication than its 1.24-fold counterpart, leading

to more rapid HBV clearance from the liver. Furthermore, when its

cognate HBcAg expression was trans complemented by a plasmid

expressing only HBcAg, the clearance of 1.24-fold clone C22 was

accelerated in association with robust induction of HBV-specific CD8

T cell responses.

Conclusion: The clearance rate of HBV could differ among HBV

clones. The differential clearance rate is associated with the HBcAg

expression levels that determine the magnitude of HBV-specific CD8

T cell responses. If similar differences occur in HBV infected

patients, they may explain the distinct clinical manifestations among

different clones.
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Background: CD64 [Fc gamma receptor 1 (FccRI)] is a promising

biomarker used in predicting severe bacterial infection. The study was

designed to assess their levels in all stages of HBV infection and in

chronic HCV infection before and after treatment with direct acting

antiviral therapy as a possible biomarker of inflammation

Methods: a case–control study was conducted, 50 patients with dif-

ferent disease stages of HBV infection (10 acute, 15 chronic hepatitis,

15 liver cirrhosis, 10 with HCC), twenty patients with chronic HCV

and 15 as a control group. Laboratory and imaging studies was

evaluated. The level of CD 64 +in peripheral blood and CD 64 Index

was evaluated for all patients by flow cytometry using fluorescein

isothiocyanate (FITC)-conjugated anti-CD64 monoclonal antibody.

Result: The level of CD64+ in peripheral blood and CD 64 index was

significantly higher in patients with HBV and HCV than in control

group. They were increased significantly with disease progression in

patients with HBV infection. Their levels were significantly lower in

patients with HCV infection post treatment than before treatment with

direct acting antiviral therapy.

Conclusion: The level of CD64+ in peripheral blood and CD 64

index is considered a good biomarker of inflammation in viral hep-

atitis both B and C and could detect disease progression and

suppression of inflammation after antiviral therapy.

PP1307

Intermethod variability of HBsAg quantification in a cohort
of Egyptian patients with chronic HBV
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Background: HBsAg levels can predict clinical and treatment out-

comes in chronic HBV infection.

Aim: To assess HBsAg levels (using two different assays) and their

possible correlation with the different immune phases according to

HBeAg status in a cohort of Egyptian patients with chronic HBV

Methods: Quantification of HBsAg by both elecsys (Roche) and

Architect (Abbott) assays in 92 patients, routine biochemical, sero-

logical investigations, Transient Elastography and liver biopsy

(whenever indicated) were done. Comparisons between the two

assays were evaluated

Result: A cohort of 92 treatment-naive chronic HBV patients from

Cairo Fatemic Hospital, Cairo, Egypt (males 70%, mean ± SD age

36.1 ± 10.5) were enrolled, 79% had non-significant fibrosis (\F2).

Patients were categorized as HBe Ag +ve patients (n = 22), and HBe

Ag –ve (n = 70); the later was further classified into [inactive carriers

(IC) (58%) and HBeAg-ve CHB (18%)]. There was a significant

correlation between Abbott and Roche techniques (Intraclass Corre-

lation Coefficient: 0.913, 95% CI 0.870–0.943); p \ 0.001. On the

other hand, Deming regression, Passing and Bablok and Bland–Alt-

man statistical analyses showed a discordance between both assays.

HBe Ag +ve patients had significant higher HBsAg levels than HBe

Ag -ve patients by both Abbott and Roche techniques; p = 0.033 and

0.013 respectively. Quantitative HBs Ag level was significantly

higher in HBe Ag -ve CHB than IC phase using both techniques, p

value 0.002 and 0.004 respectively. HBs Ag levels were able to

discriminate IC from HBe Ag -ve CHB phases at cutoff 2952.6 IU/

ml (Sensitivity 62.5% Specificity 70.4%) and 2187 IU/ml (Sensitivity

68.8%; Specificity 66.7%) of Abbott and Roche techniques respec-

tively with AUROC 0.73 (95% CI 0.581–0.872 for Abbott and

0.577–0.877 for Roche)

Conclusion: HBeAg-negative patients were highly prevalent in our

HBV population. HBsAg quantification was a simple and repro-

ducible tool that can classify patients during the natural history of

HBV, and provide additional evidence on the natural history of HBV

especially among HBeAg-ve patients. Same assay for HBsAg quan-

tification could be a better option for follow up of chronic HBV

patients
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Background: It is a new hotspot that the correlation between single

nucleotide polymorphisms and antiviral immune in antiviral

mechanical study. To investigate the effect of IPS-1 polymorphisms

in regulating interferon response in HBV infection.

Methods: One fragment of IPS-1 cDNA, synthesized from human

cDNA library, was inserted into a recombinant mammalian vector to

construct IPS-1 expressing plasmid. Site-directed mutagenesis was

used to obtain different expression vectors of SNP genotypes. HepG2

and HepG2.2.15 were transfected into these different expression

vectors of IPS-1, using Lipofectamine 2000. IPS-1 expression or

production was evaluated in these treated cells following 48 h

transfection, usingqRT-PCR or western blot. IFN was also detected

using qRT-PCR.

Result: One fragment of IPS-1 cDNA, synthesized from human

cDNA library, was inserted into a recombinant mammalian vector to

construct IPS-1 expressing plasmid. It was successfully constructed

recombinant mammalian expressing vector of IPS-1 wild type and

other SNP genotypes (rs17857295, rs7262903 and rs7269320). IPS-1

gene expression was significantly lower in the cells transfected with

rs17857295 (451.77 vs 712.53, p = 0.0002) or rs7262903 (498.71 vs

712.53, p \ 0.0001) than wild genotype transfection group. In con-

trast, IFN-b gene expression in the cells transfected with rs17857295

(5.33 vs 0.98, p \ 0.0001) or rs7262903 (3.59 vs 0.98, p \ 0.0001)

was higher than wild type transfection group. Furthermore, IPS-1

gene was significantly lower in rs7269320 SNP transfected

HepG2.2.15 cells than wild type transfection group (290.63 vs 712.53,

p \ 0.0001); whereas, there was no significant difference of IFN-b
gene between these two groups (0.74 vs 0.98). Moreover, IFN-b
expression was significantly higher in HepG2.2.15 cells than HepG2

cells (5.33 vs 2.25, p = 0.0005) following rs17857295 tansfection.

Conclusion: Induced IFN-b was significantly higher in IPS-1

rs17857295 or rs7262903 SNP transfected cells than wild genotype

forHBV viral clearance. There is no significant different induced IFN-

b between rs7269320 SNP and wild genotype. The data suggests that

host HBV viral clarence is stronger in IPS-1 rs17857295 or rs7262903

SNP genotype patients than non-spontaneous mutated (wild type)

patients. Relatively weak inducible IFN-b production in patients with

IPS-1 rs7269320 SNP or wild type HBV infected patients may con-

tribute to chronic virus infection.
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PP1309

Tripeptidyl peptidase II promotes MHC-I antigen presentation
in vitro though the JAK/STAT signaling pathway

Quanhui Tan1, Siyuan Ma1, Xiao Hua Chen1, Jian Jun Hu1,
Yong Sheng Yu1, Guoqing Zang1, Zhenghao Tang1

1Department of Infection Disease, Shanghai Jiao Tong University

Affiliated Sixth Peoples Hospital, Shanghai

Background: Recent studies show that tripetidyl peptidase II (TPPII)

is important for major histocompatibility complex class-I (MHC-I)

antigen presentation. However, the precise function of TPPII in

MHC-I antigen presentation is controversial.

Methods: To elucidate the significance of TPPII in MHC-I antigen

presentation, we analyzed TPPII in dendritic cells (DCs) and T

lymphocytes. We constructed adenoviruses containing the HBcAg and

TPPII genes (Adv-HBcAg and Adv-HBcAg-TPPII).

Result: In five groups of DCs, TPPII promoted DC maturation,

enhanced expression of surface molecules and increased production

of interleukin 2 (IL-2) and interferon-c (IFN-c). TPPII also triggered

the cytotoxic T lymphocyte (CTL) response and JAK/STAT signaling

pathway. TPPII effects on MHC-I antigen presentation were coun-

teracted by interfering with the JAK/STAT signaling pathway.

Conclusion: Together, these observations demonstrated that TPPII

promoted MHC-I antigen presentation via activation of JAK/STAT

signaling.

PP1310

Adenovirus vector encoding HBcAg gene degraded by tripeptidyl
peptidase II induce the potent cellular immune responses in vivo

Quanhui Tan1, Siyuan Ma1, Xiaohua Chen1, Jianjun Hu1,
Yongsheng Yu1, Guoqingh Zang1, Zhenghao Tang1

1Department of infection Disease, Shanghai Jiao Tong University

Affiliated Sixth Peoples Hospital, Shanghai

Background: Chronic hepatitis B virus (HBV) infection is related to

weak specific cellular immune response of host to HBV. Tripeptidyl

peptidase II (TPPII) as an intracellular macromolecules proteolytic

enzymes, plays an important role of complementary and compen-

satory for proteasome in the viral protein degradation, MHC class I

antigen presentation and inducing specific cellular immune in vivo.

Methods: On the basis of preliminary studies, we had immunized

HBV transgenic mice and normal C57BL/6 mice with non-replication

recombindant adenovirus encoding HBcAg and TPPII gene.

Result: We found that the immunization with the Adv-HBcAg-TPPII

could induce the secretion of the cytokines interleukin-2 (IL-2),

interferon- c(IFN-c) and tumor necrosis factor-a (TNF-a), and the

IFN-c secreting CD8+ T cells and CD4+ T cells, Furthermore, the

HBcAg-specific CTL activity in C57/BL mice and HBV transgenic

mice was significantly enhanced in the Adv-HBcAg-TPPII group.

Moreover, the Adv-HBcAg-TPPII could decrease the level of the

HBsAg and the HBV DNA, as well as the HBsAg and HBcAg in liver

tissues. In addition, we found Adv-HBcAg-TPPII could enhance the

expression of T-bet and downregulate GATA-3, and the Adv-HBcAg-

TPPII can increase the expression of JAK2, STAT1, STAT4 and

Tyk2.

Conclusion: These results suggested that the JAK/STAT signal

pathway participated in the CTL response which was mediated by the

Adenoviros vector encoding TPPII gene. The Adv-HBcAg-TPPII

could break the immune tolerance and stimulate HBV-specific cyto-

toxic T lymphocyte activity. Adv-HBcAg-TPPII has good therapeutic

effect in transgenic mice.
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PP1311

Differences in the expression of PD-1 and PD-L1 in chronic
hepatitis B patients with different infection status

Zhou-hua Zhou1, Yue-qiu Gao1, Xue-hua Sun1, Man Li1, Jun xiao
Zhu1

1Shu Guang Hospital Affiliated Shanghai University of Traditional

Chinese Medicine, Shanghai

Background: PD-1 could provide signals that inhibit the activation of

T cells, down-regulate immune response, and exerting its critical

effect in maintaining the steady state of T cells. After combining to its

ligand PD-L1, PD-1 could weaken the reactions of T cells, including

the deletion and apoptosis of T lymphocytes, antiviral destruction,

and proliferation inhibition, as well as induce and meanwhile main-

tain T lymphocyte functional failure. In this study CHB patients in

immune tolerance phase and immune clearance phase were recruited,

taking healthy individuals as controls, to probe into the differences in

the expression of PD-1 on T cells and PD-L1 on Dendric cells (DCs)

in peripheral blood among CHB patients at different infection status.

Methods: The objects of study originated from CHB patients in

immune tolerance phase and immune clearance phase from Outpa-

tient Department and wards of Liver Diseases Division in Shu Guang

Hospital Affiliated to Shanghai University of Traditional Chinese

Medicine. The diagnostic criteria of immune tolerance phase and

immune clearance phase of CHB referred to Guideline of Prevention

and Treatment for Chronic Hepatitis B (2010 version). Patients’

PBMCs were segregated via density gradient centrifugation with the

application of lymphocyte separating medium and were added with

the following two groups of fluorescent-labeled antibodies respec-

tively: � 20 ll CD3-PerCP, CD4-FITC, CD8-APC, and PD-1-PE

respectively; ` 20 ll CD3-PerCP, CD4-FITC, CD8-APC, and IgG1-

PE. Two flow test tubes were taken and added in with 100 ll (1 9

10^6) PBMCs respectively. The following two groups of fluorescent-

labeled antibodies were then added in: � 20 ll Lin1-FITC, HLA-DR-

PerCP, CD11c-APC, CD1a-PE-cy7, and PD-L1-PE respectively ` 20

ll Lin1-FITC, HLA-DR-PerCP, CD11c-APC, CD1a-PE-cy7, and

IgG1-PE respectively.

Result: 37 cases of CHB patients in immune tolerance phase and 31

cases of CHB patients in immune clearance phase seeking treatment

in Outpatient Department and wards of Liver Diseases Division in

Shu Guang Hospital Affiliated to Shanghai University of Traditional

Chinese Medicine were recruited in this study. The percentage of PD-

1+CD4+T cells was (4.60 ± 3.40)%in immune tolerance phase, and

the MFI of PD-1 was 21.49 ± 17.77; The percentage of PD-1+CD4+T

cells was (3.93 ± 3.27) % in immune clearance phase, and the MFI of

PD-1 was 14.00 ± 11.65 (P\0.01). The percentage of PD-1+CD4+T

cells was (3.93 ± 3.27) % in immune clearance phase, and the MFI of

PD-1 was 14.00 ± 11.65 (P\0.01). The percentage of PD-1+CD8+T

cells was (0.64 ± 0.49) % in immune tolerance phase, and the MFI of

PD-1 was 6.97 ± 6.78; the percentage of PD-1+CD8+T cells was

(0.57 ± 0.51) % in immune clearance phase, and the MFI of PD-1

was 5.30 ± 3.30 (P\ 0.05).

Conclusion: The expression of PD-1 on CD4+ T cells in peripheral

blood in immune tolerance phase was significantly elevated compared

with patients in immune clearance phase.

PP1312

Insights into the roles of capsid in HBV CccDNA metabolism
and function in HepG2-NTCP Cells

Yonghe Qi1, Zhenchao Gao1,2, Bo Peng1,2, Yang Liu1,3, Yinyan
Sun1, Wenhui Li1

1National Institute of Biological Sciences, Beijing; 2School of Life

Sciences, Peking University, Beijing; 3School of Life Sciences,

Tsinghua University, Beijing

Background: During the whole HBV life cycle, HBV covalently

closed circular (ccc) DNA is crucial for viral persistence and viral

rebound after withdrawal of antivirals. Lack of robust in vitro HBV

infection system limited our understanding on the details of HBV

cccDNA biogenesis and development of novel antiviral therapies. We

identified HBV receptor as sodium taurocholate cotransporting

polypeptide (NTCP). The receptor complemented HBV culture sys-

tem has brought the field to a new era of better understanding HBV

infection. HBV Core protein plays multiple roles and represents a

promising target for direct-acting antiviral therapies. Several com-

pounds have been identified as Core protein Allosteric Modulator

(CpAM) to inhibit viral replication on HBV replicating cell lines.

Here, we assessed and dissected the effects of heteroaryldihydropy-

rimidin (HAP)-12 as a CpAM on the early and late stages of HBV

infection in HepG2-NTCP cells.

Methods: We evaluated the effects of HAP-12 on the early and late

stages of HBV infection in HepG2-NTCP cells. Intracellular HBcAg

and HBsAg, secreted HBeAg and HBsAg, intracellular HBV cccDNA

and vRNAs were analyzed.

Result: We observed the levels of cccDNA and total vRNAs were

undetectable by Southern blot or Northern blot with HAP-12
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treatment during infection. Thus, HAP-12 remarkably prevented

establishment of HBV infection. However, treatment of infected cells

after 3 days post-infection did not apparently alter the levels of

cccDNA. Interestingly, intracellular vRNAs and HBsAg were slightly

increased. More importantly, treatment of HBV infected cells with

HAP-12 induced capsid protein aggregation in the nuclei. To inves-

tigate whether HBV capsid proteins from incoming virus interact with

cccDNA and regulate its transcription. We next determined the effects

of HAP-12 on HBV-DHBc infection by targeting incoming HBV

capsid. HAP-12 showed significantly suppression effects on cccDNA

formation when HepG2-NTCP cells were infected with HBV-DHBc

in the presence of HAP-12. Whereas, post-treatment of HBV-DHBc

infected cells had no effects on cccDNA level, with intracellular

vRNAs and HBsAg were slightly increased.

Conclusion: HAP-12 shows multiple effects in HBV life cycle.

Targeting capsid with HAP-12 leds to capsid protein aggregation in

the nuclei of HBV infected HepG2-NTCP cells. HAP-12 exhibits

strong inhibition on cccDNA formation in the early steps of HBV

infection, but fails to suppress cccDNA transcription and HBsAg

production in the late steps of HBV infection.

PP1313

RtA181T mutation of hepatitis B virus induces autophagy
of Huh7 hepatoma cells

Jingren Shi1, Xianghua Guo1, Luxin Qiao1, Jielin Wang1,
Jianji Xu1, Tongwang Yang1, Zhiqiang Zhang1, Dongjie Liu1,
Junqi Shan1, Dexi Chen1

1Beijing Youan Hospital, Capital Medical University, Beijing

Institute of Hepatology, Beijing

Background: Recent studies have indicated that rtA181T mutant has

a dominant negative secretion effect as well as an increased onco-

genic potential. However, the oncogenic mechanism of this mutation

is still unclear. Here, we aimed to evaluate the negative secretion of

HBV rtA181T mutant and observe the effect of rtA181T on autop-

hagy of hepatocytes, to provide experimental evidence for further

study about molecular mechanism of rtA181T mutation related

hepatocarcinogenesis.

Methods: Huh7 hepatoma cells were transfected with wild-type

1.3mer HBV (HBV WT), rtA181T 1.3mer HBV (HBV rtA181T), or a

1:1 mixture of both. Western blotting and immunofluorescence were

performed to assess the intracellular HBs; ELISA was used to detect

HBsAg of cell supernatants. The expression of autophagy-related

protein LC3-II and P62 were detected via Western blotting. The

mRNA level of autophagy related gene beclin1 and atg5 were

detected via RT-PCR. The autophagy particles were observed using

immunofluorescence after co-transfected with GFP-LC3.An analysis

of variance was used for comparison between multiple groups. The

LSD-t test was used for comparison between any two groups.

Result: The rtA181T mutant had more intracellular HBs than HBV

WT and the 1:1 mixture of both; Titres of HBsAg (0.111 ± 0.056) of

181T group were less than the other two groups (3.157 ± 0.490; 2.240

± 0.797) (P\0.01); All three groups can be observed aggregation of

LC3-II autophagy particles. The rtA181T variant enhanced the

autophagy-related protein (LC3-II) expression, but decreased the P62

protein level (P \ 0.01); mRNA transcriptions of autophagy related

proteins Atg5 and Beclin-1 in 181T group were significantly higher

than the other two groups (P\ 0.01).
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Conclusion: HBV rtA181T mutation has a secretory defect of

HBsAg, and can promote autophagy of Huh7 hepatoma cells.

PP1314

Establishment of real time PCR system for quantifying serum
HBV RNA

Ran Chen1, Jie Wang1, Fengmin Lu1

1Department of Microbiology and Infectious Disease Center, School

of Basic Medical Sciences, Peking University Health Science Center,

Beijing

Background: Serum HBV RNA is HBV Pregenome RNA (pgRNA)

present in the nucleocapsid which is absence of reverse transcription

or incomplete reverse transcription and pgRNA is transcribed from

the covalently closed circular DNA (cccDNA). Quantitative detection

of serum HBV pgRNA could monitor the cccDNA levels better. The

purpose of this study is to develop an real-time quantitative PCR (RT-

qPCR) method for the detection of serum pgRNA with high sensi-

tivity and specificity.

Methods: A series of specific primers and probes were designed to

detect pgRNA in HBV conserved region, and a set of primers was

selected out for the high sensitivity and specificity. HBV pgRNA

plasmid was constructed based on the determined primers. Then, we

assessed the linearity, specificity and repeatability of the method by

the constructed plasmid and nucleic acid extracted from serum. In

addition, 13 patients with chronic HBV infection were included in this

study, patients were all receiving NUCs treatment. Their serum HBV

pgRNA were determined by the established method.

Result: The linear range of the method generated from pgRNA

plasmid was between 3 9 109 copies/ml and 3 9 102 copies/ml. The

linear regression curve was shown with a slope of -3.3963, linear

correlation coefficient R2 = 0.9969, generated using the following

formula to determine the viral load: y = -3.3963 x + 49.154 (Figure.

1A and 1B). It also showed a great linearity when detecting serum of

HBV infected patients whose genotype is B, C or D. What’s more, we

found that the existence of HBV DNA has negligible influence on

detection of HBV RNA (Figure. 1C). HBV RNA extracted from two

people without HBV infection were not detectable (Figure. 1D).

Then, the pgRNA plasmid with concentration of 3 9 106 copies/ml

was measured repeatedly and the SD is 0.28. In clinical samples,

serum pgRNA levels were significantly lower in patients after 12

weeks of treatment compared with baseline.

Conclusion: In this study, we established a highly sensitive and

specific method for the quantitative detection of serum HBV pgRNA,

and the specific primers and probes in this method could be applied to

most genotypes existing in our country. The quantification of clinical

samples was also consistent with the previous study.

PP1315

Correlations between serum HBV RNA and other viral
biomarkers in treatment-naı̈ve chronic HBV infected individuals

Hongxin Huang1,2, Dongping Xu3, Fengmin Lu1

1Department of Microbiology and Infectious Disease Center, School

of Basic Medical Sciences, Peking University Health Science Center,

Beijing; 2Department of Microbiology, Harbin Medical University,

Harbin, Heilongjiang; 3Institute of Infectious Diseases and Medical

Center for Liver Failure, Beijing 302 Hospital, Beijing

Background: Intrahepatic covalently closed circular DNA (cccDNA)

is related to the low cure rate and high relapse rate of chronic hepatitis

B, thus cccDNA quantification is important in clinical treatment.

Because of the obstacles of liver biopsy, a replaceable viral biomarker

which could indicate the intrahepatic cccDNA level and its tran-

scriptional activity is desperately needed. The aim of our study was to

explore the potential use of serum HBV RNA plus DNA to reflect the

intrahepatic cccDNA activity.

Methods: Eighty-four chronic HBV infected individuals were

investigated and were divided into four phases according to the nat-

ural infection process, and 9 in immune-tolerant (IT) phase, 53 in

immune-clearance (IC) phase, 6 in low-replicative (LR) phase and 16

in reactivation (RA) phase. Based on the Taqman probe real-time

PCR method built in our lab, we quantified the serum HBV RNA of

these 84 chronic HBV infected individuals and analyzed the corre-

lations among serum HBV RNA, HBV DNA, HBV RNA plus DNA,

HBsAg and intrahepatic cccDNA by Pearson’s or Spearman’ s cor-

relation analysis.
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Result: It was found that the serum HBV RNA, HBV DNA, HBV

RNA plus DNA, HBsAg and intrahepatic cccDNA level showed a

similar distribution among different phases of chronic HBV infection

(Figure 1). Thus we wonder whether there were correlations among

these five biomarkers. In 84 chronic HBV infected individuals, pos-

itive correlations were observed between serum HBV RNA and

intrahepatic cccDNA (r = 0.363, P = 0.001), together with serum

HBV DNA (r = 0.574, P\0.001), HBV RNA plus DNA (r = 0.574,

P\ 0.001) and HBsAg (r = 0.545, P\ 0.001). Meanwhile, positive

correlations were also found between intrahepatic cccDNA and serum

HBV DNA (r = 0.367, P = 0.001), together with HBV RNA plus

DNA (r = 0.412, P = 0.001) and HBsAg (r = 0.511, P = 0.001)

(Figure 2). When analyzing the different natural infection processes

separately, we found that in IC phases, positive correlations were

observed between serum HBV RNA and intrahepatic cccDNA (r =

0.407, P = 0.003), together with serum HBV DNA (r = 0.421, P =

0.002), HBV RNA plus DNA (r = 0.684, P\0.001) and HBsAg (r =

0.549, P\ 0.001). Meanwhile, positive correlations were also found

between intrahepatic cccDNA and serum HBV DNA (r = 0.317, P =

0.021), together with HBV RNA plus DNA (r = 0.438, P = 0.001)

and HBsAg (r = 0.573, P = 0.001). There were no correlations

among these five viral biomarkers in LR and RA phases.

Conclusion: Serum HBV RNA alone could reflect intrahepatic

cccDNA level. Serum HBV RNA plus DNA, which could theoreti-

cally attenuate the influence of differential p protein activity, may

reflect intrahepatic cccDNA level better than either serum HBV RNA

or DNA alone, and could be an easily achieved viral biomarker to

reflect the HBV replication level and intrahepatic cccDNA activity.

PP1316

Hepatitis B virus covalently closed circular DNA may preserve
in the livers of serum HBsAg-negative/HBcAb-positive people

Dongping Xu1, Zhiyan Li2, Yuan Yang1, Yan Liu1, Xiaojuan Shi2,
Jie Wang3, Hao Liao1, Pengyu Huang1, Fengmin Lu3,
Jingmin Zhao2

1Research Center for Clinical and Translational Medicine, Beijing

302 Hospital, Beijing; 2Beijing 302 Hospital of PLA, Beijing; 3Peking

University Health Science Center, Beijing

Background: The long-lasting persistence of hepatitis B virus (HBV)

genomes in the serum or liver of person who tests negative for hep-

atitis B surface antigen (HBsAg) by currently available assays is

termed as occult HBV infection (OBI). Investigation for the associ-

ation of serum HBsAg-negative/HBcAb-positive status with OBI was

very limited with quite different results. This study aimed to reveal

HBV total DNA (tDNA) and covalently closed circular DNA

(cccDNA) in the livers of HBsAg-negative/HBcAb-positive people.

Methods: A total of 130 adult people were enrolled in this study,

including 100 HBsAg-negative/HBcAb-positive individuals without

history of hepatitis B, 20 with chronic hepatitis B (CHB), and 10

without any HBV serum markers. All subjects received liver biopsy.

Intrahepatic HBV tDNA, cccDNA and viral RNA were quantitated

using real-time PCR-based assays. For cccDNA quantification, rolling

circle amplification was introduced to increase sensitivity. HBV preS/

S genes were sequenced and OBI-related mutations in major hydro-

philic region (MHR) of HBV S gene were attentively analyzed.

Result: Intrahepatic HBV tDNA was detected in 22 HBsAg-negative/

HBcAb-positive individuals [0.37 (0.26–1.63) copies/cell] and all 20

CHB patients [103.85 (35.75–231.56) copies/cell]. Intrahepatic

cccDNA were detected in 9 of the 22 HBsAg-negative/HBcAb-pos-

itive individuals [0.04 (0.02–0.05) copies/cell] and all 20 CHB

patients [1.98 (0.95–8.02) copies/cell]. Intrahepatic HBV tDNA level
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was positively correlated with intrahepatic cccDNA level in CHB

patients (r = 0.686, P \ 0.01) but not in HBsAg-negative/HBcAb-

positive people with detectable cccDNA. Interestingly, low level of

HBV RNA was detected from two cccDNA-positive HBsAg-nega-

tive/HBcAb-positive individuals, while in situ HBsAg and HBcAg

were negative for all HBsAg-negative/HBcAb-positive individuals.

No significant difference in the number of OBI-related mutations in

the MHR was observed between HBsAg-negative/HBcAb-positive

individuals and CHB patients.

Conclusion: We verified that intrahepatic HBV cccDNA may pre-

serve in a proportion of HBsAg-negative/HBcAb-positive individuals

and the preservation seemed not associated with viral OBI-related

mutations. In addition, we for the first time directly evidenced that the

cccDNA in these people may have viable potential. The study pro-

vides direct evidence for higher risk of HBV reactivation in HBsAg-

negative/HBcAb-positive people.

PP1317

Characterization of multiple novel S-gene mutations related
to occult hepatitis B virus infection

Kai Zhang1,2, Yan Liu1, Rongjuan Chen1, Zhihui Xu1, Lanlan Si1,
Shumei Lin2, Dongping Xu1

1Research Center for Clinical and Translational Medicine, Beijing

302 Hospital, Beijing; 2First Affiliated Hospital of Xi’an Jiaotong

University, Xi’an

Background: The long-lasting persistence of hepatitis B virus (HBV)

genomes in the serum or liver of person who tests negative for hep-

atitis B surface antigen (HBsAg) by currently available assays is

termed as occult HBV infection (OBI). This study aimed to charac-

terize the molecular characteristics and antigenicity of multiple novel

OBI-related S-gene mutations derived from a patient who had long-

term OBI presentation.

Methods: The recombinant pTriEx-mod-1.1 genome length HBV and

pcDNA3.1 (-)/myc-His plasmids containing S mutants and wild-type

(WT) counterpart were respectively constructed, and transiently

transfected into HepG2 and HuH7 cells for phenotypic and functional

analysis. Pregenomic RNA (pgRNA) was quantified by real-time RT-

PCR. Recombinant 6xHis-tagged small HBsAg (s-HBsAg) was

expressed to judge changes of antigenicity.

Result: A total of nine OBI-related S-gene mutants within the major

hydrophilic region (MHR) were detected from the OBI patient. Five

of them were novel, which were sI/T126 V + sG145R, aa115–116

‘‘INGTST’’ insertion, aa115–116 ‘‘INGTST’’ insertion + sG145R,

aa126–127 ‘‘RPCMNCTI’’ insertion, and aa122–123 ‘‘KSTGLCK’’

insertin + sQ129 N. Phenotypic analysis showed that all mutants had

significantly lower HBsAg secretion levels compared to WT strain.

Consistently, pgRNA expression levels of the nine OBI-related

mutants were significantly lower than that of WT (Figure 1). HBV

interaction results exhibited that the mutants with both substitutions

had greater decrease of HBsAg secretion levels, but greater increase

of HBV DNA secretion levels compared with the mutants with single

substitution. The fluorescence intensity ratio of s-HBsAg/6xHis tag

strikingly reduced in S mutants compared with WT (Figure 2).

Conclusion: Five novel OBI-related mutants are identified to be

capable of significantly decreased HBsAg transcription and expres-

sion, and multiple OBI-related mutations may play coordinated roles.

Antigenicity decrease plays a major role in the reduction of HBsAg

level for these OBI-related mutants.
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TLRs expression profiles in antiviral treatment induced HBeAg
seroconversion

Yan Cheng1, Seng Gee Lim1,2

1Department of Medicine, Yong Loo Lin School of Medicine,

National University of Singapore, Singapore, Singapore; 2Department

of Gastroenterology and Hepatology, National University Health

System, Singapore, Singapore

Background: Toll-like receptors (TLRs) involved innate immunity

play important roles in chronic hepatitis B infection. However, the

relationship between TLRs expression levels and HBeAg serocon-

version remains unclear. In this study, we evaluated mRNA

expression of TLR1-TLR10 and related genes before and after

HBeAg seroconversion in antiviral treated chronic hepatitis B

patients.

Methods: Twenty nucleos(t)ide analogue treated patients including

10 HBeAg seroconverters and 10 non-seroconverters were studied.

Frozen PBMCs at baseline, before and after seroconversion from

HBeAg seroconverters, corresponding 3 time points from non-sero-

converters and 1 sample from a healthy donor were used. Total RNA

was extracted from 1 9 106 PBMCs/sample using trizol. The cDNA

was synthesized using Superscript III followed by real-time PCR of

TLR1 to TLR10, IFNa2, IFN1b, TNFa, IL-6, MyD88, IRF3, IRF7

and TBP using Taqman Gene Expression Assays and QuantStudio 6

system. Results were analyzed using QuantStudioTM Real-Time PCR

software v1.3. The mRNA expression levels were presented as fold-

increase compared to the healthy donor using the comparative cycle

threshold method (2-DDCt). Statistical analysis was performed using

SPSS17. Data were presented as mean ± SE.

Result: Compared to non-seroconverters at early stage, seroconvert-

ers showed significantly higher expression levels of TLR9 at baseline

(0.57 ± 0.11 vs. 0.28 ± 0.05 fold-increase, p = 0.04) and TLR3 at

time2 before HBeAg seroconversion (2.6 ± 0.5 vs. 0.9 ± 0.3 fold-

increase, p = 0.02). After seroconversion, higher TLR expression

levels in seroconverters were found in TLR2 (3.4 ± 0.7 vs. 1.4 ± 0.4

fold-increase, p = 0.03), TLR9 (0.49 ± 0.07 vs. 0.29 ± 0.06 fold-

increase, p = 0.04) and the same trend in TLR4 (1.1 ± 0.3 vs. 0.34 ±

0.05 fold-increase, p = 0.058). There was no significant changes in all

TLRs expression over time in both group of patients except that TLR2

levels increased after seroconversion (p = 0.02). In addition, sero-

converters also showed higher expression levels of TNFa at baseline

(43 ± 5.4 vs. 24.7 ± 3.2 fold increase, p = 0.01) and IL-6 at time3

(12.8 ± 4.3 vs. 1.6 ± 0.6 fold-increase, p = 0.04) than non-sero-

converters. TLR4 expression levels were negatively correlated with

HBV DNA levels (Pearson’s r = -0.3, p = 0.03). There was no

significant difference in other TLRs/genes levels between the two

groups of patients.

Conclusion: Antiviral induced HBeAg seroconverters have higher

expression levels of TLR3 and TLR9 before seroconversion and

higher levels of TLR2 and TLR9 after seroconversion. These TLRs

and innate immunity may be involved in HBeAg seroconversion in

antiviral treated chronic hepatitis B patients.

PP1319

The role of intrahepatic Treg/Th17 balance in patients
with different phase of chronic HBV infection

Xia Hai Ma1, Jia Li2
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Background: To analyze the change of intrahepatic Treg/Th17 bal-

ance in patients with different phase of chronic HBV infection, and to

explore the role of Treg/Th17 balance in maintianing immune toler-

ance and inducing immune clearance, and the influence on progress of

disease.

Methods: 68 patients with chronic HBV infection which underwent

liver biopsy were included. The 68 patients included 20 cases in

immune tolerant (IT) phase, 36 cases in immune clearance (IC) phase

and 12 cases in inactive phase. 8 healthy liver transplant donors were

collected as healthy controls. Immune histochemical method was

employed to detect the intrahepatic Treg/Th17 cell levels. To analyze

the change of Treg/Th17 balance in patients with different phase of

chronic HBV infection and the relationship between Treg/Th17 bal-

ance and the falling range of HBsAg, HBeAg and HVB DNA levels

in peripheral blood in patients with the IC phase of chronic HBV

infection at two weeks admitted to hospital.

Result: The intrahepatic Treg and Th17 levels: IC phase group [
inactive phase group [ IT phase group [ controls group. The Treg

levels increased significantly in IC phase group compared with the

other three groups (all P \ 0.01), and there were no significant dif-

ferences in other groups (all P[0.05). Between IT phase group and

inactive phase group, there was no significant difference in Th17

levels (P[0.05), and the differences were significant in other groups

(all P\0.05). Treg/Th17: IT phase group[controls group[inactive

phase group [ IC phase group. The differences were significant

between IC phase group and controls and IT phase group (all P \
0.05); The difference was significant between inactive phase group

and IT phase group (all P \ 0.05); and there were no significant

differences in other groups (all P[ 0.05). The HBsAg, HBeAg and

HVB DNA levels in peripheral blood at two weeks admitted to

hospital correlated negatively with the intrahepatic Treg cell levels in

patients in IC phase of chronic HBV infection (P\0.001). The Treg,

Th17 levels and their ratio in IC phase group with different degree of

inflammation and fibrosis had significant differences: G4 group[G3

group[G2 group, S3 group[S2 group[S1 group (all P\ 0.05).

Conclusion: There was no change of the Treg/Th17 balance in IT

phase, and Treg has no influence on maintianing immune tolerance in

chronic HBV infection. The imbalance of Treg/Th17 was observed in

IC phase. Th17 may actively participate in the immune-mediated liver

injury and the development of hepatic fibrosis in CHB patients. Treg

may inhibit inflammation and reduce liver injury via the negative

feedback regulation mechanism, and meanwhile impede the eradi-

cation of HBV.

PP1320

Hepatic steatosis in chronic hepatitis B patients: diagnostic values
of abdominal ultrasound, controlled attenuation parameter,
and hepatic steaosis index

Liang Xu1

1Tianjin Second People’s Hospital, Tianjin

Background: The performance of ultrasound and hepatic steatosis

index (HSI) for diagnosing steatosis in general population has been

confirmed, but has not been described yet in chronic hepatitis B

(CHB) patients. And recently, a few articles suggested controlled

attenuation parameter (CAP) measured by Fibroscan VCTE tech-

nology was a new non-invasive promising tool for diagnosing

steatosis in CHB. So the aim of this study was to evaluate the

diagnostic accuracy of CAP and HSI for detection, quantification and

misdiagnosis of steatosis in CHB patients compared with ultra-

sonography (US) according to liver biopsy (LB).

Methods: Consecutive CHB patients underwent LB, US and liver

stiffness measurements (LSM) with simultaneous CAP determination

using the FibroScan M probe. Steatosis was evaluated using CAP,

HSI, US and liver biopsy. Performance of CAP and HSI for diag-

nosing steatosis compared with LB was assessed using areas under

receiver operating characteristic curves (AUROCs). Comparisons the

detection rates and discordance rates of steatosis stage on CAP, HSI

and US according to LB were made using Chi squared or Fisher’s

exact test.

Result: A total of 403 CHB patients were included with a prevalence

of biopsy-proven hepatic steatosis of 40.7%, and the distribution of

steatosis grade was S1 (34.7%), S2 (3.7%), S3 (2.2%), respectively.

AUROCs of CAP and HSI were 0.795 (95% CI 0.752–0.833) and

0.683 (95% CI 0.633–0.729) for S[1 (P = 0.0009); 0.945 (95% CI

0.919–0.965) and 0.778 (95% CI 0.733–0.818) for S [ 2 (P \
0.0001), 0.968 (95% CI 0.946–0.983) and 0.857 (95% CI

0.818–0.891) for S [ 3 (P = 0.0232) (Z value = 3.305,4.902,2.27,

respectively). CAP and HSI accuracies were significantly higher than

US to detect patients in S1[61.4%(96), 51.8%(73) vs 20%(28), v2 =

66.931, 31.362; P\ 0.001 for both] and S3 [88.9%(8), 77.8%(7) vs

0%(0); P \ 0.001, P = 0.002] steatosis grades. CAP accuracy was

significantly higher than HSI to detect patients in S1 steatosis grades

(v2 = 7.896, P = 0.005). CAP and HSI exhibited lower underesti-

mated rate than US (13.4%, 17.9%, vs 30.5%, v2 = 34.467, 17.595; P

\ 0.001 for both), but exhibited more overestimated rates (30.5%,

38.2%, vs 12.4%, v2 = 39.222, 70.986; P \ 0.001 for both). CAP

value was correlated with hepatic steatosis grade (q = 30.438; 95%

CI 23.4–37.5, P\ 0.001), body mass index (BMI) (q = 4.370; 95%

CI 3.0–5.7, P \ 0.001) and histological activity index (HAI) (q =

-1.849; 95% CI -3.346 to -0.352, P = 0.016) in the multivariate

stepwise regression analysis.

Conclusion: HSI is aslo a useful tool that can measure hepatic

steatosis in CHB population. CAP significantly outperformed HSI and

US accuracy for steatosis screening and quantification in this popu-

lation, HSI secondly, US the worst. Further studies are needed to

improve the accuracy of CAP interpretation, especially to lower the

overestimated rate.

PP1321

Identification of phosphoglycerate kinase 1 minimal promoter
regulated by HBx

QI WANG1, Lihua Zhao1, Shunai Liu1, Jun Cheng1

1Beijing Ditan Hospital, Capital Medical University, Beijing

Background: Phosphoglycerate kinase 1 (PGK1) is a key enzyme in

glycolysis. We first identified that PGK1 could be trans-activated by

HBx in suppression subtractive hybridization (SSH) study. However,

the molecular mechanism underlying it is not very clear. We have

previously demonstrated that HBx could up-regulate the expression of

PGK1. In this study, we explore the mechanism of transcriptional

regulation of PGK1 promoter.

Methods: To identify and analyze the PGK1 promoter, a 1854-bp

genomic DNA fragment (-1791 bp* +63 bp) was amplified using

genomic DNA isolated from HepG2 cells as template. Then we

performed functional dissection of the PGK1 promoter. We searched

Promoter Scan and TFSEARCH to identify putative Sp1 binding

sites. This was demonstrated by EMSA. To ascertain whether the

transcription factors Sp1 play a functional role in the activation of the
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PGK1 promoter, we performed site-directed mutagenesis of the Sp1

binding sites.

Result: We identified the PGK1 promoter (-1791 to +63 bp) has the

transcriptional activity. Serial deletion analysis therefore suggested

that a 153-bp fragment of the promoter (-247 to -95 bp) contained

the requisite sequences important for transcriptional activity. The

transcription factors Sp1 could bind to PGK1 minimal promoter. Site-

directed mutagenesis of these two transcriptional factors decreased

the transcriptional activity.

Conclusion: These results revealed that Sp1 positively regulated the

PGK1 promoter. These findings may provide new insight into the

mechanisms that HBx regulate PGK1 expression.

PP1322

The effects of adefovir dipivoxil on the intrahepatic HBV cccDNA
quantification, the liver pathology, serum HBsAg and the clinical
manifestation in the patients with chronic hepatitis B

Huiping Sheng1, Yan Yang1, Huihui Lv2, Fang Wang3, Xi Chen2,
Xue Zhai2, Kexia Zhang2, Zhenwei Li2

1General Hospital of Ningxia Medical University, Yinchuan;
2Ningxia Medical University, Yinchuan; 3Department of

Gastroenterology and Endocrinology, Xi’an Electric Power Central

Hospital, Xi’an

Background: Adefovir can effectively inhibit hepatitis B virus

replication, not only for the wild-type strain but for YMDD mutants,

in addition, it has a different resistance locus from lamivudine,

entecavir, and has a lower incidence of drug resistance, and therefore

it can be used as an ideal long-term antiviral therapy. Furthermore, the

lower price of adefovir is suitable for widely and long-term use in

remote areas in western China. Currently it is still controversial on

whether adefovir dipivoxil can effectively inhibit HBVcccDNA. This

study explored the clinical efficacy, pathology, changes of serum

HBsAg titers and HBV cccDNA in liver tissues before and after 48

and 96 weeks treatment with adefovir dipivoxil in chronic hepatitis B

patients. Moreover, we investigated the effects of adefovir dipivoxil

on the clinical, pathological, serum HBsAg titers and the quantifica-

tion of HBV cccDNA in liver tissues of chronic hepatitis B patients.

Methods: 52 patients with CHB were treated with adefovir dipivoxil

tablets 10 mg/day for 48 weeks. They were selected to do liver biopsy

and detect the intrahepatic HBV DNA, HBV cccDNA quantification

before and after treatment. The quantity of intrahepatic HBV cccDNA

and HBV DNA was assayed by FQ-PCR and the serum HBV DNA

was detected by PCR. The serum HBsAg was measured by chemi-

luminescence’s reagent.

Result: 52 patients ALT normalization rate was (41/52)78.84%, The

serum HBV DNA negative conversion rate was (34/52)65.38%,

HBeAg negative conversion rate was (4/25)16%, HBeAg/anti-HBe

seroconversion rate was (2/25)8%, viral breakthrough rate was (2/

25)8%, both virological and biochemical breakthrough were (1/

25)4%; virological and biochemical breakthrough were not found.

The liver tissue inflammatory activity grading was better than before

(Z = -3.023, P = 0.003 \ 0.05), ameliorative rate was (15/23)

65.22%; No significant difference was found in the degree of fibrosis

staging before and after treatment (Z = -0.893, P = 0.372[ 0.05),

ameliorative rate was (8/23)34.78%. There was difference statistically

in the serum HBsAg level before and after treatment (Z = -2.085, P

= 0.005\0.05); The level of intrahepatic HBV DNA, HBV cccDNA

decreased compared with baseline after 48 weeks treatment; The level

of intrahepatic HBV cccDNA decreased 1.19log10 compared with

baseline; Intrahepatic HBV cccDNA quantification wasn’t correlated

with serum HBsAg level before treatment (r = 0.299, p = 0.166 [
0.05).

Conclusion: Adefovir dipivoxil for antiviral therapy can inhibit the

HBV replication, increase seroconversion rates, improve liver func-

tion, ameliorate liver pathology, decrease the serum HBsAg level.

Adefovir dipivoxil therapy last 48 week can depress the level of

intrahepatic HBV DNA and HBVcccDNA.

PP1323

The polymorphisms of IL-6 in patients with hepatitis B virus
infection

Caixia Xia1, Wei Zhu1, Chunhong Huang1, Yanning Liu1, Guohua
Lou1, Min Zheng1

1The State Key Laboratory for Diagnosis and Treatment of Infectious

Diseases, The First Affiliated Hospital, Zhejiang University,

Collaborative Innovation Center for Diagnosis and Treatment of

Infectious Diseases, Hangzhou

Background: The virus, immune response and genetic diversity are

three main factors that affect the outcome of HBV infections. Many

researches have showed that IL-6 polymorphisms are involved in the

progression of chronic HBV infection.

Methods: DNAs were extracted from the peripheral blood of 1262

samples (276 CHB patients, 294 HBV-infected liver cirrhosis

patients, 105 HBV-infected liver failure patients, 223 inactive HBV-

carriers and 364 healthy controls) from The First Affiliated Hospital,

Zhejiang University. The Taqman PCR method was used to detect the

polymorphisms of IL-6 (rs1800796, rs17147230, rs10499563,

rs2069837, rs2066992, rs1524107 and rs2069852).

Result: The genotype distributions for IL-6 polymorphisms were in

Hardy–Weinberg equilibrium in each group (P [ 0.05). In CHB

patients and HBV-infected liver cirrhosis patients, the genotype fre-

quencies were significant differences between these two groups in

rs10499563 SNP and rs2069837 SNP (v2 = 6.65, P = 0.0360; v2 =

8.97, P = 0.0113) and the allele genotype frequencies were also

different in rs10499563 SNP and rs2069837 SNP (v2 = 6.2, P =

0.01277; v2 = 7.18, P = 0.00738). In HBV-infected liver cirrhosis

patients and inactive HBV-carriers, the genotype frequencies were

significant differences between these two groups in rs10499563 SNP

and rs2069837 SNP (v2 = 11.19, P = 0.0037; v2 = 9.35, P = 0.0093)

and the allele genotype frequencies were also different in rs10499563

SNP and rs2069837 SNP (v2 = 10.86, P = 0.00098; v2 = 5.48, P =

0.01923). What’s more, the genotype frequencies were significant

differences between HBV-infected liver cirrhosis patients and control

group in rs2069837 SNP (v2 = 6.55, P = 0.0379).

Conclusion: The polymorphisms of the IL-6 rs10499563 and

rs2069837 were associated with the susceptibility of liver cirrhosis

and these 2 SNPs could be used as potential predicting markers for

prognosis of hepatitis B development.

PP1324

CD14highCD16+ monocytes correlated with different status
of HBV infection: a novel maker to distinguish immune tolerance
and immune clearance in hepatitis B

Na Gao1, Lan jing Jin2, Qi jun Niu2, Zhu xiu Gao2, The first
hospital of JIlin university
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1The First Affiliated Hospital of Xinjiang Medical University,

Urumqi; 2The First Hospital of Jilin University, Changchun

Background: To identify immune tolerant and immune active phases

of HBV infection in patients with normal aminotransferase level is

still a tough problem. We aimed to investigate whether Fc gamma

receptor (FccR) family could be one of the variables distinguishing

the phases of immune tolerance and immune clearance in hepatitis B.

Methods: Fifty-four patients with HBV infection and twenty healthy

controls (HC) were enrolled in the study. According to the HBV

infection immune status, the patients were divided into three groups:

acute hepatitis B infection group (AHB), hepatitis B clearance group

(HBC), Hepatitis B tolerance group (HBT). We analyzed FccRIII

(CD16) on NK cells and monocytes, FccRII (CD32) on B cells and

monocytes, FccRI (CD64) on monocytes in different phases of hep-

atitis B by multicolour flowcytometry. Chemiuminescent

microparticle immunoassay was used to measure the serum HBsAg

level. All patient’s demographics, liver function, HBsAg titer and

HBV DNA level were analyzed with immune cells as we described

before. The Mann-Whiney U test was used for comparison of con-

tinuous data between two groups. The Spearman correlation analysis

was used for correlation analysis.

Result: A total of 74 cases were enrolled: AHB group (7 patients),

HBC group (31 patients), HBT group (16 patients) and HC (20

people). Patients of HBC group had a lower CD3-CD56+CD16+ NK

cells than patients of HBT group (P = 0.001), however, the per-

centage of CD14highCD16+ monocytes was higher in HBC group than

HBT group (P \ 0.001). In addition, AHB group had lower

CD3-CD56+CD16+ NK cells and higher CD14highCD16+ monocytes

than HC (P = 0.002 and P = 0.002 respectively). There was no

difference of CD32 on CD3-CD19+B cells and CD3-CD5+CD32+ B

cells in any two groups. The strongest correlation with ALT level was

for CD14highCD16+ monocytes (r = 0.694, P \ 0.001).

CD14highCD16+ monocytes were also associated with AST (r =

0.698, P\ 0.001). CD14highCD16+ monocytes negatively correlated

with serum HBV DNA (r = -0.446, P = 0.0017) and serum HBsAg

(r = -0.614, P \ 0.001). However, CD3-CD56+CD16+ NK cells

didn’t show significant correlation with ALT, AST, HBsAg and HBV

DNA levels.

Conclusion: CD14highCD16+ monocytes have a strong correlation

with ALT and AST level and a significant negative association with

HBsAg level. This proved CD14highCD16+ monocytes may be a novel

marker to identify immune clearance and immune tolerance in

chronic hepatitis B infection.

PP1325

Expression of autophagy modulating genes in PBMCs
from familial clustering patients with chronic hepatitis B

Yingli He1, Zhen Tian2, Li Jin1, Liu Jinfeng3, Tianyan Chen1,
Yingren Zhao1

1Department of Infectious Diseases, First Affiliated Hospital, School

of Medicine, Xi’an Jiaotong University, Xi’an, Shanxi Province;
2Department of Infectious Diseases, the First Affiliated Teaching

Hospital, School of Medicine, Xian JiaoTong University, Xian;
3Department of Infectious Diseases, the First Affiliated Hospital of

Xian Jiaotong University, Xian

Background: Evidences have shown that autophagy is involved in

the chronic hepatitis B infection. To address this issue from a

molecular standpoint, expression of an array of genes coding for key

autophagy associated genes in PBMCs from a family of clustering

HBV infection were measured and analyzed.

Methods: Total RNA prepared from PBMCs in a family of clustering

HBV infection including 11 CHB patients and 9 healthy spouses was

hybridized to high-density oligouncleotide arrays (HG-U133A 2.0

Human GeneChips, Affymetrix), which interrogate the expression of

&22,000 human ESTs. Primary image obtained from scanner was

analyzed with DNT software package.

Result: 19 Autophagy related genes out of 22,000 ESTs were iden-

tified differently. Among these 19 genes, 12 displayed increased

expression and 7 genes decreased in CHB compared to those in

healthy control. Functional analyses shown that those genes closely

involved in initiation, nucleation, elongation of phagophores,

sequestration of cytosolic components through autophagosome for-

mation, transport to the lysosome and then degradation.

Conclusion: A differential expression of genes related autophagy

between patients with chronic hepatitis B and healthy controls were

indented, a decreased autophagy in PBMCs was observed, which

provides novel insights into the pathogenesis of chronic HBV infec-

tion and are helpful for developing new treatments.

PP1326

Knockdown of autophagy related gene ATG7 enhances innate
immune response in HepG2 cell infected HBV

Cheng-Li Wu1, Xiao-Jun Zhu 2, Xue-Hua Sun2, Xin Zhang2,
Yi-Fei Tang2, Yue-Qiu Gao2

Hospital of people’s Liberation Army, Shanghai; 2Shuguang Hospital,

Shanghai University of Traditional Chinese Medicine, Shanghai;
3Shuguang Hospital, Shanghai University of Traditional Chinese

Medicine, Shanghai

Background: The role of autophagy in disease pathogenesis following

viral infection is beginning to be elucidated. It has been demonstrated that

HBV induces autophagy and uses it to facilitate its DNA replication.

However, the biological significance of HBV induced autophagy has not

been clarified. Autophagy has recently been identified as a novel com-

ponent of innate immune system against viral infection.

Methods: HepG2 cells with pHBV1.3 were transfected with control

or ATG7 siRNA using lipofectamine 2000, HBsAg, HBeAg and HBV

DNA in these cells were detected by Enzyme-linked immunoassay

and Real time-PCR. And the level of the interferon alpha, beta,
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gamma and downstream protein expression level in these cells were

tested by Real time-PCR.

Result: In HepG2 cells with pHBV1.3 and then transfected with

ATG7 siRNA, the expression of HBeAg and HBV DNA decreased

compare to to infection of control HepG2. And the expression of IFN-

b, IFN-a, IFN-c, OAS-3, and ISG15 mRNAs of the interferon sig-

naling pathways increased as compared to infection of control

HepG2.

Conclusion: HBV induced autophagy impairs innate immune

response.

PP1327

The value of evaluation of antiviral efficacy by dynamic
monitoring IL-17 level in CHB patients treated with nucleoside
analogues

Yanping Fu1, Jianning Jiang2, Minghua Su3, Jiaxin Fu4,
Bobin Hu1, Man Du5, Yu Liu5, Li Guo3

1The Guangxi Zhuang Autonomous Region AIDS Clinical Treatment

Center (Nanning), Nanning Fourth People’s Hospital, Nanning; 2First

Affiliated Hospital of Guangxi Medical University, Nanning; 3The

First Affiliated Hospital of Guangxi Medical University, Nanning;
4The Affiliated Hospital of Yangzhou Medical University, Yangzhou;
5The First Affiliated Hospital, Guangxi Medical University, Nanning

Background: To investigate the value of dynamic monitoring of IL-

17 level in CHB patients treated with nucleoside analogues by

observing the changes of IL-17 level in the course of antiviral

therapy.

Methods: 58 cases of chronic hepatitis B patients treated with

nucleoside analogues for 2 years or more than 2 years were selected

as the study subjects, Another 32 healthy people were randomly

selected as the control group. Baseline level of IL-17 in healthy

people and the IL-17 levels at baseline, 3, 6, 12 months in CHB group

were detected. At the same time, the value of ALT, HBeAg, HBeAb

and HBV-DNA were also detected.

Result: 1. Compared with the healthy group (58.31 ± 1.39), the level

of IL-17 in CHB group (101.49 ± 27.27) was significantly higher (P

\0.001). There was no significant difference in IL-17 levels between

initial/treated treatment, gender, and age groups (P [ 0.05). 2. The

levels of IL-17 at baseline, 3, 6, 12 months were (101.49 + 27.27,

94.49 + 20.25, 97.48 + 26.17, 93.78 + 22.61) pg/ml, and the levels of

IL-17 at 3,12 months compared with baseline were decreased (P \
0.05); while The levels of ALT at baseline, 3, 6, 12 months were

(145.45 + 120.70, 54.32 + 40.84, 29.45 + 11.47, 27 + 15.58) IU/L;

The levels of ALT at 3, 6, 12 months compared with baseline were

decreased (P\ 0.05); The 4 time points of the HBV-DNA negative

rates were 0, 79.3, 94.8, 96.6%; The serological conversion rates of

HBeAg were 0, 15.5, 22.4, 37.9%. 3. There was no significant dif-

ference in the overall IL-17 dynamic curve between different drug

regimen (P [ 0.05). 4. Group on whether there was virological

response in 3 months, and the levels of IL-17 were different between

the two groups (P = 0.031), the group having virological response

was lower, and there was no significant difference in ALT. According

to whether there was serum conversion in HBeAg in 2 years to group,

the differences of IL-17 (P\ 0.01) had significance, while ALT did

not have, and the level of IL-17 in the group with serum conversion

was lower.

Conclusion: As a inflammation index, IL-17 can be used for the

dynamic monitoring of antiviral treatment process to evaluate the

efficacy; CHB patients treated with nucleoside analogues for 1 years,

the inflammation of the liver has not yet completely subsided and

slower virological response and slower HBeAg serological conver-

sion suggest that the inflammation subsided more slowly and maybe

need to be treated with liver protective drugs.

PP1328

Meta-analysis: might changes in serum IL-17 from patients
with chronic hepatitis B (CHB) during antiviral therapy correlate
to the treatment effect?

Kai Liu1, Hu Li1, Min Chen1

1Key Laboratory of Molecular Biology for Infectious Diseases

(Ministry of Education), Institute for Viral Hepatitis, Department of

Infectious Diseases, The Second Affiliated Hospital, Chongqing

Medical University, Chongqing

Background: IL-17 could trigger immune reaction in the early stage

of HBV infection and might play some role in CHB. There were some

conflicting reports which showed serum IL-17 abnormal in CHB

patients. By this meta-analysis, We observed what changes in serum

IL-17 during anti-HBV therapy, and explore whether there was
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relationship between these changes and the effect of antiviral treat-

ment, either IFN-a or nucleos(t)ide analogue.

Methods: Two authors independently searched PUBMED, Embase,

Cochrane Library, Medline, CNKI, VIP, and Wanfang database in

September 2016. We included studies for CHB patients receiving

IFN-a or nucleos(t)ide analogue therapy. We excluded studies with

HCV or other liver diseases in antiviral therapy. Random or fixed

effect model was used to estimate pooled effect size, and hetero-

geneity was assessed. The changes in levels of serum IL-17 during

antiviral treatment was observed, and the relationship of these

changes with effect of antiviral treatment was investigated.

Result: Total seventeen studies involving 938 CHB patients were

included. Overall pooled serum IL-17 level in CHB patients was

104.9 pg/mL, which was significantly decreased to 57.5 pg/ml after

anti-HBV therapy (SMD = 1.67, 95% CI 1.67–2.28, P\0.00001). In

subgroup analysis for different anti-HBV medicine or HBeAg level,

serum IL-17 level decreased significantly post-treatment in all these

subgroups. Furthermore, serum IL-17 level decreased much more in

CHB patients who got normal ALT level after therapy when com-

pared to the other patients (SMD = -0.5, 95% CI -0.95 to -0.05, P

= 0.03). But there were no significant differences in changes of IL-17

level between the group who got HBeAg clearance and who didn’t, or

the group whose HBV-DNA declined more than 2log and the others.

Conclusion: This analysis showed anti-HBV treatment could decline

serum IL-17 level. Moreover, CHB patients might tend to get normal

ALT level after anti-viral therapy when they displayed a sharply

decreased serum IL-17 level. Therefore, serum Il-17 level during anti-

HBV therapy might reflect the effect of therapy on liver

inflammation.

PP1329

Proteomics based identification of autotaxin as an anti-hepatitis B
virus factor and a promoter of hepatoma cell invasion
and migration

Min Yang1, Sha She2, Huaidong Hu2, Peng Hu2, Dazhi Zhang2,
Hong Ren2, Yixuan Yang2

1Institute for Viral Hepatitis, Key Laboratory of Molecular Biology

for Infectious Diseases (Ministry of Education), Department of

Infectious Diseases, The Second Affiliated Hospital, Chongqing

Medical University, Chongqing; 2Institute for Viral Hepatitis, Key

Laboratory of Molecular Biology for Infectious Diseases (Ministry of

Education), Department of Infectious Diseases, The Second Affiliated

Hospital, Chongqing Medical University, Chongqing

Background: Hepatitis B virus (HBV) infection plays a crucial role

in the pathogenesis of chronic hepatitis, cirrhosis and hepatocellular

carcinoma. Therefore, it is of prime importance to understand the

mechanisms of HBV-host interactions during malignant transforma-

tion in chronic hepatitis B (CHB) infection to identify novel

therapeutic anti-HBV targets.

Methods: We utilized Isobaric Tags for Relative and Absolute

Quantitation (iTRAQ) to identify the secretory proteins that are dif-

ferentially expressed in the HBV DNA-transfected HepG2.2.15 cell

line and its parental HepG2 cell line. IHC was employed to assess the

clinical relevance of the observations. Small interfering (si) RNA-

based silencing transfection methods were carried out to study the

function of ENPP2.

Result: Totally, 795 unique proteins were detected and 133 of them

were identified as differentially expressed in HepG2.2.15 cell line

compared with that of its parental HepG2 cell line. Ectonucleotide

pyrophosphatase/phosphodiesterase family member 2 precursor

(ENPP2) is one of the most significantly up-regulated secretory pro-

teins associated with HBV replication. This differential expression of

ENPP2 was further validated by real-time quantitative RT-PCR,

Western Blot and immunohistochemical analysis. To study the

function of ENPP2, we knockdown ENPP2 expression in HepG2.2.15

cell line by RNA interference. SiRNA-mediated ENPP2 silencing

resulted in a significant increase of HBV titer by 2.3-fold, which is

concomitant with elevated levels of hepatitis B surface antigen and e

antigen in the culture medium. The affect of ENPP2 on HBV titer is

associated with IFN signaling pathway, which is determined by real-

time quantitative RT-PCR.

Conclusion: In conclusion, the present study demonstrates for the

first time that ENPP2 functions as an endogenous anti-HBV factor

during HBV infection via the IFN signaling pathway. It may provide

valuable novel insights into the underlying mechanisms of HBV

infection.

PP1330

Deep sequencing analysis for rtA181T and rtA181V mutation
of hepatitis B virus

Xianghua Guo1, Yabo Ouyang1, Jingren Shi1, Feili Wei1,
Junqi Shan1, Dongjie Liu1, Zhiqiang Zhang1, Yanxiang Huang1,
Dexi Chen1

1Beijing You’an Hospital, Capital Medical University, Beijing

Institute of Hepatology, Beijing

Background: Hepatitis B virus (HBV) rtA181T/V mutation is pri-

mary resistance to Adefovir (ADV) and is the common pathway of
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multidrug resistance, which developed from long-time anti-viral

nuleuos(t)ide analogs(NAs) therapy. Previous studies reported a

correlation between hepatocellular carcinoma (HCC) and hepatitis B

virus (HBV) rtA181T mutation. However, the exact difference

between rtA181T and rtA181V mutations which might link to the

oncogenic mechanism of rtA181T mutation is still unclear. We thus

aimed to explore the dynamic changes of these two mutations by deep

sequencing based on the clinical samples, and to reveal the oncogenic

mechanism of rtA181T mutation.

Methods: A total of 1115 patients (372 in rtA181V group and 743

in rtA181T group) in Beijing You an Hospital from 2009 to 2015

were screened in this study firstly, and 321 patients were excluded

finally due to lack of clinical data or repeated select. Demographic

and clinical features of rtA181T and rtA181V groups were ana-

lyzed. The levels of HBV DNA, HBsAg and HBeAg in plasma

samples of the two groups were compared. Deep-sequencing of 30

plasma samples from 15 patients with rtA181T or rtA181V

mutation was performed to demonstrate the virus quasispecies

evolution. HBV nucleic acid levels in the liver biopsies from the

patients with rtA181T or rtA181V were detected by fluorescence

in situ hybridization (FISH) and qPCR.

Result: Compared with rtA181V group, chronic hepatitis B (CHB)

patients with rtA181T mutant had significantly higher serum HBeAg

levels (P = 0.000), whereas lower HBV DNA load (P = 0.016), and

higher occurrence of HCC (P = 0.01), specifically. Deep-sequencing

data showed the medians of between group mean genetics distance of

the quasispecies were 0.022 (0.007–0.031) in rtA181V group and

0.004 (0.003–0.008) in rtA181T group (P = 0.027), which indicated a

lower evolution speed of rtA181T group. More HBV DNA and RNA

were detected in biopsies from rtA181T group.

Conclusion: RtA181T mutation is associated with increasing risk of

HCC of CHB patients in this study. It has three clues. First, 10 times

higher HBeAg in plasma of A181T patients than that in plasma of

A181 V patients suggested very high level of HBV replication in

A181T patients. Second, HBV cccDNA accumulates over 20 times in

the liver cancer cells from rtA181T group. Third, deep sequencing

data indicated a lower evolution speed of rtA181T group.

PP1331

Progression of initially significant hepatic fibrosis in chronic
hepatitis B patients with non-antiviral treatment: a prospective
repeat liver biopsy study

Xiao ling Chi1, Huan Ming Xiao1, Yu Bao Xie1, Mei jie Shi1,
Jun min Jiang1, Guang jun Tian1, Gao Shu Cai1, Shu Duo Wu1,
Jie zhen Chen1, Chao Zhen Zhang1, Peng Tao Zhao1

1Guangdong Provincial Hospital of Chinese Medicine, Guangzhou

Background: Previous treatment guidelines have recommended

antiviral treatment in Chronic Hepatitis B (CHB) patients with sig-

nificant hepatic fibrosis. However, not all these patients could accept

antiviral treatment. In China, a substantial proportion of patients seek

for liver-protected drugs and traditional Chinese medicine (TCM)

instead. But there is very little data on the progression of significant

liver fibrosis in these patients with TCM plus liver-protected drugs.

So, the aim of this study was to assess the risk of fibrosis progression

in CHB patients with initially significant liver fibrosis with non-

antiviral treatment and to evaluate the efficacy and safety of TCM

combined with Bicyclol tablets in CHB patients.

Methods: We studied 40 CHB patients who had significant fibrosis

(METAVIR fibrosis stage F2–F3) and mild inflammation (G1–G2) in

initial liver biopsy. Moreover, these 40 patients refuse antiviral

treatment and accept the combination therapy (TCM combined with

Bicyclol). Written informed consents have been obtained from all

patients before enrollment. They were prospectively followed up and

the second liver biopsy was performed after more than 1 year treat-

ment to assess progression of liver disease. Patients were considered

to have fibrosis progression if the fibrosis stage increased by 1 stage

and fibrosis improvement if it decreased by 1 stage.

Result: Through 12–58 months follow up, 30% (12/40) patients

achieved inflammation improvement and 25.0% (10/40) patients

showed inflammation progression, while 57.5% (23/40) patients

achieved fibrosis improvement and 5.0% (2/40) patients showed

fibrosis progression. Most importantly, only one patient progressed

into cirrhosis. Serum ALT level was decreased from 47.38 ± 36.78 to

33.12 ± 24.48 IU/L, while significant decrease in serum HBV-DNA

level were observed (from 5.58 ± 1.47 to 5.03 ± 1.72 log10 IU/ml) in

CHB patients. However, only 2 patients achieved HBeAg

seroconversion.

Conclusion: The CHB patients who had significant fibrosis (F2–F3)

and mild inflammation (G1–G2) could be treated with TCM plus

Bicyclol, if they have written informed consents.

PP1332

Characterization and comparison of adaptive immunity features
between acute-resolving and persisting HBV replication in mouse
model

Yanan Liu1, Qin Wang1, Lu Wang1, Jinzhuo Luo1, Qing Yu1,
Shangqing Yang1, Dongliang Yang1, Jia Liu1

1Department of Infectious Diseases, Institute of Infection And

Immunology, Union Hospital, Tongji Medical College, Huazhong

University of Science And Technology, Wuhan

Background: Effective adaptive immune responses are vital for the

clearance of HBV infection. However, a systemic comparison of the

differences in adaptive immunity between acute-resolving and per-

sisting HBV infection was absent.

Methods: We kinetically characterized the frequencies, phenotypes

and function of the major immune cells of adaptive immunity in the

spleen, PBMC and liver in the acute-resolving and persisting HBV

replication mice.

Result: We observed splenomegaly during the early stage (day 4) of

HBV replication in both the acute-resolving and the persisting HBV-

mice. Consistently, increased frequencies and numbers of CD8+ T

cells, CD4+ T cell and dendritic cells (DCs) in the spleens were

observed in these mice. However, active phenotypes of splenic CD4+

T cells and CD8+ T cells were only observed in the acute-resolving

HBV-mice but not the persisting ones. Following the early expansion

of splenic CD8+ T cells, increased frequencies of CD8+ T cells were

only sequentially observed in PBMCs (day 7) and liver (day 14–21) in

the acute-resolving HBV-mice, indicating an impaired T cell

recruitment to liver in the persisting HBV-mice. Strong HBV specific

CD8+ T cell responses were detected in spleen and liver since day 14

in the acute-resolving HBV-mice, and were absent in persisting HBV-
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mice during the observation period. Moreover, the co-stimulatory

molecule expression on antigen presented cells such as DCs, B cells,

macrophages (Kupffer cells in the liver), hepatocytes and liver sinu-

soidal endothelial cells (LSECs) was also analyzed. No significant

change of CD80, CD86, CD40 and MHC-II expression on these cells

between the acute-resolving and the persisting HBV-mice was

observed. Important (APCs) during HBV infection. Interestingly,

early upregulation of MHC-I and PD-L1 expression on hepatocytes,

Kupffer cells and LSECs in the persisting HBV-mice was observed.

The serum concentrations of inflammatory cytokines, such as IL-2,

IL-4, IL-6, IL-10, IL-17A, TNF-a and IFN-c were undetectable in

both HBV-mice during the whole observation period. Thus, our

results indicated that the absence of the early activation of splenic T

cells and the recruitment of CD8+ T cells to liver may lead to HBV

persistence.

Conclusion: Our current study provided a comprehensive character-

ization of the dynamic features of HBV-adaptive immunity of both

acute-resolving and persisting HBV replication, and may lay a

foundation for further elucidation of the immunological mechanism

of HBV persistence in human.

PP1333

Vitamin D is a possible predictor related with progression
and prognosis of chronic hepatits B

Xi Zhang1, Xiaojing Liu1, Xueliang Yang1, Yunru Chen1,
Ying Kong1, Kai Zhang1, Feng Ye1, Shumei Lin1

1Department of Infectious Diseases, The First Affiliated Hospital,

Medical School of Xi’an Jiaotong University, Xi’an

Background: Recently, the role of vitamin D in chronic liver disease

has received much attention, given its inherent activation process by

the liver and the high prevalence of vitamin D deficiency in this

patient group. However, studies on the potential relationship between

vitamin D level and chronic hepatitis B virus (HBV) infectors are still

limited.

Methods: Vitamin D serum levels were determined in a cohort of 277

chronic HBV infected patients (including chronic hepatitis, acute-on-

chronic liver failure in middle stage, compensated liver cirrhosis and

decompensated liver cirrhosis). Biochemical arameters, HBV DNA

load, blood routine, HBsAg and HBeAg level were tested. Histologic

assessment was based on Fibroscan and computed tomography or

ultrasound image.

Result: Vitamin D deficiency (\20 ng/ml) is highly prevalent in

chronic hepatitis B patients. The percentage of patients with vitamin

D deficiency were 82.76, 76, and 60.7% in mild, moderate, and severe

hepatitis patients, respectively. Vitamin D level was higher in patients

with severer inflammatory activity (mild, moderate, vs severe hep-

atitis: 3.49 ± 0.41, 15.05 ± 1.43 vs 17.03 ± 1.45 ng/ml, p\0.001).

Vitamin D levels are positively related to ALT (R = 0.224 P =

0.001), AST (R = 0.126 P = 0.045), GGT (R = 0.174 P = 0.006),

ALB (R = 0.24 P\0.001) and HBsAg (R = 0.16 p = 0.015), while

no significant association was found between HBV-DNA and Vitamin

D status (R = 0.114 P = 0.079). Patients with decompensated liver

cirrhosis had a lower mean vitamin D level than those with com-

pensated liver cirrhosis (13.01 ± 0.68 vs 16.23 ± 1.14 ng/ml, p =

0.01). The mean vitamin D level in chronic-on-acute liver failure

patients was 14.34 ± 2.04 ng/ml, and it was significantly lower in the

death group than the survival group (9.65 ± 2.09 vs 15.25 ± 2.25 ng/

ml, p = 0.009).

Conclusion: Vitamin D level is related to the inflammatory activity

and progression of chronic hepatitis B. It maybe an interesting

prognostic factor for HBV related acute-on-chronic liver failure in

middle stage.

PP1334

Circulating cytokines and their association with HBsAg and HBV
DNAemia levels in chronic hepatitis B infection

Chai Hong Tan1, Jack Bee Chook2, Yean Kong Yong2,3, Esaki M.
Shankar3,4, Kok Keng Tee3,5, Rosmawati Mohamed2

1Department of Medicine, University of Malaya Medical Centre,

Kuala Lumpur, Malaysia; 2Department of Medicine, University of

Malaya Medical Centre, Kuala Lumpur, Malaysia; 3Centre of

Excellence for Research in AIDS (CERiA), Faculty of Medicine,

University of Malaya, Kuala Lumpur, Malaysia; 4Department of Life

Sciences, Central University of Tamil Nadu (CUTN), Thiruvarur,

India; 5Department of Medical Microbiology, Faculty of Medicine,

University of Malaya, Kuala Lumpur, Malaysia

Background: Hepatitis B virus (HBV) infection is a major cause of

chronic liver disease that may progress to liver cirrhosis and hepa-

tocellular carcinoma; and host immune responses are the key

determinants of HBV clearance or persistence. Chronic hepatitis B

(CHB) is a highly heterogeneous condition characterised by differ-

ential levels of virus replication, liver manifestations and humoral

responses. While plasma levels of HBV DNA are reflective of viral

replication, hepatitis B surface antigen (HBsAg) seroclearance is

regarded as the ultimate goal of immune clearance. We investigated

the peripheral blood cytokine profile of 24 cytokines and their asso-

ciation with HBV DNA load andHBsAg seroclearance among chronic

HBV-infected individuals.

Methods: Serum HBsAg, HBV DNA levels as well as levels of 24

cytokines (i.e. MIP-1a, MIP-1b, IL-6, IFN-c, IL-1Ra, IL-5, GM-CSF,

TNF-a, RANTES, IL-1b, eotaxin, VEGF, PDGF, IP-10, IL-13, IL-4,

MCP-1, IL-8 IL-10, G-CSF, IL-7, IL-12, IL-17A and IL-9) were

measured in 115 CHB patients by a commercial cytokine bead array.

Result: Subjects with the lowest quartile of HBV DNA levels had

higher median serum levels of IL-7 (p = 0.026), IFN-c (p = 0.037),

IL-12 (p = 0.018), IL-5 (0.007) and lower IP-10 (p = 0.032) than

those with the highest quartile of HBV DNA levels. IL-7, a T-cell

growth factor, directly correlated with the levels of Th1 cytokines e.g.

IFN-c (r = 0.789, p\0.0001), IL-12 (r = 0.752, P\0.0001) and Th2

cytokine e.g. IL-5 (r = 0.797, p\ 0.0001). Subjects with the lowest

quartile of HBsAg levels had higher eotaxin (p = 0.022), an eosi-

nophil chemotactic protein, than those with the highest quartile of

HBsAg levels.

Conclusion: Our data demonstrated that aberrant cellular and

humoral immunity is pivotal to effective control of HBV activity and

Th2 responses appear to play a key role in HBsAg seroclearance.

Immunomodulating agents that enhance T-cell functions may be

effective in the control of chronic HBV infection.
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Metformin and rosiglitazone facilitated HBV clearance in mice
with high fat diet by modulating the expression of ACC1
and CPT1

Qinliu Liu1, Fanghui Li1, Yang He1, Qingfeng Zhu1, Bin Zhu1,
Panpan Xia1, Junzhong Wang1, Yinping Lu1, Jia Liu1, Jun Wu1,
Xin Zheng1, Mengji Lu2, Baoju Wang1, Dongliang Yang1

1Department of Infectious Diseases, Institute of Infection and

Immunology, Union Hospital, Tongji Medical College, Huazhong

University of Science and Technology, Wuhan; 2Institute of Virology,

University of Duisburg-Essen, Essen, Germany

Background: The importance of cellular lipids in viral life cycle has

long been appreciated, however, there have been seldom experiments

focusing on the effect of free fatty acid exerted on the HBV repli-

cation. Given on these, we attempted to investigate the role of fatty

acid metabolism on HBV replication using fatty acids modulating

drugs named Metformin and Rosiglitazone.

Methods: Twenty micrograms of pAAV-HBV1.2 plasmids were

injected hydrodynamically into C57BL/6 mice. Mice were fed with

normal or high fat diet. Metformin and Rosiglitazone was adminis-

tered by oral galvage with the dosage of 300 and 4 mg/kg/day,

respectively. Saline was administered as control. We monitored the

serum HBsAg levels by Elisa and HBV DNA in the serum by qPCR.

Besides, HBcAg was visualized by immunohistochemical staining.

Moreover, the expression levels of AMPKa1, ACC1, and CPT1 in the

mouse livers were detected by qPCR, and then HBV-specific T cell

response was assessed by flow cytometry.

Result: After 6 weeks of treatment, the serum levels of HBsAg, HBV

DNA, and intrahepatic HBcAg from the high fat diet plus metformin

group and the high fat diet plus rosiglitazone group were obviously

lower than other groups (P\0.05). The intrahepatic gene expression

level of ACC1 was statistically downregulated, while CPT1 was

upregulated in the high fat diet plus metformin group and the high fat

diet plus rosiglitazone group. HBsAg-specific and HBcAg-specific T

cell responses, as well as intracellular staining of IL-2, TNF-a and

IFN-c didn’t show any significant difference between the groups.

Conclusion: Metformin and Rosiglitazone could facilitate HBV

clearance in mice with high fat diet. ACC1 and CPT1, the key

enzymes in fatty acid metabolism, may probably play a pivotal role.

Since the HBV-specific T cell immune responses weren’t greatly

affected by the treatment, the detailed mechanism was still needed to

identify. These data could shed light on the further exploration of the

role which fatty acid metabolism played in HBV infection.

PP1336

Local stimulation of LSEC with NOD1 agonist allows T cell
activation and suppresses HBV replication in a mouse model

Shunmei Huang1, Mingfa Chen1, Xiaoyan Gao1, Liwen Chen1,
Xilang Yang1, Shi Zou1, Yanqin Du1, Yinping Lu1, Jia Liu1, Xin
Zheng1, Mengji Lu2, Dongliang Yang1, Jun Wu1

1Department of Infectious Disease, Union Hospital of Tongji Medical

College, Huazhong University of Science and Technology, Wuhan;
2Department of Virology, University Hospital of Essen, Essen,

Germany

Background: Liver sinusoidal endothelial cell (LSEC) activation via

the ligation of pattern recognition receptors (PRRs) leads to full

functional maturation and induces CD8+ T cell immunity; however,

the functional maturation of LSECs induced by a NOD1 ligand (di-

aminopimelic acid; DAP) during viral infection has not been well

defined. Thus, we investigated the role of DAP-stimulated LSEC

maturation during hepatitis B virus (HBV) infection and its potential

mechanism in a hydrodynamic injection (HI) mouse model.

Methods: LSECs were stimulated with DAP in vitro and in vivo and

assessed for the expression of surface markers and for their ability to

promote T cell responses via flow cytometry. The effects of LSEC

maturation on HBV replication and expression and the role of LSECs

in the regulation of other immune cells were also investigated.

Result: Pretreatment of LSECs with DAP induced T cell activation

in vitro. HI-administered DAP induced LSEC maturation and sub-

sequently enhanced T cell responses, which was accompanied by an

increased production of intrahepatic cytokines, chemokines and T cell

markers in the liver. The HI of DAP significantly reduced the HBsAg

and HBV DNA levels in the mice. Importantly, DAP-induced anti-

HBV effects were impaired in the LSEC-depleted mice, which indi-

cated that LSEC activation and T cell recruitment into the liver were

essential for the anti-viral function mediated by DAP application.

Conclusion: Taken together, the results showed that the antigen-

presenting ability of LSECs was enhanced by DAP application,

resulting in the subsequent enhanced T cell responses and inhibited

HBV replication in an HBV mouse model, which highlights the

considerable therapeutic potential of LSEC for the treatment of HBV

infections, as well as the urgency to understanding of how APCs

function in the liver microenvironment.
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mIFN-k3 inhibits replication of HBV in a hydrodynamic injection
mouse model

Juan Hua1, Fengli Li1, Hui Li1, Fanghui Li1, Shunmei Huang1,
Baoju Wang1, Mengji Lu2, Dongliang Yang1, Yinping Lu1

1Department of Infectious Diseases, Union Hospital, Tongji Medical

College, Huazhong University of Science and Technology, Wuhan;
2Institute of Virology, University Hospital of Essen, Essen, Germany

Background: To clone the mouse IFN-k3 gene and transfected it into

BHK cells, and alalyzed the bioactivity of the IFN-k3 in Vitro. In this

study, the antiviral effect of mIFN-k against HBV was determined in

a hydrodynamic injection (HI) mouse model. This work will help to

reveal the mechanism of antiviral effect of IFN-k in mouse model and

develop novel antiviral drugs for HBV infection.

Methods: The mouse IFN-k3 gene was cloned and inserted into

expression vector pIRES2-EGFP. The anti-viral and anti-tumor bio-

logical activity of IFN-k3 secreted by BHK expression cell line was

detected. 10 mg pAAV-HBV1.2 was injected into the tail vein of

mice together with 20 mg pmIFN-k3, 20 mg pmIFN-a4, 20 mg

pmIFN-a4 and 20 mg pmIFN-k3, respectively. Many indicators in

mouse serum samples were collected at different time points and

determined by ELISA, including the amount of mIFN-a4, mIFN-k3,

HBsAg and HBeAg. Liver tissue was taken from the mice receiving

HI at different time points and embedded in paraffin. The liver sec-

tions were also stained with hematoxylin and eosin to track the

inflammation of the liver. Serum HBV DNA level was detected by

real-time quantitative PCR. Meanwhile, total DNA and RNA was

extracted from collected liver tissue at indicated time points. Then

HBV DNA copies were detected by real-time quantitative PCR. The

RNA copy number of mouse IRF3, IRF5, IRF7, ISG15, USP18, OAS

and MX1 was analyzed by RT quantitative PCR.

Result: mIFN-k3 was successfully expressed in BHK cell line.

Compared to the control group injected with pAAV-HBV1.2 alone,

the serum HBsAg level of the mice co-injected with pmIFN-k3 sig-

nificantly decline within 15 dpi, and HBeAg decline within 20 dpi,

and HBV DNA level significantly decline within 30 days. On the

other hand, the serum HBsAg and HBeAg and HBV DNA level in the

mice co-injected with pmIFN-a4 and pmIFN-k significantly decline

compared to the control group injected with pAAV-HBV1.2 alone

within dpi 30 days. The inflammation in group injected with pAAV-

HBV 1.2 alone and co-injected with pAAV-HBV1.2 and pmIFN-k3

were more remarkable than the other two groups, indicating that

mIFN-a4 alone or mIFN-a4 combined with mIFN-k3 can inhibit

inflammatory cells of infiltration to the inflammation.

Conclusion: mIFN-k3 alone suppress significantly the level of serum

HBsAg, HBeAg and HBV DNA at the early stage, within 15 dpi, in

the mouse model based on hydrodynamic injection. mIFN-a com-

bined with mIFN-k can activate JAK-STAT pathway and lead to the

activation of a large number of interferon-stimulating genes. These

effectors block viral transcription, degrade viral RNA and inhibit the

process of HBV replication.

PP1338

LSEC express functional NOD1 receptors: A role for NOD1
in LSEC maturation induced T cell immunity in vitro

Shunmei Huang1, Xiaoyan Gao1, Liwen Chen1, Xilang Yang1,
Shi Zou1, Yanqin DU1, Menji Lu2, Jun Wu1, Dongliang Yang1

1Department of Infectious Disease, Union Hospital of Tongji Medical

College, Huazhong University of Science and Technology, Wuhan;
2Department of Virology, University Hospital of Essen, Essen,

Germany

Background: Liver sinusoidal endothelial cells (LSEC) are organ

resident APCs capable of antigen presentation and subsequent toler-

ization of T cells in physiological condition. In this study, we

investigated whether LSECs pretreatment with NOD-like receptor

(NLR) agonists can switch from a tolerogenic to an immunogenic

state and promote the development of T cell immunity.

Methods: Primary LSEC were isolated from naı̈ve C57BL/6 mouse

and stimulated with NOD1 (DAP)/NOD2 (MDP)/TLR3 (Poly(I:C))

agonists respectively. The expression of chemokines and cytokines

were assayed by qRT-PCR. The surface molecules expression in

LSEC was detected by FACS. Acute and chronic HBV replication

mouse model was based on HI of PSM2 or pAAV-HBV1.2 plasmids.

CD8+ T cells were isolated from PSM2 HI mice and labeled with

CFSE and then cocultrued with DAP/MDP/Poly(I:C) stimulated-

LSEC for 5 days. The proliferation of HBV-stimulated CD8+ T cells

were detected by FACS, and the production of IFN-c and IL-2 by

HBV-stimulated CD8+ T cells were measured by ICS. T cells primed

by DAP/MDP/Poly(I:C)- treated LSEC were transferred to the
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chronic HBV replication mice, serum HBsAg, HBeAg and HBVDNA

were assayed by ELICA and qPCR respectively.

Result: LSEC constitutively express NOD1, NOD2 and RIPK2.

Stimulation of LSEC with DAP induced the activation of NFjB and

MAP kinases, and upregulated expression of chemokines (CXCL2/9,

CCL2/7/8) and cytokines (IFN-c, TNF-a and IL-2). The pretreatment

of LSEC with DAP induced a significant increased IFN-c and IL-2-

production of HBV stimulated CD8+ T cells primed by DAP-treated

LSEC. Consistently, a significant reduction in HBVDNA and HBsAg

level occurred in mice received T cells primed by DAP-treated LSEC.

MDP stimulation has no impact on LSEC or HBV-stimulated CD8+ T

cells primed by MDP-treated LSEC except for the upregulation of

PD-L1.

Conclusion: DAP stimulation in vitro could render LSEC maturation

and activate HBV specific T cells responses. This is a particular

relevance for the regulation of the local innate immune response

against HBV infections.

PP1339

Characterization of circular RNA expression identifies new
potential biomarkers for chronic hepatitis B

Tai-cheng Zhou1, Li-jun Chen1, Xiao Li1, Xi Li1, Jing-hua Fan1,
Zhang Liang 1, Jia Wei1

1Central Lab, Liver Disease Research Center, the Second People’s

Hospital of Yunnan Province, Kunming

Background: Chronic hepatitis B (CHB) does great harm to human

health, but the precise mechanisms underlying its development and

progression remain unclear. Here, we aimed to reveal the character-

istics of circular RNA (circRNA) expression in liver tissue and

peripheral blood mononuclear cells (PBMCs) of CHB patients.

Methods: In this study, novel circRNA biomarkers for CHB were

characterized by high-throughput RNA sequencing from the liver

tissues and validated by quantitative real-time polymerase chain

reaction (qRT-PCR) in PBMCs.

Result: We revealed that 144 circRNAs were significantly and dif-

ferentially expressed in the liver tissues of CHB patients compared to

those of healthy controls. In CHB patients, the expressions of 52

dysregulated circRNAs were increased or decreased by more than

eightfold. Among these circRNAs, four circRNAs (circSLC25A30,

circSLC25A13, circSLC38A10, and circSLC13A5) being from solute

carrier family genes may be related with hepatitis B virus (HBV)

entry while other four circRNAs (circC3, circC5, circC9 and cir-

cMASP2) coming from complement family genes may function as

immuse respone. qRT-PCR results demonstrated that above eight

circRNAs may be useful as novel biomarkers for the diagnosis of

CHB in PBMCs.

Conclusion: In this study, the altered circRNA expression profile is

identified in CHB patients. Eight circRNAs may be the new

biomarkers for CHB development.

PP1340

Research on the change of estrogen receptor at chronic hepatitis
flaring of pregnant women with HBV infection

Cui-min Wang1, Guo-Rong Han1, Liu Zhou1

1Department of Gynecology and Obstetrics, The Second Affiliated

Hospital of the Southeast University, Nanjing, Jiangsu

Background: To research on the change of estrogen receptor (ERa
and ERb) on surface of peripheral blood mononuclear cells (PBMCs)

at chronic hepatitis flaring of pregnant women with HBV Infection.

Methods: (1)55 pregnant women infected with HBV in immune-

tolerant phase were enrolled in this study who had regular antenatal

cares and deliveries in the Second Affiliated Hospital of Southeast

University from 2014 July to 2015 February. Participant pregnant

women at study entry must be age C18 years, hepatitis B surface

antigen (HBsAg) and e-antigen (HBeAg) positive, high viremia (HBV

DNA C 5log10 IU/ml) and normal alanine aminotransferase (ALT)

level (B 40 IU/L), negative hepatitis C virus and HIV serology, and

no histories of ALT elevations and anti-HBV antiviral treatment. (2)

Venous blood of participants were collected in pro-coagulation and

EDTA-k2 anticoagulation tubes at gestational age (27 ± 1 weeks),

delivery and postpartum (4 ± 1 weeks). Serums and PBMCs were

obtained in two hours and stored at -80 �C. According to blood

collection time all participants were divided into A group (antepar-

tum), B group (intrapartum) and C group (postpartum). (3) All serum

ALT levels were quantified by enzyme-linked immunosorbent assay

(ELISA) at the same time. According whether hepatitis flaring (ALT

[ 40 IU/L) A, B, C three groups were respectively divided into A1

(40cases) and A (15cases), B1 (45 cases) and B (10cases), C (38cases)

and C (17cases). Grey values of ERa and ERb in PBMCs were

detected by Western Blot method at the same time. (4) SPSS 21.0

software was used to analyze the data.

Result: (1) The mean levels of ALT in A1, B1 and C1groups were all

significant lower than A2, B2 and C2 groups (23.7 ± 12.9 vs 123.9 ±

66.9, 18.7 ± 4.8 vs 59.1 ± 18.8, 20.7 ± 5.7 vs 200.4 ± 222.9 IU/L, p

\0.05). AST identically (23.2 ± 10.3 vs 77.2 ± 39.9, 16.5 ± 3.6 vs

46.9 ± 13.3, 23.0 ± 4.3 vs 183.0 ± 229.9 IU/L, p\ 0.05). (2) The

mean levels of ERa and ERb in pregnancy were both significantly

different in A1 and A2 groups [(52.8 ± 38.8) 9 105 vs (47.7 ± 26.6)

9 105, (46.8 ± 40.9) 9 105 vs (21.9 ± 14.5) 9 105, p\0.05]. There

was no significant difference in the mean levels of ERa and ERb
between the two groups at delivery (P = 0.214, p = 0.768). The mean

ERa levels postpartum was significantly higher in C2 groups [(21.0 ±

17.2) 9 105 vs (58.9 ± 32.4) 9 105, p\0.05], but ERb no difference

(P = 0.114).

Conclusion: ER expression decreased at chronic hepatitis flaring of

pregnant women with HBV Infection. At delivery and postpartum, ER

expression had no certain rule found. Further research should be done

through increasing the samples.

PP1341

Molecular characterization of woodchuck IFI16 and AIM2
and their expression in woodchucks infected with woodchuck
hepatitis virus (WHV)

Qi Yan1, Menmeng Li1, Qin Liu1, Fanghui Li1, Yang He1,
Bin Zhu1, Junzhong Wang1, Yinping Lu1, Jia Liu1, Jun Wu1,
Xin Zheng1, Menji Lu2, Baoju Wang1, Dongliang Yang1

1Department of Infectious Diseases, Institute of Infection and

Immunology, Union Hospital, Tongji Medical College, Huazhong

University of Science and Technology, Wuhan; 2Institute of Virology,

University of Duisburg-Essen, Essen, Germany

Background: IFI16 and AIM2 are important DNA sensors in

antiviral immunity.

Methods: To characterize these two molecules in a woodchuck

model, which is widely used to study hepatitis B virus (HBV)

infection, we cloned and analyzed the complete coding sequences

(CDSs) of woodchuck IFI16 and AIM2.
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Result: we found that AIM2 was highly conserved in mammals,

whereas the degree of sequence identity between woodchuck IFI16

and its mammalian orthologues was low. IFI16 and IFN-b were

upregulated following VACV ds 70 mer transfection, while AIM2 and

IL-1b were upregulated following poly (dA:dT) transfection, both

in vitro and in vivo; IFI16-targeted siRNA decreased the transcription

of IFI16 and IFN-b stimulated by VACV ds 70 mer, and AIM2

siRNA interference downregulated AIM2 and IL-1b transcripts

stimulated by poly (dA:dT), in vitro, suggesting that woodchuck

IFI16 and AIM2 may play pivotal roles in the DNA mediated

induction of IFN-b and IL-1b, respectively. IFI16 and AIM2 tran-

scripts were upregulated in the liver and spleen following acute WHV

infection, while IFI16 was downregulated in the liver following

chronic infection, implying that IFI16 and AIM2 may be involved in

WHV infection.

Conclusion: These data provide the basis for the study of IFI16- and

AIM2-mediated innate immunity using the woodchuck model.

PP1342

Study on expression of vascular endothelial growth factor
receptor-3 in nude mice transplanted by human hepatoma cells
with HBV intervened by aqueous extract of Phyllanthus urinaria
L

Chun-shan Wei1, Xiao-yan Jiang1, Hai-hong Tang1, Yufeng Xin1,
Guang-dong Tong1, Da-qiao Zhou1, Yong-fang Wang1,
Hong-yan Wang1

1The Fourth Clinical College of Guangzhou University of Chinese

Medicine, Shenzhen

Background: To discuss the impact of aqueous extract of Phyllanthus

urinaria L (AP) on the expression of vascular endothelial growth

factor receptor- (VEGFR3) in nude mice transplanted by human

hepatoma cells transfected by HBx.

Methods: Sixty Balb/C nude-mice were randomly divided to ten

groups and made sub-skin models. Group 1 transplanted by 0.9%NS,

Group2–Group4 by HepG2-HBx cells, Goup5–Group7 by HepG2-

CAT cells and Group8–Group10 by VEGFR3 over expressed HepG2

cells. Six times a week of AP or NS was given by gavage adminis-

tration. Five times a week of Cyclophosphamide (CTX) was given by

abdominal cavity injection. All specimens were collected at the end of

experiment after 30 times injection of CTX. The growth measure,

serum alpha fetal protein (AFP) (by ELISA), and the express of HBx

and VEGFR (by Western blotting) and so on were observed

respectively.

Result: In groups transplanted by different hepatoma cells, the tumors

of model control groups (Goup2,5,8) was biggest (P\ 0.05) and the

tumor of AP treated groups (Group4,6,9) was smallest (P\0.05). No

statistical difference of the expression of AFP in mice serum were

found between all groups (P[0.05). There were statistical difference

of the expression of VEGFR3 in hepatoma tissues among bland model

groups (P\0.05). There were statisitical difference of the expression

of VEGFR3 among three AP treatment groups (P\ 0.05).

Conclusion: HBx can promote the expression of VEGFR3 in hep-

atoma cells. AP can inhibit tumor growth by reducing the expression

of VEGFR3 directly or by suppressing HBx expression indirectly.

PP1343

Establishment and homology analysis of Hepatitis B Virus D
subgenotype reference sequences

Zhang Yafei1, Zhang Zhenhua1

1Anhui Medicine University, Hefei

Background: Hepatitis B Virus infection is a common cause of acute

and chronic hepatitis, liver cirrhosis and hepatocellular carcinoma.

HBV is classified into eight genotypes (A–H) based on phylogenetic

analysis of the full length genomic sequence. Genotype D (HBV/D) is

widely distributed in the Mediterranean region and the Middle East.

Suitable reference strains for different subgenotypes can greatly

facilitate research on HBV/D but are currently lacking. To establish

reference strains are truly significant to HBV/D subgenotypes.

Methods: A large number of full length genomic sequences of HBV

genotype D isolates were retrieved from the GenBank database.

Reference sequences of HBV/D were established with the MEGA6.0

software by using the Maximun-Likelihood method. Phylogenetic

tree was constructed by using the same software. The homology

between our established HBV/D subgenotype references and cur-

rently existing references were further assessed at both the nucleotide

and amino acids levels.

Result: HBV/D was mainly distributed in the Middle East (39.1%)

and India (21.3%). HBV/D subgenotype reference sequences for

regions where certain subgenotypes were widely distributed were

established, this includes D1-India, D1-the Middle East, D2, D3-In-

dia, D5-India and D7-Tunisia. Sequence analysis revealed that

A1762T and G1764A nucleotide exchanges were common in

subgenotype D1-India. The phylogenetic tree showed that D5 might

be the most ancient subgenotype of genotype D.

Conclusion: We have successfully established the reference strains of

different subgenotypes of HBV/D. These reference strains can be

valuable tools for further research on HBV/D biology and

pathogenesis.

PP1344

Evalution of hydroxiproline and oxidant–antioxidant status
in children with chronic hepatitis B

Fesih Aktar1, Velat Sen1, Ibrahim Kaplan2,
Mustafa kemal Celen3, Recep Tekin3

1Department of Pediatric, Dicle University School of Medicine,

Diyarbakir, Turkey; 2Department of Biochemistry, Dicle University

School of Medicine, Diyarbakir, Turkey; 3Department of Infectious

Disease and Clinical Microbiology, Dicle University School of

Medicine, Diyarbakir, Turkey

Background: The present study was designed to investigate the role

of hydroxyproline and of the oxidative stress that is considered to be

involved in the pathogenesis of various diseases, in the chronic

hepatitis B (CHB) infection. The aim of this study was to investigate

hydroxyproline and oxidant–antioxidant status in children with CHB.

Methods: This prospective case control study includes 36 patients

with CHB, 29 patients with inactive hepatitis B (IHB), and 24 healthy

matched control subjects. Serum hydroxyproline level (SHPL), total

antioxidant capacity (TAC), total oxidative activity (TOA), and

malondialdehyde (MDA) levels were measured and oxidative stress

index (OSI) was calculated for each group.

Result: Patients with CHB had significantly higher SHPL (189.86 ±

137.92 ng/ml) than did the controls (10586.4 ± 36629.1 ng/ml) and
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IHB patients (10586.4 ± 36629.1 ng/ml) (p\ 0.001). CHB patients

also had significantly higher MDA (13.5 ± 4.0 vs. 7.55 ± 2.79 lm/L,

p\0.001), OSI (33.7 ± 21.5 vs. 16.1 ± 9.4 H2O2/Trolox, p\0.001)

and lower TAC (1.7 ± 0.8 vs. 2.5 ± 0.6 lmol Trolox Eq t/l, p =

0.001) values compared with the controls. MDA (7.5 ± 3.6 lm/L),

TOA (28.9 ± 11.2 lmolH2O2 Eq./L) and OSI (16.0 ± 11.1 H2O2/

Trolox) values of IHB patients were significantly lower than those of

CHB patients (p \ 0.001). SHPL had significant correlations with

HBV- DNA and ALT values (r = 0.789 and r = 0.575, p\ 0.001).

Conclusion: We suppose that the values of hydroxyproline and the

oxidative stress are increased while the antioxidant levels are

decreased in CHB. Our results suggest that hydroxyproline levels can

be considered as a reliable marker for CHB and increased oxidative

stress appears to be related to chronicity of the disease.

PP1345

Serum IL-6 Levels according to the Natural History of Chronic
Hepatitis B Infection

Hyun Woong Lee1, Hyung Joon Kim1, Joung Won Won1

1Chung-Ang University College of Medicine, Seoul, South Korea

Background: Interleukin (IL-6) has a context-dependent pro- and

anti-inflammatory properties. Here we evaluate the impact of IL-6

levels according to the natural history of chronic hepatitis B (CHB)

infection.

Methods: Patients (n = 71) with hepatitis B virus (HBV) were

enrolled between September 2015 and April 2016. Treatment-naı̈ve

chronic HBV carries were recruited. We examined serum levels of IL-

6, using cytometric bead array. We studied patients with inactive

CHB phase (HBV DNA\1000 copies/ml, anti-HBeAg + and normal

ALT, n = 22), immune tolerant phase (HBV DNA[ 10,000 copies/

ml, HBeAg + and normal ALT, n = 36), and immune active phase

(eleavated ALT and HBV DNA[ 10,000 copies/ml, n = 13).

Result: Serum IL-6 levels in patients with immune active phase were

significantly higher than patients with inactive CHB phase (IL-6:

1815 ± 803.2 vs. 267.3 ± 245.6 pg/mL) (p\ 0.001). IL-6 levels in

patients with immune active phase were significantly higher than

patients with immune tolerant phase (IL-6: 1815 ± 803.2 vs. 620.2 ±

207.8 pg/mL) (p\0.001). Serum IL-6 level was significantly higher

in patients with immune active phase compared with immune tolerant

phase and inactive CHB phase (Kruskal–Wallis test, p\ 0.0017).

Conclusion: We found the impact of IL-6 levels to activate immune

system as pro-inflammatory properties in patients with CHB

infection.

PP1346

HBX gene detection analysis on the PBMC of chronic hepatitis B
patients treated with nucleoside drugs (NUC)

Yiran Song1, Ge Li2, Hang Zhang3, Jie Wang2, Yanming Jiang2,
Gongying Chen2

1Zhejiang Chinese Medical University, Hanzhou; 2The Affiliated

Hospital of Hangzhou Normal University, Hangzhou; 3Hangzhou

Normal University, Hangzhou

Background: Study the HBX gene detection, sequence analysis and

clinical significance in PBMC of Chronic hepatitis B patients with

serum HBV DNA negative conversion after treatment by NUC.

Methods: The 60 patients with Chronic hepatitis B, HBV-related

hepatic cirrhosis, HCC whose serum HBV DNA negative conversion

after treatment by nucleoside drugs, detection the HBX gene by Real

time PCR, and analyzed the HBX gene sequence in PBMC and its

clinical significance in the three groups of patients by direct

sequencing.

Result: The 60 cases of PBMC samples were detected to 37 cases

with purpose of the HBx gene, the positive rate was 61.67% (37/60).

Among the three groups, the detection rate of HCC and cirrhosis was

significantly higher than that of the patients with chronic hepatitis B

(P = 0.03). We detected HBXD120, HBXD129, HBXD131 trunca-

tions in 2 cases of HCC and 1 cases of CHB patients by direct

sequencing; Two hot spot mutation include A389T/G391A, T380C

was found, and the A389T/G391A double mutation in patients with

cirrhosis and HCC was significantly higher than that in patients with

CHB (p\0.05); In case of HBeAg, the two kinds of mutation rate in

HBeAg (-) was higher than HBeAg (+) mutation rate (P\ 0.05).

Conclusion: The serum HBV DNA negative conversion in different

clinical types of patients with chronic hepatitis B after treatment by

NUC, PBMC of cirrhosis and HCC population have more than 70%

detection rate and A389T/and G391A double mutation rate; The

mutations rate of A389T/G391A and T380C in HBeAg (-) of cir-

rhosis and HCC is significantly higher than that of HBeAg (+) of

chronic hepatitis B patients.

PP1347

Proteomic analysis of placentas from HBV-positive puerpera

Wang Shuai1

1Institute of Hepatology, PLA Army General Hospital, Beijing

Background: HBV could spread by blood, mother-infant transmis-

sion or sexual contact. Mother-infant transmission of HBV occurred

in the perinatal period, so the blockade of the mother-infant trans-

mission of HBV is the key to control HBV spread. The exploration of

the mechanisms of HBV intra-uterine trans-placental transmission is

the emphasis in the prevention of mother-infant transmission of HBV.

HBV intra-uterine transmission could be caused by placenta leakage,

placenta infection or peripheral blood mononuclear cell infection.

However, the process of virus infects host cells is complicated, many
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molecules may play a role in this process. Till now, the underlying

mechanisms of HBV intra-uterine trans-placental transmission remain

unclear and there are no effective measures to block the transmission.

Proteome methods, which may be used to detect the protein expres-

sion patterns in the diseased samples compared to the normal samples,

are effectively means to clarify the mechanisms of disease and find

novel therapeutic targets or biomarkers to serve as diagnostic indi-

cators of disease. This study is to detect protein expression patterns in

the placentas derived from HBV-positive pregnant women by pro-

teome methods compared to that of normal pregnant women.

Methods: 15 placentas derived from HBV-positive puerpera were

used as experimental objects and the placentas derived from HBV-

negative puerpera were used as control. HBV serological indicators

were detected by ELISA while HBV-DNA was quantified by real-

time PCR� By MALDI-TOF and ESI–MS/MS, the 2-DE map of

normal placentas was established. The comparative proteome meth-

ods were used to detect protein expression patterns in the HBV-

positive and negative placentas, and then the functions and roles of

the proteins different in expression were analyzed.

Result: The 2-DE map of normal mature placenta was established.

405 protein spots were detected in the pH4–10 compositive map, 104

proteins correspond to 157 protein spots were identified, 24 proteins

of which were found to correspond to multi-protein spots in the map,

including structural proteins and scaffolding protein, et al. The

functions of some identified proteins were unknown. 56 proteins

displayed significant differences in expression in the placenta derived

from HBV–positive placenta compared to the control placenta, and

then 24 proteins were identified, 14 of these proteins were up-regu-

lated while 10 proteins displayed reduced expression. These proteins

different in expression include enzymes, regulated proteins, transport

proteins, structural proteins, scaffolding protein, protective proteins

and some proteins with unknown functions.

Conclusion: The 2-DE map of normal mature placenta was estab-

lished and 104 proteins were identified. 24 proteins different in

expression in placenta derived from HBV–positive pregnant women

compare to control placenta were identified.

PP1348

A multi-scale mathematical model of hepatitis-B viral dynamics

Shawn Means1,2, Harvey Ho1,2, Cangelosi Quentin3

1University of Auckland, Auckland, New Zealand; 2Auckland

Bioengineering Institute, Auckland, New Zealand; 3Institut National

des Sciences Appliquées, Toulouse, France

Background: The liver is a spatially complex and heterogeneous

network of blood and bile flows coupled with metabolic processing

and a favored target for infection by hepatitis viruses. We present here

a mathematical model aimed at investigating these intrinsic hetero-

geneities and their impact on the dynamic of the hepatitis-B variant

(HBV). Dramatic spatio-temporal scaling from individual hepatocytes

to the entire liver organ invites multi-scale approaches inspiring

assembly of sinusoid-level ‘unit models’ into a whole organ repre-

sentation. Each ‘unit-model’ sinusoid combines individual

hepatocytes communicating with blood flow in the sinus in turn

connected with other ‘unit-model’ sinusoids aggregated into a whole

liver modeling scheme. This permits investigating impacts on the

whole organ of precisely distributed spatial heterogeneities such as

varying HBV uptake mechanisms (e.g., the sodium-taurochloriate

cotransporter or NTCP), immune cell responses (e.g., cytolytic or

interferon-based) and simple efficiency of HBV replication. We

present preliminary results showing how heterogeneities of, in

particular, immune responses may be responsible for persistent

chronic infections.

Methods: Our mathematical scheme assembles models reflecting

different spatial scales, as illustrated in Fig. 1. At the organ and

sinusoidal level we capture spatial heterogeneities via representative

sinusoids or rows of hepatocytes flanking blood vessels (W). At the

intra-cellular level, we use a HBV dynamic model with a suite of

parameters (labeled C) for each hepatocyte (U) with NTCP uptake of

HBV (parameter k). Each representative sinusoid is a ‘unit model’

with immune responses (cytoytic d, non-cytolytic u). Unit models are

then assembled to sample activity over the entire liver. At the

organism scale the suite of unit models are coupled to a blood

compartment including another extra-hepatic HBV replication model

(Wb).

Result: We vary type of immune response, cytolytic (d), and non-

cytolytic (u), HBV dynamics (C), and HBV uptake (k) in Fig 2.

Inoculum of 2x109 HBV copies per mL at day 0, immune activation

at day 40. Solid lines percentage of cells in the liver with at least 1

HBV copy (Vc & Dr) and dotted with at least 1 cccDNA copy (Dc).

(1) Homogeneous base line case; (2) Gradients of HBV dynamic (C)

and uptake (k) (3) Gradients of d, (4) Gradients of, C, u and d.

Homogeneous results (black-trace) display comparable time to clear

infection (zero HBV copies) to combined spatially-heterogeneous d,

C and k. Yet. chronic infections arise with other spatial variants, e.g.,

C combined with k (blue trace) at about half infection level with

variations of d alone (red trace).

Conclusion: Treating the liver as a homogeneous organ may miss

chronic infections arising from spatial variations in the intrinsically

complex liver environment and localisation of immune activity alone

may be sufficient for persistent HBV.
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HBsAg seroreversion after discontinuation of antiviral therapy

Ediz emin Tutuncu1, Asli Haykir Solay1, Fatma Eser1,
Yunus Gurbuz1, Irfan Sencan1

1SB Diskapi Yildirim Beyazit Training and Research Hospital,

Ankara, Turkey

Background: Chronic hepatitis B virus (HBV) infection remains a

significant global health problem. Antiviral therapy using nucleos(-

t)ide analogues (NAs) is the mainstay of chronic hepatitis B (CHB)

treatment. Although antiviral drugs can effectively suppress HBV

replication long-term during therapy, they usually do not eradicate

HBV. Even though the optimal duration of antiviral treatment is not

defined, the ideal end point is sustained off-therapy HBsAg loss, with

or without appearance of anti-HBs.

Current guidelines for the management of CHB recommend stopping

treatment in HBeAg positive patients who seroconvert to anti-HBe on

therapy after at least 12 months of consolidation period. Treatment

discontinuation may also be considered in patients who have

demonstrated loss of HBsAg. However, there is currently insufficient

evidence to definitively guide treatment decisions for such persons.

Methods: Case description:

A 68-year-old male patient was evaluated for CHB in 2011. His initial

laboratory findings were as follows; HBsAg (+), HBeAg (+), antiHBe

(-), ALT 173 U/L, AST 146 U/L, ALP 96 U/L, GGT 41 U/L, T. Bil

0.8 mg/dayL, PT 11.7 s, INR 0.9. HBV DNA level was 2360000 IU/

ml. His liver biopsy revealed a necroinflamatory score of 13/18 and

stage 4/6 fibrosis according to ISHAK criteria. He was started using

tenofovir disoproxil fumarate (TDF) 245 mg once daily in December

2011. HBV DNA was successfully suppressed at the sixth month of

the treatment and ALT levels were normalized.

At the 12th month of the treatment HBeAg was found negative

although seroconversion to anti-HBe did not occur. At the 18th month

of the treatment, HBsAg disappeared from the serum but anti-HBs

response was not developed. Patient continued treatment for an

additional 12 months and TDF was discontinued after the consoli-

dation period.

At the sixth month off-treatment follow-up, he remained HBsAg

and anti-HBs negative. After one year of cessation of therapy, patient

was found to be HBsAg and HBeAg (+), ALT was elevated to 91 U/L

and HBV DNA level was 1750,000 IU/ml. Patient denied using any

systemic steroid therapy and/or chemotherapy during this off-treat-

ment period. He was started on TDF 245 mg/day again and HBV

DNA was negative and ALT was normalized at the 12th month fol-

low-up of the re-treatment.

Result: HBsAg seroclearance rarely observed in patients treated with

NAs. It has been reported that spontaneous seroclearance is durable,

however little is known about the long-term durability of NA-induced

HBsAg seroclearance and seroreversion of HBsAg has been reported

in more than 10% of the patients. Since hepatic flares may occur after

stopping treatment, close monitoring after discontinuation of treat-

ment is important. Hence it should be remembered that although

HBsAg clearance is a suitable end point for treatment, patients should

be monitored closely for HBsAg reversion and hepatic flares.

PP1350

Case report: mitochondrial toxicity during telbivudine treatment

Yue Ying1, Jia-lin Jin1, Yue-kai Hu1, Ji-ming Zhang1,
Wen-hong Zhang1, Yu-xian Huang1

1Huashan Hospital, Fudan University, Shanghai

Background: All nucleoside analogues against hepatitis B virus have

been reported causing mitochondrial toxicity. Here we report two

cases of mitochondrial toxicity during telbivudine therapy.

Methods:
Result: In October 2012, a 36-year-old man was admitted with

repeated nausea and vomiting. One year ago, his ALT rose to 704

U/L, HBV DNA was 7.0 9 107 copies/ml, HBV markers showed

HBsAg, HBeAg and HBcAb were positive. After ten months’ tel-

bivudine treatment, he developed nausea, vomiting, and mild muscle

weakness. CPK was 3683U/L. The arterial blood gas analysis showed

metabolic acidosis: pH 7.2, base excess 15.8 mmol/L. Blood lactate

was 10.7 mmol/L and creatine was 67 lmol/L. Muscle biopsy

revealed moderate variation in fiber size, mitochondrial damage as

well as increased muscle nucleus (Figure). The patient was diagnosed

with lactic acidosis (LA), HBeAg negative chronic hepatitis B and

myopathy. The other patient is a 51-year-old man who was hospi-

talized in November 2015. He had taken telbivudine regularly

because of chronic hepatitis B. Later, tenofovir disoproxil was added

to antiviral treatment because of HBV resistance. Then he had

myalgia, chest tightness and anorexia. The blood lactate was 12.7

mmol/L. The arterial blood gas analysis showed pH 7.25, base excess

21.1 mmol/L. CPK was 991U/L, CK-MB was 77U/L, myoglobin was

1745 ng/ml and creatine was 83 lmol/L. Abdomen MRI revealed

cirrhosis. Muscle biopsy revealed myogenic lesion with abnormality

of mitochondria and fat metabolism. The patient was diagnosed with

HBeAg negative chronic hepatitis B, cirrhosis, LA and rhabdomy-

olysis characterized by myalgia and elevated myoglobin. Both

patients were given tenofovir disoproxil as antiviral treatment instead.

After hemodialysis 3 times and four weeks‘ treatment of corticos-

teroids, their symptoms recovered, blood lactate gradually returned to

a normal range, and HBV DNA was undetectable.

Previously myalgia was reported in 5.3% patients given telbivudine

monotherapy, but LA and rhabdomyolysis were rare. These two

diseases have the same pathology: mitochondrial toxicity. The

nucleoside analogues inhibit HBV polymerase and also have a low

level of activity against the mitochondrial DNA polymerase c, leading

to impaired replication with mitochondrial loss or dysfunction. As

mitochondria are the main sites of oxidative phosphorylation, there

will be an increase of pyruvate reduction to lactic acid and insufficient

ATP. The accumulation of lactic acid causes LA, while lack of energy

leads to cell dysfunction and mitochondria-associated disease,

including myopathy.

Conclusion: These two cases show that telbivudine may cause

muscle damage and fatal LA in chronic hepatitis B patients with or

without cirrhosis. Thus, patients receiving telbivudine should be

closely monitored for muscular abnormalities, blood lactate level and

other mitochondrial toxicity associated side effects.

S824 Hepatol Int (2017) 11 (Suppl 1):S1–S1093

123



PP1351

Telbivudine may resume the metabolic liver dysfunction
to decrease melanin deposits in the skin

Chi-tan Hu

Buddhist Tz Chi Hospital, Hualien

Background: Skin pigmentation is declared to be caused by exposure

to sun or ultraviolet (UV) light. Hepatic spots are regarded as only due

to aging and exposure to UV radiation from the sun. In the past, liver

spots derive their name from the fact that they were once incorrectly

believed to be caused by liver problems. However, we have noticed

that from many cases with chronic hepatitis B, they may be related to

the metabolic liver dysfunction caused by HBV.

Methods: A 65 years old male with a past history of chronic hepatitis

B infection was asymptomatic and diagnosed 37 years ago. He pre-

sented to my clinic for the first time for a routine 6-month follow up.

A liver sonography showed chronic change of the liver without cir-

rhosis. He was treated with Telbivedine 600 mg daily for viremia.

After 3 months, he found both the size and deep color of the brown

spots on his upper limbs were reducing, particularly on the right

ventral aspect. He noticed the brown spots on his upper limbs had

been increasing in amount and size since 5 years ago before Tel-

bivudine treatment; despite trying to cover his skin with hand socks

while riding his motorcycle, he had noticed that the skin pigmentation

did not improve but became more prominent than before. He denied

taking any health supplements, oral medication or topical skin care

products. Now his daily activities with exposures to UV light remain

the same as before.

Result: According to Table 1, the treatment of chronic hepatitis B

infection suggested by the APASL, EASL and AASLD guidelines is

dependent on both HBV-DNA and ALT levels [1–3]. In addition to

viral load, treatment is suggested if ALT level is more than 2 times

the upper limit of normal. Otherwise, the patient would be suggested

to have three to six monthly follow up without treatment. However, a

retrospective study by Lai et al. concluded that 37% of the investi-

gated patients with chronic hepatitis B infection had their ALT levels

on the normal high ends. These patients were diagnosed to have liver

inflammation and fibrosis by their biopsy results [4]. With this reason,

our patient was started on Telbivudine despite his ALT values were

always in the high ends of the normal range as shown in Table 2.

Conclusion: Although the ALT was around the upper limit of normal

range, the patient’s metabolic liver function might have been

impaired due to long-term HBV viremia and chronic sub-clinical

inflammation. The progressive increase in skin pigmentation may be

related to the metabolic liver dysfunction causing increased level of

oestrogen. The proposed mechanism is explained in Figure 1. The

mechanism as to how the HBV may disrupt oestrogen metabolism in

the liver is still unknown.
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Amiodarone induce acute hepatotoxicity in Pakistani population:
two case reports

Qurat-ul-Ain Hafeez1,2

1Civil Hospital Karachi, Karachi, Pakistan; 2Aga Khan University

Hospital, Karachi, Pakistan

Background: Hepatotoxicity due to intravenous amiodarone is very

rare but it can significantly increase transaminases more than 100 fold

of upper limit normal (ULN) which can reverse quickly after dis-

continuation. These patients can usually tolerate oral therapy without

complications. We report two cases of acute hepatocellular injury

secondary to amiodarone infusion and the impact of its and multiple

confounder’s deletion on Transaminase levels in Pakistani patients.

Methods: Result: Case 1 is a 52 year old male underwent Coronary

artery bypass grafting (CABG) under general anesthesia. Post oper-

atively, 16 h amiodarone infusion was started for atrial fibrillation.

Other medications were oral co-amoxiclav, esomeprazole, acet-

aminophen and rosuvastatin. Pre-amiodarone SGPT level was normal

which then 60 times increased after 16 h of its infusion. Intravenous

amiodarone then switched to low dose oral maintenance therapy i.e.

400 mg per day, co-amoxiclav, rosuvastatin and acetaminophen were

discontinued and esomeprazole was switched to oral omeprazole with

the continuous monitoring of SGPT level which was improved and

returned to normal at the follow up clinic on 26th day. Case 2 is a 72

year old female with a known case of hypertension, diabetes mellitus

and ischemic heart disease was investigated for generalize weakness,

shortness of breath and nausea and found to have NSTEMI, atrial

fibrillation with RVR & LBB, AKI with hyperkalemia & hypona-

tremia, pneumonia and urinary tract infection due to E. coli.

Amiodarone for atrial fibrillation, ceftriaxone for infection was ini-

tiated along with symptomatic management. Within 24 h of

amiodarone infusion, acute hepatotoxicity was developed by 100

folds increase in SGPT level from baseline which was then stopped.

GGT and Alkaline. Phosphatase were found minimally abnormal and

total bilirubin was remained less than 2.0. Ultrasound of abdomen and

pelvis showed cholelithiasis without evidence of acute cholecystitis.

Stopping amiodarone infusion led to the improvement in SGPT levels

over 11 days and found normal on 52nd day of follow up.

Conclusion: Case 1 tolerated oral amiodarone very well without liver

injury which may be due to the presence of polysorbate 80 solubilizer

in injection or higher doses of intravenous therapy. Moreover acet-

aminophen, amoxicillin-clavulanate and statins have their active

involvement in increased SGPT and hepatocellular necrosis and

omeprazole has comparatively safe liver profile then esomeprazole.

Case 2 switched on digoxin from amiodarone, and imipenem from

ceftriaxone because of its comparative safety in hepatic injury.
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SGPT reversal in weeks were observed in both cases. Even after

stopping amiodarone takes more time to eliminate due to its large

volume of distribution. This rare but harmful effect of amiodarone

cannot be ignored so close monitoring of LFTs are highly

recommended.

PP1353

A case of sweet’s syndrome associated with drug induced liver
injury

Xijing Xu1, Yina Fang1, Kaihui Dong1, Qinglong Jin1, Xiaoyu
Wen1

1The First Hospital of Jilin University, Changchun

Introduction: Sweet’s syndrome (SS), named acute febrile neu-

trophilic dermatosis, is a rare inflammatory disorder characterized by

cutaneous nodules and neutrophilic infiltrate in the dermis without

vasculitis. SS is easy to secondary to malignant disease, but combined

with drug induced liver injury is uncommon. Here We report a case of

Sweet’s syndrome associated with drug induced liver injury.

Case report: A 54-year-old man presented with fatigue, jaundice and

erythematous plaques on both arms and protothorax of 1 weeks’

duration. He reported having a temperature of 40 �C frequently, with

the chills obviously. Before these symptoms occurring, he took some

traditional Chinese medicine (the definite composition of medicine

was unknown) for psoriasis for about 2 months. His labs showed

elevated liver enzymes and bilirubin, hemogram revealed that a white

blood cell count and segmented neutrophils significantly increased.

During hospitalized, the patient had continuous high fever with chills,

and bone marrow biopsy to rule out blood system diseases. Liver

biopsy showed G1S0 grade inflammation, tending to drug-induced

hepatitis. Skin biopsy revealed dense neutrophilic infiltration in the

dermis and subcutaneous fat without vasculitis. A diagnosis of SS was

made. Biopsy result, combined with the patient’s medical history and

accessory examination, led to a diagnosis of Sweet’s syndrome and

drug induced liver injury, corticosteroids treatment was initiated, then

all biochemical parameters had gradually improved and erythema

receded. 13 days later, the patient leaved hospital.

Conclusion: Sweet’s syndrome associated with drug induced liver

injury is rare, therefore, we should pay more attention to it.

PP1354

Osteopontin act as two-sided mediator in drug-induced liver
injury

Yankai Wen1, Chang Yu1, Jinyang Gu1, Lili Chen1, Junqi Wang2,
Xuehua Sun2, Qiang Xia1, Xiaoni Kong1

1Department of Liver Surgery, Renji Hospital, School of Medicine,

Shanghai Jiao Tong University, Shanghai; 2Department of Liver

Diseases, Shuguang Hospital Affiliated to Shanghai University of

Chinese Traditional Medicine, Shanghai

Background: The severity of the systemic inflammatory response

syndrome (SIRS) determines the final outcomes of drug-induced liver

injury (DILI). Osteopontin (OPN) is a multifunctional protein and

acts as a chemoattractant or modulator of immune cells during injury

in inflammatory liver diseases. In this study, we aim to investigate the

role of OPN in modulating the immune responses in DILI.

Methods: The expression of OPN in liver sections and sera from

patients with drug-induced liver injury (DILI) were studied. Acute

liver failure induced by acetaminophen (APAP) overdose was per-

formed in OPN knockout (OPN KO) and wildtype mice (WT).

Mitochondrial dysfunction, oxidative stress, liver damage and

immune responses were analyzed in liver sections and isolated

hepatocytes.

Result: We found higher OPN levels in both liver sections and sera

from DILI patients than healthy controls. In the APAP induced acute

liver failure mouse model, we surprisingly found that OPN deficiency

showed distinct protective and deteriorative effects during the early

and later stages after APAP treatment respectively. The protective

effects at the early stage were associated with decreased APAP

metabolism products, reduced oxidative stress and less mitochondrial

dysfunction, while the deteriorative effects at the later stage were

accompanied with lower proliferation and higher apoptosis levels of

hepatocytes. In vitro study showed that the OPN KO hepatocytes

were more sensitive to TNFa induced cell death. Finally, blocking

TNFa signaling by a TNFa receptor antibody significantly protected

OPN KO mice from APAP induced death.

Conclusion: Our current data demonstrate that deficiency of OPN

plays distinct roles through protecting APAP induced direct hepato-

cyte death at the early time points and sensitizing hepatocytes to

inflammation induced secondary injury in the APAP-induced acute

liver failure mouse model.
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PP1355

Liquid chromatography mass spectrometry-based profiling of PC
and PE in the plasma and liver of acetaminophen-induced liver
injured mice

Yanan Ming1, Jingyi Zhang2, Yimin Mao2

1Heidelberg University, Heidelberg, Germany; 2Renji Hospital

Affiliated to Shanghai Jiaotong University School of Medicine,

Shanghai

Background: Drug-induced liver injury (Drug induced liver injury,

DILI) is one of the most important drug-induced diseases, as well as

the main reason of failure in drug development, warning, or removed

from market. The clinical phenotype of DILI is complicated, which

can cause a variety of manifestations recovering almost all types of

acute, subacute, and chronic liver injury. Some patients with gently

DILI can represent mild-to-moderate elevated liver enzymes, while

severe cases can lead to liver failure and even death. In the western

countries, DILI has exceeded other causes and become the primary

cause of acute liver failure. In our country, the clinical incidence of

DILI also increased rapidly, which has lead to medical workers and

related institutions included the CFDA attach much attention and

recognition on hepatotoxicity. However, the current understanding of

the pathogenesis, clinical diagnosis and treatment of DILI and severe

DILI is limited. Fundamental research of DILI is also limited due to

the lack of effective animal models. Acetaminophen (APAP) is the

most common inherent drug-induced type DILI and it is also the

common medicine which was used to build a stable DILI animal

model.

Methods: A time course study was carried out using C57BL/6 mice

after intraperitoneal administration of 300 mg/kg APAP 1, 3, 6, 12

and 24 h. A high-throughput liquid chromatography mass spectrom-

etry (LC–MS) lipidomic method was utilized to detect PC and PE

species in the plasma and liver. The expressions of PC/PE metabolism

related genes in liver were detected by qRT-PCR and Western-blot.

Result: In result, following APAP treatment, the contents of many PC

and PE species such as PC 33:1, PC 34:3, PE 34:2, PE 36:3, PE 38:4

and PE 38:6 in plasma increased, which were positively correlated

with the increase of ALT/AST. Many PC/PE species such as PC 33:1,

PC 34:3, PE 34:2 and PE 36:3 in liver tissue decreased, which were

opposite to their profiles in plasma. However, some PEs such as PE

38:4 and PE 38:6 increased in APAP-injured livers, which might

cause the induction of these PEs in plasma. The APAP-induced

alternation of PC/PE species in liver might be related with the sup-

pression of mRNA levels of phospholipases/

phosphatidylethanolamine N-methyltransferase (Pemt) and the

induction of choline kinase (Chka) expression.

Conclusion: APAP overdose induced dramatic change of many PC/

PE species in plasma and liver, which might be caused by damaging

hepatocytes and interfering the phospholipid metabolism in APAP-

injured liver. The comprehensive understanding of phospholipids

profiling change in APAP-induced liver injured mice may provide a

new sight for exploring the mechanism and new direction of treatment

of DILI.

PP1356

A case report of hepatitis B virus reactivation after endometrial
carinoma chemotheray by paclitaxel combined with carboplatin

Jiang Zheng Yi1

11st Affiliated Hospital of ZheJiang University, Hangzhou

Background: As estimated 240 million persons worldwide have

HBV, with the highest rates of infection in Asia. Interferon and anti-

viral drugs play important roles in preventing the development of

diseases. But situation is more complex for patients with serous

carcinoma. Chemotherapeutic drugs are metabolized by liver, which

may induce hepatocytes damage and even activate the latent HBV.

Antiviral drugs injury renal function and affects the curative effects of

anti-tumor drugs as well. As a result, it is quiet difficult to balance the

two aspects. Endometrium carcinoma usually appears in post-

menopausal women suffering from obesity, high blood pressure. The

golden standard treatment consists of total abdominal (laparoscopic)
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hysterectomy with bilateral salpingo-oophorectomy with or without

lymphadenectomy or even simple hysterectomy with bilateral

adnexectomy, if more advanced surgery is not feasible. Most patients

with early-stage disease have a low-risk of locoregional recurrence.

But chemotherapy is indispensablely needed for advanced stage

patients.

Methods: A 63-years woman had found abnormal vaginal bleeding

after menopause without apparent causes before 20 months, and

diagnosed as ‘‘endometrial carinoma’’ in hospital A. On 2 March

2015, she went through total hysterectomy, pelvic lymph node dis-

section, abdominal aortic node dissection, tumor cells reduction and

destruction of intestinal adhesion. After that, she went through 6 times

postoperative chemotheraphies with paclitaxel and carboplatin.

Before chemotherapy, her liver functions was normal, except for

HBc-Ag positive. 11 months ago, she began to feel abdominal dis-

tension and pain, and then went to hospital B. At that time, her tests of

HBs-Ag, HBc-Ab, HBe-Ag were all positive and aminotransferanse

indexes elevated, so she was diagnosed as ’’acute HBV hepatitis,

postoperative recurrence of endometrial carinoma’’. After a serious of

treatment (the details were not clear.), her liver functions were not

improved apparently. So she came to our hospital, and finally diag-

nose as ‘‘multiple metastasis of endometrial carinoma after surgery,

HBV hepatitis ’’after mutidisciplinary consultation. And then she

accepted treatment including anti-viral drugs -entecavir, afterward her

condition improved a lot. On 23 December, 2015, her index of HBe-

Ag turned negative, while HBs-Ag, HBc-Ab were still positive.

Result: From 14 January, 2016 to 25 March, 2016, she suffered from

a total of 3 chematherapies consisted of liposomal doxorubicin, cis-

platin in combination with bevacizumab. Entecavir went through the

whole treatment process. Among the indicators of HBV infection,

only HBc-Ag remained positive after the treatment.

Conclusion: For most people, only HBc-Ag (+) may not have many

adverse effects. But for patients with malignant tumor, chemotherapy

may induce the reactivation of HBV. For this special patients, we

shoule pay attention to.

PP1357

The protective effects and mechanisms of oridonin on acute liver
injury

Yilin Deng1, Guangming Li1, Cuicui Shi1

1Xinhua Hospital Affiliated to Shanghai Jiaotong University School

of Medicine, Shanghai

Background: Oridonin, the main active constituent of the Chinese

medicinal herb Rabdosia rubescens, has been reported to possess

multiple pharmacological properties, including anti-tumor and anti-

inflammatory properties. However, it is not clear whether it has an

anti-apoptotic effect. In the present study, we explored the protective

role and anti-apoptotic properties of oridonin on lipopolysaccharide

(LPS)/D-galactosamine (D-Gal)-induced acute liver injury.

Methods: An acute liver injury (ALI) model was induced by LPS

(40ug/0.5 ml) and D-Gal (5 mg/0.5 ml). The mice were randomly

divided into five groups (n = 6 per group): the control group (a), the

oridonin group (b), the ALI group (c), and two oridonin treatment

groups (d and e). In group (d): oridonin (0.2 mg/0.5 ml) was

administered 1 h prior to the LPS/D-Gal challenge, and in group (e):

oridonin (0.2 mg/0.5 ml) was administered every four days for a total

of three doses, with the last dose given 1 h before the LPS/D-Gal

challenge.

Result: We found that pretreatment with oridonin improved the

survival rate of LPS/D-Gal-challenged mice, consistent with the

alleviation of histopathological abnormalities and the suppression of

plasma aminotransferases. In addition, oridonin manifested anti-

apoptotic properties, as evidenced by a significant inhibition of hep-

atocyte apoptosis and a reduction in pro-apoptotic signals, such as

TNF-a and JNK (P\0.05). Furthermore, JNK-related mitochondrial

pro-apoptotic proteins were also suppressed upon oridonin treatment.

Conclusion: Taken together, our data show, for the first time, that

oridonin has a protective effect on LPS/D-Gal-induced ALI in mice,

and its mechanism may be related to the suppression of the pro-

apoptotic cytokine TNF-a and JNK-related pro-apoptotic signaling.

PP1358

Hepatic mitochondrial impairment in rifampicin and/or isoniazid
induced liver injury

Jun Chen1

1The Second Xiangya Hospital, Changsha

Background: Rifampicin (RFP) and isoniazid (INH) often induce

hepatotoxicity, even life-threaten liver failure. However, the under-

lying mechanisms of RFP and INH induced liver injury are poorly

understood. This study aimed to investigate hepatic mitochondrial

impairment in RFP and/or INH induced liver injury.

Methods: 20 Male BALB/c mice were divided into four groups: INH

(50 mg/kg/day) or RFP (100 mg/kg/day) mono treatment group, INH

and RFP combination treatment group, control group with equivalent

volumes of 0.9% saline only. Liver biopsy was performed after 7

consecutive days. The human hepatic cell line QSG-7701 cells were

incubated with INH (0.24 M) or RFP (0.18 mM) mono, INH (0.24 M)

+ RFP (0.18 mM) combination and non-drug, respectively. After

harvest cultured cells, mitochondria membrane potential, production

of reactive oxygen species and ATP levels were tested; dynamin-

related protein (DRP1) translocation to mitochondria and phospho-

rylated Drp (S616) were detected by immunofluorescence and

confocal microscope; cellular DRP1 protein expression was measured

by western blot; cell viability were assessed by flow cytometry.

Result: INH and RFP substantially cause liver injury characterized by

hepatic cell swelling, vacuolization, and fatty degeneration in mice.

INH and RFP collapsed the mitochondria membrane potential,

increased mitochondria ROS production, decreased ATP synthesis in

cultured 7701cells. Also, RFP enhanced DRP1 expression and

induced DRP1 mitochondrial translocation via Ser616 phosphoryla-

tion. Meanwhile, hepatocyte apoptosis and necrosis were increased.

Conclusion: Our results suggested mitochondrial impairment maybe

one of the key mechanisms in INH and RFP inducing liver injury.

PP1359

Protective effects of oridonin on acute liver failure via impeding
post-translational modifications of IRAK4

Yilin Deng1, Guangming Li1, Cuicui Shi1

1Xinhua Hospital Affiliated to Shanghai Jiaotong University School

of Medicine, Shanghai

Background: Post-translational modifications (PTMs) including

phosphorylation and acetylation have been shown to potently regulate

the inflammation related disease. Moreover, our previously study

found that oridonin possess the acetyltransferase inhibitor activity. In

the present study, we intend to investigate the protective effect and

mechanism of oridonin on lipopolysaccharide (LPS)-induced acute

liver failure (ALF) in D-galactosamine (D-Gal)-sensitized mice.
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Methods: Mice were given an intraperitoneal dose of LPS (40 lg/per

mouse)/D-Gal (5 mg/per mouse) with and without intraperitoneal

oridonin (0.2 mg/per mouse) treatment. Mice were sacrificed after 6 h

of LPS/D-Gal challenge, and the liver and blood samples were col-

lected for future analysis. Then we further examined the underlying

mechanisms using next-generation RNA-SEQ. We mainly focus on

genes that were induced by LPS/D-Gal and then downregulated by

oridonin treatment. These downregulated genes, as verified by real-

time PCR and western blot, were subjected to gene ontology (GO)

Kyoto encyclopedia of Genes and Genomes (KEGG) pathway

analysis.

Result: We found that treatment with oridonin significantly improved

survival rate in LPS/D-Gal-exposed mice. These were accompanied

with the improved histological alterations in liver sections and the

decreased the level of serum ALT/AST and the reduced MPO activity

in liver homogenates. GO analysis revealed that these reduced genes

were highly concentrated in immune response, chemotaxis and

inflammatory response biological processes. Consistent with RNA-

SEQ results, the expressions of these genes were induced by LPS/D-

Gal challenge and decreased upon oridonin treatment. KEGG path-

way analysis showed the significant enrichment of down-regulated

genes was in the Toll-like receptor (TLR) signaling pathway. Our

results verified that the increased phosphorylated levels of upstream

signal molecules in TLR signaling pathway, such as JNK, ERK, P38

and IjB were all significantly suppressed by oridonin. A further

experiment revealed that stimulation with LPS/D-Gal also triggered

the modifications including the phosphorylation in IRAK (T345/

S346) and acetylation in IRAK (K34), an essential signaling com-

ponent to TLR signaling pathway. Interestingly, the modified pattern

of IRAK4 in the presence LPS/D-Gal was significantly attenuated by

oridonin treatment.

Conclusion: Oridonin has a protective effect on LPS/D-Gal-induced

ALF and the mechanism may be related to the inhibition of NF-jB

and MAPKs by interfering with the posttranslational modifications of

IRAK (phosphorylation and acetylation).

PP1360

Elevation of liver enzymes in intensive care patients is
significantly related with the increased mortality

Ezgi Yigiti1, Gamze Taskiran1, Hamza Polat1, Tugba Cetin1,
Yalcin Gul1, Osman cavit Ozdogan1

1Marmara University Hospital, Istanbul, Turkey

Background: Many reasons may cause elevation of liver enzymes

(LE) in intensive care unit patients. However, frequency, patterns and

the effect on mortality are not evaluated in detail. The aim of the

present study is to evaluate the frequency and patterns of elevation of

liver enzymes in ICU patients and to find out if the liver enzyme

elevation (LEE) have any effect on the mortality.

Methods: This observational prospective study is performed by col-

lecting the prospective data of ICU patients admitted to Marmara

University Hospital between the period of February to April 2015.

Sociodemographic properties, medical profiles, indication of ICU,

sequential liver function tests and survival data are recorded and

analyzed by SPSS-20.

Result: During this period 146 (62 female, 84 male) patients were

admitted to ICU of Marmara University Hospital inwhich 88 (%60.3)

patients already have LEE at the time of ICU admission. Totally, 113

patients (77.4%) had at least one result of LEE during ICU hospi-

talization. Elevation of liver enzymes lasts 1–3 days in 65 (44.5%)

patients, 4–7 days in 29, 19.9%) of patients, and more than 7 days in

20 (13.7%) patients. Type of the elevation of LE is mix in 65 (44.5%),

hepatocellular in 32 (21.9%) patients and cholestatic in 16 (11%)

patients. Average duration of hospitalization is 5.34 days in patients

who had no LEE, whereas 9.27 days in patients who had LEE. Overall

mortality rate is 43.2% in patients with LEE during hospitalization

compared to 22.2% who had no LEE. Mortality rates according to the

duration of LEE indicate that patients who had LEE during ICU

hospitalization and persisted LEE had the highest mortality rates of

97%. Additionally, mortality rates are 30.8% in patients inwhom LEE

lasts 1–3 days, 58.6% inwhom LEE lasts 4–7 days and 70% inwhom

LEE lasts more than 7 days (p = 0.001). Significant relation was

found between the factors of being in ICU; Glasgow Coma Scala;

sepsis; hypotension; shock; having at least one chronic disease and

occurence of LEE

Conclusion: It has been found that having LEE, whether its happened

before or during ICU and persisted longer is significantly related with

the mortality. However, this relation is dependent to the patient’s

condition or it’s an independent factor needs further research.

PP1361

Efficacy and safety of magnesium isoglycyrrhizinate injection
to prevent chemotherapy-induced acute liver injury (MAGIC-
301): a multicenter, randomized, control clinical study

Qin Shukui1, MAGIC-301 Clinical Research Group

1Department of Medical Oncology, Cancer Center, The 81st Hospital

of PLA, Nanjing

Background: Anti-tumor cytotoxic drug is one kind of the most

common drugs causing drug-induced liver injury (DILI). This study

aimed to observe and evaluate the efficacy and safety of magnesium

isoglycyrrhizinate injection (MgIG) for prevention of chemotherapy-

induced acute liver injury in a large-scale population with malignant

tumors.

Methods: It was a prospective, open-label, randomized control and

nationwide multi-center study (MAGIC-301 Study). Patients who

received the chemotherapy regimen containing one of the following

four chemotherapy drugs or more, cisplatin (C60 mg/m2), oxaliplatin

(C85 mg/m2), cyclophosphamide (C600 mg/m2) and gemcitabine

(C2000 mg/m2), were randomized to the MgIG group and the control

group. The MgIG group was assigned to receive MgIG injection 200

mg/day ivgtt one day before the start of chemotherapy and lasting for

at least 5 days. The control group was assigned to receive only

chemotherapy regimen without MgIG injection. Referring to NCI-

CTC AE version 4.0, the occurrence of liver injury, including the

incidence and severity degree, was strictly observed and compared

both before and after chemotherapy. Rescue hepatoprotective treat-

ments were administered if necessary.

Result: The study was carried out at 28 cancer centers in China

between Mar 2013 and Dec 2015. A total of 1200 patients were

enrolled into the study. of these patients, 114 (95.5%) patients were

included in the full analysis set (FAS) and randomized to the MgIG

group (n = 766) and the control group (n = 380) respectively. The

baseline demographics and clinical characteristics, including age,

gender, weight, history of liver disease, type of malignancy and

chemotherapy regimen etc., were well balanced between the groups (P

[ 0.05). In the FAS, 62.63% of patients in the control group pre-

sented with liver injury after the chemotherapy, while 52.81% in the

MgIG group (P = 0.0004). The analyses of NCI grading for the

severity of liver injury showed that the incidence of grade 2 or more

liver function abnormity was 12.37% in the control group and 10.07%

in the MgIG group after the chemotherapy (P = 0.0008). In addition,

32.37%(123/380) of patients presented with the elevation of liver
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injury grade for at least one level in the control group, which

increased by 11.17% compared with the MgIG group (P\ 0.0001).

Conclusion: The study results suggest that the DILI induced by the

chemotherapy containing the platinum drug, cyclophosphamide or

gemcitabine was characterized by the higher incidence and the more

serious hazardness. Thus, more attention should be paid, especially to

enhance the surveillance of liver function in the whole course and the

management of liver injury in the clinical practice. Prophylaxis with

MgIG injection can significantly reduce the incidence and severity of

DILI before the chemotherapy initiation and during the concurrent

chemotherapy. It is worthy of investigation further and clinical

application widely.

PP1362

IL-22 alleviates acetaminophen induced liver injury in mice
by reducing production of reactive oxygen species

Ruidong Mo1, Rongtao Lai1, Xiaogang Xiang1, Shaowen Jiang1,
Ziqiang Li1, Yuhan Liu1, Zhujun Cao1, Peipei Ren1, Lichang
Chen1, Hui Wang1, Wei Cai1, Jie Lu1, Qing Xie1

1Department of Infectious Diseases, Ruijin Hospital, School of

Medicine, Shanghai Jiao Tong University, Shanghai

Background: IL-22 play a protective role in alleviating liver injury

and tissue repair in various mouse models. Moreover, IL-22 has

demonstrated to suppress oxidative and ER stress in mouse and

human pancreatic beta cells. The mechanism of liver protection by

IL-22 in drug induced liver injury (DILI) is still unclear. The purpose

of this study is to explore whether IL-22 may alleviate acetaminophen

(APAP) induced liver injury in mice by reducing production of

reactive oxygen species (ROS).

Methods: We measured the levels of ROS in wide-type mice livers

following APAP intoxication and pretreatment with IL-22. The sera

cytokines (IL-6, TNF) and hepatic mRNA of cytokines (TNF, IL-1b)

were also measured in APAP-induced liver injury group as well as IL-

22 pretreatment group by ELISA, cytometric bead array (CBA) and

qPCR.

Result: The hepatic ROS levels were decreased in IL-22 pretreatment

group compared to APAP-induced liver injury group (Figure 1A). The

hepatic mRNA expression of TNF and IL-1b, sera inflammatory

cytokines (IL-6, TNF) were also significantly down-regulated in IL-

22 pretreatment group (Figure 1C, Figure 2). The phosphorylation of

STAT3 was up-regulated in mice livers of IL-22 pretreatment group

(Figure 1 D).

Conclusion: IL-22 could reduce production of ROS of mice livers

intoxicated by acetaminophen. It is speculated that IL-22 may sup-

press the oxidative stress and inflammatory cytokines expression

depending on STAT3.

PP1363

Propylthiouracil-induced liver failure and artificial liver support
systems: a case report and review of the literature

Dongbo Wu1, Enqiang Chen1, Lang Bai1, Hong Tang1

1Center of Infectious Diseases, West China Hospital of Sichuan

University, Chengdu

Background: Antithyroid drugs carry a potential risk of hepatotoxi-

city. Propylthiouracil (PTU) is commonly prescribed for patients with

hyperthyroidism. PTU, however, can induce liver injury, ranging

from mild asymptomatic elevation of aminotransferases to acute liver

failure (ALF).

Case presentation: This case reported a 16-year-old Chinese girl

with hyperthyroidism, which was referenced to our hospital for

jaundice, nausea and fatigue associated with severe hyperbilirubine-

mia and coagulopathy. She had been prescribed PTU 5 months

earlier. There was no history of hypersensitivity to drugs, viral liver

diseases, blood transfusion or surgery. Based on her symptoms and

the clinical data, she was diagnosed with PTU-induced acute liver

failure. Due to the limited number of available donor organs for liver

transplantation, she was started treatment with artificial liver support

systems (ALSS). After four sessions of ALSS, her clinical signs and

symptoms were markedly improved, and she was discharged 25 days

after admission. Four months later, her liver function was normalized.

Conclusion: Although PTU induced liver failure is rare in the clinical

practice, liver function should be appropriately monitored during

treatment with PTU. PTU-induced acute liver failure in this patient

was successfully managed with ALSS, suggesting that the latter may

be an alternative to liver transplantation.
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Effect of phyllanthus prinaria (PU) extract on the IL-13/miR-21/
smad7 signaling pathway in a schistosomiasis-induced hepatic
fibrosis mouse model

Yang Fan1, Wang Yao2, Luo Lei2, Zhao Lei3

1Hubei Provincial Hospital of Chinese Medicine, Wuhan; 2Hubei

University of Chinese Medicine, Wuhan; 3Union Hospital, Tongji

Medical College, Huazhong University of Science and Technology,

Wuhan

Background: This study sought to investigate the anti-fibrotic effect

of PU extract via interference with the IL-13/miR-21/smad7 signaling

pathway in a schistosomiasis-induced hepatic fibrosis mouse model.

Methods: Mice were infected with Schistosoma japonicum cercaria

to establish the mouse model of schistosomiasis-induced hepatic

fibrosis. At four weeks after infection, the groups were given different

medications. The living conditions were observed. Real-time PCR

was employed to detect the mRNA levels of miR-21, smad7 and

connective tissue growth factor (CTGF), and western blotting was

used to examine the protein levels of smad7, CTGF, smad1, p-smad1,

smad2, p-smad2, ERK1/2, p-ERK1/2 and TGF-b receptor I.

Immunohistochemistry was used to examine the expression of CTGF.

Result: Compared with the model group, increasing concentrations of

PU extract improved the quality of life, inhibited the mRNA

expression of miR-21, promoted smad7 protein expression, and

inhibited CTGF protein expression (p\0.05 or 0.01). Moreover, PU

extract significantly reduced the protein levels of p-smad1, p-smad2,

p-ERK1/2, and TGF-b receptor I (p\0.05 or 0.01). CTGF staining in

the cytoplasm was markedly decreased by PU extract (p \ 0.05 or

0.01).

Conclusion: PU extract inhibited schistosomiasis-induced hepatic

fibrosis via the IL-13/miR-21/smad7 pathway in this animal model.

PP1365

Antitubercular therapy (ATT) causes worser outcome than other
drugs in drug induced liver disease (DILI)

Bhavith Remalayam1, Varghese Thomas1,2

1Calicut Medical College, Kozhikode, India; 2Department of

Gastroenterology, Kozhikode, India

Background: Drug induced liver injury is increasingly recognised as

a cause for acute liver damage. Tuberculosis is common in India and

anti tubercular therapy is an important casue for DILI in India. The

pattern of liver injury and the outcome are reportedly different in

DILI due to ATT when compared with other drugs causing DILI.

OBJECTIVES: To study the clinical pattern of DILI due to ATT in

comparision with the liver damage due to other drugs.

Methods: 53 patients with suspected DILI who attended the

Department of Gastroenterology over a two year period from January

2013 were studied prospectively. The diagnostic criteria used were as

follows: documented exposure to the drug, recent hyperbilirubinemia

of[2 mg/day or increase in AST/ ALT[3XULN or ALP[2XULN

and absence of other causes. Drug causality assessment was done by

applying RUCAM model. The patients were followed up until clinical

recovery or death.

Result: 25 cases (47.2%) were due to ATT and 28 cases were due to

other drugs namely: valproate (5.7%) phenytoin (3.8%), compli-

mentary medicines (7.5%), chrorpromazine (3.8%), diclofenac

(3.8%), azithromycin (3.8%), sulphasalazine (3.8%). There was no

difference between age or gender between two groups. Nausea (84.0

vs 39.3%), vomiting (64.0 vs 17.9%), and prolonged INR ([2) (36 vs

0%) were significantly more common in the ATT group compared to

other drugs. Skin rash, DRESS were more common in non ATT group

(32.1 vs 8%). Time for normalisation of ALT from peak was sig-

nificantly more in the ATT group. Severe DILI (56.0 vs 21.4%), liver

failure (41.7 vs 15.4%) and mortality (32.0 vs 7.1%) were signifi-

cantly more common in the ATT than the non ATT group.

Conclusion: Anti tubercular therapy was the most common cause for

DILI in our series accounting for nearly 50% of cases. Nausea,

vomiting, prolonged INR, liver failure and mortality were signifi-

cantly more common in the ATT group.

PP1366

Analysis on the clinical characteristics of drug-induced liver
injury in patients with chronic hepatitis B virus infection

Lu Wang1,2, Hu yu Lin1

1The First Hospital of Jilin University, Changchun; 2The First

Affiliated Hospital of Xiamen University, Xiamen

Background: The risk factors of DILI can be divided into two main

aspects of the host and drug. A large number of studies have shown

that age, sex, pregnancy, obesity, alcohol can induce or aggravate

DILI. There are studies also showing HBV or HCV infection,

autoimmune liver disease, nonalcoholic fatty liver disease and other
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chronic liver disease, can increase the risk of DILI, And these patients

may have more serious liver injury and worse prognosis.

Methods: Materials and Methods: We selected patients with DILI by

our hospital’s records system from January 2013 to December 2015

period. (HBV + DILI) group: 93 cases of DILI with chronic HBV

infection were included in our study as (HBV + DILI) group from

January 2013 to December 2015 period. DILI group: 102 cases of

DILI without chronic HBV infection were included in our study as

DILI group from January 2013 to December 2015 period. Record sex,

age, therapy duration, allergic history, hepatotoxic drug, clinical

symptom, liver function, therapy effect and other related information.

Result: The clinical characteristics of drug-induced liver injury in

patients with chronic hepatitis B virus infection are as following: 1.

The ages of onset are lower than in DILI group and males are more

than females. 2. The most common hepatotoxic drugs is herbal

medicine, followed by antibacterials and anti-inflammatory drugs.

There is no statistical significance between two groups. 3. There is no

specificity in the clinical symptoms between the two groups and no

significant difference in the proportion of patients with allergies. 4.

The clinical patterns of liver injury with chronic HBV infection at the

onset were followed by hepatocellular injury, mixed injury and cho-

lestatic injury. 5. The severity of liver injury is heavier than that in

DILI group. 6. The prognosis of patients is significantly worse than

that in DILI group. 7. The level of HBV DNA in (HBV + DILI) group

has little effect on the severity and prognosis.

Conclusion: The liver injury by drugs is more serious in patients with

chronic HVB infection and the prognosis is also worse.

PP1367

The stable animal model of acetaminophen-induced acute hepatic
failure

Yimin Mao1

1Renji Hospital, School of Medicine, Shanghai Jiao Tong University,

Shanghai

Background: To establish a stable animal model of drug induced

acute hepatic failure (AHF) with different doses of acetaminophen

(APAP) by intraperitoneal injection.

Methods: Sixty mice, which were randomly divided into four groups

(n = 15), were intraperitoneally injected saline and different doses of

APAP (300 mg/kg, 500 mg/kg and 750 mg/kg), respectively. mental

status, activity and survival rates in different groups were observed

within 72 h. According to the analysis of survival rates, another 180

mice were divided into three groups randomly (n = 60) with injection

of saline, low (300 mg/kg) and high dose (750 mg/kg) of APAP,

respectively. To detect the biochemical and pathological changes of

AHF, 12 mice randomly selected from each group were sacrificed for

serum and liver tissues collection at 0 h 1 h 3 h 6 h and 12 h after

injection, respectively.

Result: We found that no mice died within 72 h in the control group,

APAP (300 and 500 mg/kg group), which the mortality of APAP 750

mg/kg group was 100%. In control group, aminotransferase (ALT)

level showed no significant increase at all time points. However, ALT

levels in two APAP groups (300 and 750 mg/kg) began to increase at

3 h, and reached to peak at 6 h (6766.5 ± 2001.27 IU/L) or 12 h

(11707.58 ± 1882.45 IU/L) in low dose or high-dose APAP group,

respectively. Additionally, ALT level in high-dose APAP group was

significantly higher than in low-dose APAP group at 12 h (P\0.01).

In view of haematoxylin eosin (HE) staining, control group displayed

normal liver structure. In APAP group, degeneration and necrosis of

hepatocytes mainly occurred around central vein, and damage extent

gradually expanded over time. In low dose group, boundaries of

necrotic zones were clear with normal liver cell morphology in portal

areas, and visible hepatocytes proliferation around the boundaries was

observed at 12 h. In high dose group, typical acute massive hepatic

necrosis was found and few of degenerated hepatocytes stayed alive

at portal areas. After rapid necrosis of hepatocytes, empty fiber mesh

stent remained with large red blood cells deposited in sinusoids and

no proliferation of hepatocytes. At 12 h, histological activity index

(HAI) score of high dose group (7.33 ± 1.5) was higher than of low

dose group (5.25 ± 2.26), which showed statistically significant dif-

ferences (P\ 0.05)

Conclusion: In conclusion, C57BL/6 mice injected with high dose of

APAP (750 mg/kg), have similar biochemical and pathological

changes with AHF, which might be a reliable AHF model for

investigating the role of APAP in pathogenesis and development of

liver failure.

PP1368

The mechanism research concerning Egr-1 in AILI animal
models that may play adaptive protection

Yimin Mao1

1Renji Hospital, School of Medicine, Shanghai Jiao Tong University,

Shanghai

Background: Drug-induced liver injury (Drug induced liver injury,

DILI) is one of the most important drug-induced diseases, as well as

the main reason of failure in drug development, warning, or removed

from market. Acetaminophen (APAP) is the most common inherent

drug-induced type DILI and it is also the common medicine which

was used to build a stable DILI animal model. This study analysis the

expression spectrum in AILI animal models by the technique of

bioinformatics, we found that egr-1 can be seen a significant rise in

AILI models early, the further analysis discovered that it may play a

role of adaptive protection in the process of the onset of AILI.

Methods: We analyzed the database of mRNA and miRNA in APAP-

induced liver injured mice by using bioinformatics analysis technol-

ogy and verified Egr 1 early significant changes in the AILI model.

Our research synthetic overexpression and interference adenovirus,

which could overexpress and interfere the expression of Egr-1, to
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analyze the role of Egr-1 in pathogenesis of AILI, then we use

bioinformatics analysis to find out an downstream target gene of Egr-

1-Gadd45, and we used CRISP/Cas9 technical to knockout gene

Gadd45a in hepatocellular carcinoma cell line and judged whether an

Egr 1 play adaptive and protective role through regulating Gadd45 in

AILI animal models.

Result: Transcriptional level of Egr-1 in AILI animal models and

plasma levels were significantly higher in 1 h and peaked in 6 h.

Immunohistochemistry showed that Egr-1 expression in the liver was

positive. Three subtypes of Gadd45 which is the potential target gene

of Egr-1 had similar transcription spectrum in AILI animal models;

we overexpressed the transcriptional level of Egr-1 in animal models

and primary hepatocytes, after APAP treatment, the transaminase and

LDH in cell supernatant reduced significantly than that in positive

control; primary liver cell after interference the transcription of Egr-1

in primary hepatocytes, and after APAP treatment, LDH levels in cell

supernatants were significantly higher than that in positive control;

We knockout the Gadd45a by CRISP/Cas9 technical in Hepatoma

cell line, after APAP-treated, the level of LDH rose remarkable

compared with normal Hepatoma cell line.

Conclusion: Egr-1 in AILI animal models play adaptive protection by

upregulating Gadd45a.

PP1369

Liquid chromatography mass spectrometry-based profiling of PC
and PE in the plasma and liver of acetaminophen-induced liver
injured mice

Yimin Mao1

1Renji Hospital, School of Medicine, Shanghai Jiao Tong University,

Shanghai

Background: Acetaminophen (APAP) overdose is one of the most

common causes of acute liver failure in many countries.

Methods: A time course study was carried out using C57BL/6 mice

after intraperitoneal administration of 300 mg/kg APAP 1, 3, 6, 12

and 24 h. A high-throughput liquid chromatography mass spectrom-

etry (LC–MS) lipidomic method was utilized to detect PC and PE

species in the plasma and liver. Furthermore, the expressions of genes

involved in PC/PE metabolism in liver were measured by qRT-PCR

and Western-blot.

Result: In result, following APAP treatment, the contents of many PC

and PE species such as PC 33:1, PC 34:3, PE 34:2, PE 36:3, PE 38:4

and PE 38:6 in plasma increased, which were positively correlated

with the increases of ALT/AST. Many PC/PE species such as PC

33:1, PC 34:3, PE 34:2 and PE 36:3 in liver tissue decreased, which

were opposite to their profiles in plasma. However, some PEs such as

PE 38:4 and PE 38:6 increased in APAP-injured livers, which might

cause the induction of these PEs in plasma. The APAP-induced

alternation of PC/PE species in liver might be related with the sup-

pression of mRNA levels of phospholipases and

phosphatidylethanolamine N-methyltransferase (Pemt).

Conclusion: APAP overdose induced dramatic change of many PC/

PE species in plasma and liver, which might be caused by damaging

hepatocytes and interfering the phospholipid metabolism in APAP-

injured liver.

PP1370

Clinical analysis of 46 cases of mushroom poisoning

Shanshan Peng1, Shasha Wang1, Eryun Qin1, Yuanyuan Cui1,
Junqi Niu1, Rui Hua1

1Department of Hepatology the First Hospital, Jilin University,

Changchun, Jilin Province

Background: To investigate the clinical characteristics of 46 cases of

mushroom poisoning and analyze the differences on laboratory

indexes before and after treatment.

Methods: We retrospectively analyzed the data of 46 cases of

mushroom poisoning in the first Hospital of Jilin University from

Aug-19 to Aug-27 2015. We tested the biochemical indexes before

and after treatment by laboratory method. And we analyzed the dif-

ference with t-test.

Result: The prevalent pathogenic time is in late August. The distri-

bution of patients had geographical distribution trends. According to

the clinical manifestations, in 46 patients, 2 patients were gastroen-

teritis type, the rest were toxic hepatitis type. After comprehensive

treatment, 42 patients were improved, 3 cases were unhealed, 1 case

was dead.

Conclusion: For mushroom poisoning patients, timely and effective

treatment can significantly improve the prognosis and outcome, and

need to strengthen publicity and prevent it.

PP1371

Changes and mechanism of autophagy in APAP and CCL4

induced acute liver injury models

Weihao Wang1, Hongjuan Wang1, Mingbao Zhang1, Jie Zhuang1,
Weihua Xu1

1The Second Hospital of Shandong University, Jinan

Background: Autophagy always exists as a critical lysosomal path-

way involved in the degradation of long-lived proteins and cellular

organelles in eukaryon cells for the homeostasis and plays an

important role in cellular growth, differentiation, senescence and

apoptosis. Autophagy keeps the regular cellular metabolism and

function of liver. This research will explore the changes of autophagy

levels and the mechanism of autophagy in acute liver injury models

by increasing and reducing autophagy to find out mechanism of acute

liver injury to provide new way for treatment in clinic.

Methods: Model group include APAP group and CCl4 group. APAP

group were divided into APAP 2 h group, APAP 6 h group, APAP 12

h group and APAP 24 h group and so as the CCl4 group. APAP and

CCl4 group were respectively intraperitoneal injected by acet-

aminophen and carbon tetrachloride and get the specimens in mice at

the corresponding time. Treatment group were consist of rapamycin

treatment group and chloroquine treatment group. Testing the serum

ALT level of mice in each group and evaluating the extent of liver

injury by haematoxylin-eosin staining. The expression of LC3 and

p62 were detected by immunohistochemical and western blot. The

expression of Beclin1 and mTOR were detected by western blot.

Result: 1. The serum ALT level and the degree of liver injury in the

model group were higher than the control group. Compared with the 6

h model group (APAP 6 h group and CCl4 6 h group). The serum

ALT level and the degree of liver injury were apparently reduced in

rapamycin treatment group and increased in chloroquine treatment

group. 2. The expression of LC3 in the model group was time-de-

pendent increased more than that in the control group detected by
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immunohistochemical and western blot. And compared with the 6 h

model group, the LC3 expression in the rapamycin group and the

chloroquine group was increased. The expression of p62 in the model

group was less than that in the control group. But compared with the 6

h model group, p62 expression in rapamycin group was increased and

reduced in chloroquine group. 3. According to western blot, the

expression of mTOR in the both model group was time-dependent

decreased compared with the control group. The expression of beclin1

in APAP model group was time-dependent increased compared with

control group, but there is no differences between CCl4 model group

and control group.

Conclusion: 1. The level of autophagy was increased in both kinds of

acute liver injury, and should be detected as early as in 2 h. 2. After

promoting autophagy, liver injury was reduced, and after inhibiting

autophagy, liver injury was increased. This may indicate autophagy

plays a positive effect in both kinds of liver injury. 3. Acetaminophen

increase autophagy via both mTOR and beclin1 pathways, while

tetrachloromethane increase autophagy mainly through mTOR

pathway.

PP1372

Poria attenuates idiosyncratic liver injury induced by polygoni
multiflori radix praeparata

Dan Gao1,2, Jing-yao Pang3,4, Cong-en Zhang2, Chun-yu Li1,2,
Can Tu2, Hai-Zhu Zhang2, Ming Niu2, Yin Xiong5, Xiao-he Xiao6,
Kui-Jun Zhao4, Wei-wei Gao1, Jia-Bo Wang2

1Institute of Medicinal Plant Development, Chinese Academy of

Medical Sciences, Beijing; 2China Military Institute of Chinese

Medicine, 302 Military Hospital, Beijing; 3Pharmacy Department,

Beijing Luhe Hospital Affiliated to Capital Medical University,

Beijing; 4Department of Traditional Chinese Medicine, Beijing

Friendship Hospital Affiliated to Capital Medical University, Beijing;
5Kunming University of Science and Technology, Kunming;
6Integrative Medicine Center, 302 Military Hospital, Beijing

Background: The hepatotoxicity induced by Polygoni Multiflori

Radix Praeparata (PM) has aroused great concern throughout the

world. Hence, it is worthwhile to perform studies on the detoxification

with the combined use of medicinal herbs based on the compatibility

theory of traditional Chinese medicine that will have a better thera-

peutic effect and fewer side effects than individual herb or chemical

compound as the essence of Chinese formulae.

Methods: In this work, the rat model of PM/LPS-induced idiosyn-

cratic liver injury was used. The effects of Poria, Licorice and Panax

notoginseng on rats of PM/LPS-induced liver injury were investigated

respectively, hoping to find the most effective herbal medicine to

reduce the hepatotoxicity. Furthermore, in aiming to gain a better

insight into detoxification metabolism by herb compatibility and

identify possible biomarkers for predicting PM-induced liver injury,

the comprehensive and untargeted plasma metabolomics approach

along with pattern recognition analyses was designed to characterize

potential targets, determine the possible pathways and infer the bio-

logical processes by UPLC–QTOF–MS.

Result: According to results of biochemical and histological tests,

PM could induce the idiosyncratic hepatotoxicity of rats which pre-

sented modest inflammation triggered by non-injurious dose of LPS.

We also found that the combined use of Poria and PM in the ratio of

1:2 could significantly ameliorate the PM/LPS-induced liver injury

and systemic inflammation. Furthermore, UPLC/QTOF–MS-based

metabolomics was performed to identify possible biomarkers and

underlying biological pathways. Ten metabolites were expressed

differentially among LPS, PM/LPS and detoxification-treated groups

in terms of PCA and OPLS-DA analysis, which could be potential

biomarkers. MetaboAnalyst and pathway enrichment analysis

revealed that alterations of these metabolites were primarily involved

in three pathways: arginine and proline metabolism, primary bile acid

biosynthesis and sphingolipid metabolism.

Conclusion: The current study provides the very first systematic

experimental basis of the hepatoprotective effects of Poria against

PM/LPS-induced liver injury. Although further studies are needed to

validate diagnostic and/or prognostic values of the identified potential

biomarkers, the present strategy provided insights into studying the

multifactorial molecular mechanisms of how Poria exerts effective

treatment to PM/LPS-induced liver injury.
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PP1373

A resazurin to resorufin assay for reactive acyl glucuronides
reveals a bromfenac metabolite glucuronide

Nisha Hari Singh1, Jenyi Wong1, Wing Huen Yan1, Vijay Saradhi
Mettu2, Yinghua Qu1, Qiaowei Ngo1, Phoebe Koh3, Yan Zhou4,
Hanry Yu3, Abhishek Ananthanarayanan1,
Michael Kurt McMillian1

1Invitrocue Pte Ltd, Singapore, Singapore; 2Biological Resource

Centre, Singapore, Singapore; 3Department of Physiology, National

University of Singapore, Singapore, Singapore; 4Mechanobiology

Institute, Singapore, Singapore

Background: Bromfenac, a withdrawn idiosyncratic hepatotoxicant,

is speculated to produce a reactive acyl glucuronide (RAG), although

such conjugates are never observed in patients, animals or cultured

hepatocytes.

While examining many carboxylated compounds to rank order their

potential RAG activities, the idiosyncratic hepatotoxicant bromfenac,

whose mechanism of toxicity has proven elusive, produced a massive,

unexpected response in our RAG assay. RAGs of bromfenac have not

been isolated in patients, preclinical species, nor in hepatocytes and

hepatic cell lines. A highly reactive RAG of bromfenac was

hypothesized to explain increased covalent binding upon addition of

NADPH and UDPGA with bromfenac in microsomes, although again

no RAG was identified. Given the association of rapidly migrating

RAGs with covalent binding and idiosyncratic adverse drug responses

(Xu et al. 2013) and the lack of understanding or even prediction of

bromfenac cytotoxicity, the present study characterizes the bromfenac

response in our assay for the postulated RAG of bromfenac or one of

its metabolites.

Methods: We have used a modified resazurin to resorufin assay as a

cytotoxicity screen, overnight treatment with several NSAIDs was

noted to produce a ‘‘stress response’’, an increase in resorufin fluo-

rescence at non-toxic concentrations preceding the expected fall in

resorufin production with cytotoxicity. Other investigators conjec-

tured that ‘stress responses’ to carboxylated drugs in the assay

probably reflected reactive acyl glucuronides (RAGs). Our assay has

been optimized—using low, 1 uM concentrations of resazurin and

resorufin, and preincubation for 24 h or no preincubation with com-

pounds of interest to screen drug candidates in HepG2 cells for RAG

activity.

Result: While examining many carboxylated compounds to rank

order their potential RAG activities, the idiosyncratic hepatotoxicant

bromfenac, whose mechanism of toxicity has proven elusive, pro-

duced a massive, unexpected response in our RAG assay. RAGs of

bromfenac have not been isolated in patients, preclinical species, nor

in hepatocytes and hepatic cell lines. A highly reactive RAG of

bromfenac was hypothesized to explain increased covalent binding

upon addition of NADPH and UDPGA with bromfenac in micro-

somes, although again no RAG was identified. Given the association

of rapidly migrating RAGs with covalent binding and idiosyncratic

adverse drug responses and the lack of understanding or even pre-

diction of bromfenac cytotoxicity, the present study characterizes the

bromfenac response in our assay for the postulated RAG of bromfe-

nac or one of its metabolite.

Conclusion: We have successfully used a Resazurin to Resorufin

assay to reveal the mechanism of formation of an elusive Bromfenac

glucuronide, which could be implicated in idiosyncratic response

observed with the use of this drug.

PP1374

Nhibition of efferocytosis by mild hepatotoxicants

Qiaowei Ngo1, Yinghua Qu1, Michael Kurt McMillian1, Abhishek
Ananthanarayanan1, Nisha Hari Singh1, Jen Yi Wong1,
Chan Way Ng1, Hanry Yu2

1Invitrocue Pte Ltd, Singapore, Singapore; 2Department of

Physiology, National University of Singapore, Singapore, Singapore

Background: Drug-induced liver damage (DILD) is a common rea-

son for the withdrawal of drugs from the market. According to Hy’s

Law, when alanine transaminase (ALT) level and bilirubin levels

increases to more than 3 times upper limits of normal (ULN) levels

and to more than 2X ULN respectively, with no underlying cause

besides drug exposure, it results in severe DILD in 10% of Hy’s Law

cases. Even though Hy’s Law is still considered as the golden stan-

dard for the indication of DILD, Hy’s Law cases are not without

exceptions. In fact, while some drugs cause serum ALT elevations,

they do not induce hepatotoxicity histopathologically. This phe-

nomenon is termed as ‘‘benign ALT elevation’’. The derivation of

alternative mechanisms to explain benign ALT elevations from drug

intake is imperative to prevent unnecessary withdrawal of promising

drug candidates from the market

Methods: We have developed a simple efferocytosis assay of rat

macrophages and thymocytes to study the inhibition of efferocytic

ability of macrophages.

Result: Benign ALT elevations caused by drug candidates can po-

tentially be attributed to its influence on the efferocytic abilities of

macrophages (i.e. Kupffer cells) in the liver. Efferocytosis, facilitated

by macrophages, is an essential process for the resolution of
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inflammation and maintenance of a healthy liver. The inhibition of the

efferocytic abilities of macrophages and Kupffer cells will lead to

their inability to remove apoptotic hepatocytes, thereby allowing

apoptotic hepatocytes to become necrotic and release ALT into sys-

temic circulation.

Conclusion: Drugs that were clinically known to cause benign ALT

elevations in the clinic inhibited the efferocytic ability of macro-

phages in a dose dependant manner in vitro. Inhibition of efferocytic

function of macrophages could be one of the major mechanisms for

benign ALT elevations observed in preclinical development or in the

clinic and could explain the pharmacological basis for this

mechanism.

PP1375

Urine metabolomics study on the liver injury in rats induced
by raw and processed Polygonum multiflorum integrated
with pattern recognition and pathways analysis

Cong-en Zhang1, Ming Niu1, Xiao-ping Dong2, Jia-bo Wang1,
Xiao-he Xiao1

1China Military Institute of Chinese Medicine, 302 Military Hospital,

Beijing; 2College of Pharmacy, Chengdu University of Traditional

Chinese Medicine, Chengdu

Background: Polygonum multiflorum L. is a famous traditional

Chinese medicine that has always been perceived to be safe. Recently,

the increasing case reports on hepatotoxicity induced by Raw P.

multiflorum (RP) have attracted particular attention. However, the

diagnosis and identification of RP-induced hepatotoxicity are still

very difficult for its unknown mechanism and the lack of specific

biomarkers. To further explore the toxicity and metabolic mecha-

nisms involved in the hepatotoxicity induced by RP.

Methods: The hepatotoxicity induced by RP and its processed

products (PP) (dosed at 20 g/kg for 4 weeks) on rats were investigated

using conventional approaches including the biochemical analysis and

histopathological observations. Further, a urinary metabolomic

approach was developed to study the metabolic disturbances caused

by RP and PP, followed by the pattern recognition approach and

pathways analysis.

Result: RP showed obvious hepatotoxity whereas PP did not. 16

potential biomarkers (pyridoxamine, 4-pyridoxic acid, citrate et al.)

differentially expressed in RP group were identified compared with

the control and PP-treated groups. The pathways analysis showed that

vitamin B6 metabolism, tryptophan metabolism and citrate cycle

might be the major enriched pathways involved in the hepatotoxicity

of the herb.

Conclusion: 16 differentially expressed metabolites were identified to

be involved in the RP-induced hepatotoxicity. Vitamin B6 metabo-

lism might be mostly related to the hepatotoxicity induced by RP.

This finding may provide a potential therapeutic target or option to

treat hepatotoxicity induced by RP.

PP1376

Differential clinical characteristics, risk factors, and outcomes
between traditional Chinese medicines- and Western medicines-
induced acute liver failure

Tingting He1, Yun Zhu1, Jiabo Wang2, Man Gong1, Ruilin
Wang1, Ming Niu2, Jing Jing1, Lifu Wang1, Zhongxia Wang1,
Yonggang Li1, Xiaohe Xiao2

1Integrative Medicine Center, 302 Military Hospital, Beijing; 2China

Military Institute of Chinese Medicine, 302 Military Hospital, Beijing

Background: Herbs have gradually become frequent causes of acute

liver failures (ALF); however, the data on herbal drug-induced ALF

are remarkably limited.

Methods: All the 96 patients diagnosed with drug-induced ALF

(DALF) between January 2010 and December 2015 were retrospec-

tively studied.

Result: Among the 96 DALF cases, 58 (60.4%) were hepatocelluar,

16 (16.7%) cholestatic, and 22 (22.9%) mixed. Among all the cases,

24 (25%) healed after drug discontinuation and proper treatment, 25

(26%) developed chronicity, 43 (44.8%) died from liver failure, and

4 (4.2%) were later subject to liver transplantation. There were 32

ALF cases (33.3%) resulting from herbal Traditional Chinese

medicines (TCMs). Those patients were older and with higher levels

of creatinine and urine nitrogen (p \ 0.05), when compared with

those from western medicines (WMs). However, the two groups

were not statistically different in liver function, prognosis, hepatic

encephalopathy symptoms, and MELD score (P [ 0.05). The most

common culprit TCMs causing DALF were those used for general

health improvement (n = 6) and skin condition treatment (n = 3).

The most common TCMs causing liver failures were Heshouwu (n

= 5), Dahuang (n = 3), and Tusanqi (n = 2). Tusanqi accounted for

the highest number of death cases (n = 2). Among all the ALF

patients, those in death group were older and with higher levels of

TB, INR, creatinine, urine nitrogen and lower levels of platelets,

when compared with those in survival group. The death patients

were more likely to have peritoneal effusion and heptorenal syn-

drome (HNS).

Conclusion: Compared with the WMs, the TCMs presented with

different clinical features. Particularly, the TCMs had the higher risk

of causing hepatotoxic and nephrotoxic at the same time than WMs.

PP1377

Immunological Synergy Mechanism of Heshouwu-induced liver
injury: trans-stilbene enhances cis-stilbene hepatotoxicity
in lipopolysaccharide model

Lanzhi He1, Ping Yin1, Yumen Li1, Yakun Meng1, Jia-bo Wang1,
Zhaofang Bai1, Xiaohe Xiao2

1China Military Institute of Chinese Medicine, 302 Military Hospital,

Beijing; 2Integrative Medical Center, 302 Military Hospital, Beijing

Background: Heshouwu, the root of Polygonum multiflorum, is

generally regarded as an safe and non-toxic Chinese traditional

medicine, but the reported cases of Heshouwu-induced liver injury

has increased in recent years. We previously demonstrated that

Heshouwu extracts could cause liver injury in lipopolysaccharide-

mediated idiosyncratic drug-induced liver injury model (LPS model),
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and cis-stilbene (cis-SG) is the major perpetrator responsible for the

LPS/Heshouwu-induced liver injury in rats. However, We believe that

the other constituents in Heshouwu would synergistically enhance the

hepatotoxicity of cis-SG, because the hepatotoxicity of cis-SG is

weaker than that of equal dose of Heshouwu extracts in LPS model.

we found that the Trans-stilbene (tran-SG) is several or ten times

higher content than cis-SG in clinical samples of Heshouwu with the

potential to induce liver injury, and also has an effect of enhancing

immunity, so we hypothesized that trans-SG may be further exacer-

bated cis-SG -induced liver injury in LPS/Heshouwu-cotreated rats.

In order to prove the hypothesis, we evaluated the effect of cis-SG

combined with trans-SG on liver injury in LPS model.

Methods: Rats were randomly assigned to LPS, cis-SG, low dose

trans-SG, high dose trans-SG, LPS/cis-SG, LPS/trans-SG, LPS/cis-

SG/low dose trans-SG and LPS/cis-SG/high dose trans-SG groups.

cis-SG and trans-SG were dissolved in distilled water. Rats were

gavaged oral administration of cis-SG (50 mg/kg), and Trans-SG (250

mg/kg and 500 mg/kg). Rats were administered orally with trans-SG

(50 mg/kg) co-treated with cis-SG (250, 500 mg/kg). In addition to

cis-SG, low dose trans-SG, high dose trans-SG group, all groups were

been treated with 2.8 mg/kg of non-hepatotoxic LPS by tail vein

injections after intragastric administration 3 h. Ten hours later, blood

samples were collected from all experimental rats. ALT and AST

were measured by aminotransferase kits. Partial liver tissue was

collected and fixed in 10% formalin buffer for histopathological, and

immunohistochemical testings. The remaining Liver tissues were

collected for real-time PCR analysis.

Result: Tran-SG significantly aggravated LPS/cis-SG-induced liver

injury in rats, as determined by serum transaminase activity and

hepatocellular necrosis determination, while hepatic injury was not

observed in alone trans-SG or LPS/trans-SG-cotreated rats. Besides,

we found that the expression levels of some immune cytokines were

increased in alone trans-SG or LPS/trans-SG-cotreated rats.

Conclusion: Trans-SG could aggravate cis-SG-induced liver injury

by enhancing immunity in LPS/Heshouwu-cotreated rats.

PP1378

Drug-associated hepatotoxicity among persons receiving weekly
rifapentine plus isoniazid for tuberculosis chemoprophylaxis:
a randomized clinical trial in China

Qiaoling Ruan1, Xitian Huang2, Qingluan Yang1, Limin Cai2,
Xuefeng Liu2, Kechuan Pan 2, Lingyun Shao1, Wenhong Zhang1

1Department of Infectious Disease, Huashan Hospital, Fudan

University, Shanghai; 2Department of Infectious Disease, Wenling

No. 1 People’s Hospital, Wenling, Zhejiang

Background: Preventive tuberculosis treatment plays an important

role in successful control of tuberculosis (TB). For preventive ther-

apy, the three-month (12-dose) regimen of weekly rifapentine and

isoniazid (3RPT/INH) is recommended for its non-inferiority, safety

and higher completion. In the present study, we aimed to evaluate the

drug-associated hepatotoxicity in subjects who received 3RPT/INH

for chemoprophylaxis.

Methods: Silicosis is a high risk factor of acquiring TB. This is an

open-label, randomized clinical trial to evaluate the effectiveness and

tolerability of 3RPT/INH to prevent tuberculosis compared with those

who do not receive chemoprophylaxis among silicotic patients. Eli-

gible subjects were recruited and randomized almost 1:1 into either

3RPT/INH group or control group. Once weekly rifapentine15 mg/kg

(900 mg maximum) plus isoniazid 15 mg/kg (900 mg maximum)

were given under direct observation. Liver function tests were per-

formed at baseline and at monthly intervals during treatment. Drug-

associated hepatotoxicity was identified in individual who developed

peak alanine transaminase (ALT) or aspartate transaminase (AST)

[1.5 upper limit of normal (ULN) or bilirubin [2 ULN during

chemoprophylaxis, after excluding other reasons. Risk factors were

evaluated in patients who developed hepatotoxicity.

Result: A total of 502 persons were randomized. All subjects were

male with median age of 57 (range 44–65) years. Among 241 persons

who received C1 dose of study drug, 12 (5.0%) had abnormal liver

function tests, and 2 (0.8%) of the 261 persons in control group had

abnormal liver function tests (Chi square test P = 0.005). Among the

12 who had drug-associated hepatotoxicity, the ALT and AST were

elevated to 2.8 ULN and 2.2 ULN by means, respectively. The

hepatotoxicity occurred after a medium of 4 dose (range 3–12 doses).

Eight of the 12 completed the regimen, 3 quitted because of hepa-

totoxicity together with other reasons, and one quitted for other

reason. All hepatotoxicity cases resolved and there was no hepatitis or

liver failure. In a multivariate analysis among persons who received

3RPT/INH, neither age, education, body mass index, drinking or

dosage of study drugs was found to be independent predictor of drug-

associated hepatotoxicity.

Conclusion: Drug-associated hepatotoxicity happened in 5% of those

who received 3RPT/INH, which usually resolved quickly. Severe

hepatotoxicity case was rare. No obvious predictor of drug-associated

hepatotoxicity was found.

Clinical Trials Registration: NCT02430259

PP1379

Good outcome of living donor liver transplantation in drug
induced acute liver failure: a single centre experience

Narendra S Choudhary1, Sanjiv Saigal1, Neeraj Saraf1, Amit
Agarwal1, Amit Rastogi1, Sanjay Goja1, Prashant Bhangui1, Vijay
Vohra1, Deepak Govil1, Arvinder S Soin1

1Medanta the Medicity, Gurgaon, India

Background: Drug induced acute liver failure (ALF) is associated

with high mortality. There is limited literature on results of living

donor liver transplantation (LDLT) for drug induced ALF.

Methods: The study was conducted at a tertiary care centre in North

India. All patients who received LDLT for drug induced ALF were

included. The data is shown as median (IQR).

Result: A total of 18 patients (15 females and 3 males), aged 3

(25–45) years, underwent LDLT for drug related ALF. Etiology of

ALF were anti-tubercular medications (n = 14), Orlistat (n = 1),

Flutamide (n = 1) and complementary alternative medications (n =

2). The baseline parameters were as following; Bilirubin 17.

(16.3–23.8) mg/day, INR 3.3 (2.5–4.0), jaundice encephalopathy in-

terval 6 (3–17.5) days, arterial ammonia 109 lmol/l (73–215), MELD

24 (18–33), grade of encephalopathy (1–4) which progressed to grade

(2–4) before transplantation. All patients underwent right lobe LDLT;

hospital stay was 17 (13–22) days and ICU stay was 5 (5–7) days.

Two patients died in first month after liver transplantation due to

sepsis and multi organ failure; rest of patients are alive and doing well

at a follow up of 50 (4–82 months).

Conclusion: Good outcomes can be obtained by living donor liver

transplantation for drug induced ALF.
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Liver injury associated with propolis extract: a case report
with positive rechallenge

Jing Jing1, Jia-bo Wang1, Xiao-he Xiao1, Yun Zhu1, Rui-yu Li1,
Rui-lin Wang1, Ning Du1, Yong-qiang Sun1, Fan Zhang1

1Beijing 302 Military Hospital, Beijing

Background: In recent years, a growing number of hepatotoxicity

cases have been reported in people taking herbal and dietary sup-

plement (HDS). Propolis has beneficial effects on people’s health, and

its adverse liver reactions have rarely been reported.

Methods: We present a case of drug-induced liver injury in a

48-year-old male using propolis extract (PE), which recurred fol-

lowing its rechallenge. Since July 2014, the patient had ingested PE

for his asthenic habitus for approximately 9 months. Additionally, he

had taken two bottles of Polygonum multiflorum liquor (PML) to

alleviate symptoms of back and leg pain from September 2014 to

November 2014. He routinely took these formulations at the labeled

recommended doses without prescription medications. In February

2015, he began to experience fatigue, had a poor appetite, developed

jaundice. On March 15, 2015, he was admitted to a local hospital with

elevated serum levels of total bilirubin (TB) of 11.1 mg/day, alanine

aminotransferase (ALT) of 1843 U/L and alkaline phosphatase (ALP)

of 180 U/L. Subsequently, his abnormal liver biochemistry and

symptoms significantly improved after the discontinuation of PE. On

20 April, 2015, the patient resumed ingesting PE again. Subsequently,

He had not taken PE for 1 months until he became jaundiced and had

severe liver laboratory abnormalities. On May 15, 2015, he was

admitted to our hospital with serum levels of TB of 14.8 mg/day, ALT

of 395 U/L, ALP of 155 U/L and prothrombin time (PT) 13.3 s.

Predictably, the patient’s severe liver chemistry abnormalities and

liver disease symptoms improved again after PE discontinuation and

treatment.

Result: In this case, the RUCAM score value with PE was 8, signi-

fying a probability of PE-associated liver injury, while the RUCAM

scale of PML lay far below 2, implying its exclusion. In addition,

counterfeit drugs, adulterants and toxic contaminations from PE were

excluded by means of a pharmaceutical quality identification and

analysis.

Conclusion: To our knowledge, this might represent the first case

report, with positive rechallenge, of liver injury associated with PE.

Hypothetically, the combination between the ingestion of PE and host

factors with the immunological microenvironment might simulate the

immune system, release inflammatory factors and induce the hepa-

tocyte damage.

PP1381

Metabonomic study on idiosyncratic liver injury induced
by different extracts of Polygonum Multiflorum in rats integrated
with pattern recognition and enriched pathways analysis

Chunyu Li1, Can Tu1, Qin He1, Le Zhang1, Xiao-he Xiao1,
Jia-bo Wang1

1China Military Institute of Chinese Medicine, 302 Military Hospital,

Beijing

Background: Currently, numerous liver injury cases related to a

famous Chinese herb- Polygonum Multiflorum (Heshouwu in Chi-

nese) have attracted great attention in many countries. Our previous

work showed that Heshouwu-induced hepatotoxicity belonged to

idiosyncratic drug-induced liver injury (IDILI). Unfortunately, the

components and mechanisms attributed to IDILI of Heshouwu are

difficult to determine and thus remain unknown.

Methods: Attempts to explore puzzles, we prepared the chloroform

(CH)-, ethyl acetate (EA)-, and residue (RE) extracts of Heshouwu to

investigate IDILI constituents and underlying mechanisms, using

biochemistry, histopathology, and metabolomics examinations.
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Result: The results showed that co-treatment with non-toxic dose of

lipopolysaccharide (LPS) and EA extract could result in evident liver

injury, indicated by the significant elevation of plasma alanine

aminotransferase (ALT) and aspartate aminotransferase (AST)

activities, as well as obvious liver histologic damage; whereas other

two separated fractions, CH and RE extracts, failed to induce

observable liver injury. Furthermore, 21 potential metabolomic

biomarkers that differentially expressed in LPS/EA group compared

with other groups without liver injury were identified by untargeted

metabolomics, mainly involved two pathways: tricarboxylic acid

cycle and Sphingolipid metabolism.

Conclusion: This work illustrated EA extract had close association

with the idiosyncratic hepatotoxicity of Heshouwu and provided a

metabolomic insight into IDILI of different extracts from Heshouwu.

PP1382

Epidemiological characteristics of 290 cases with drug-induced
liver injury in a TCM Hospital

Chunwu Zhu1, Jili Yuan1, Yuan Peng1, Hainan Wang2, Chenghai
Liu1,3,4

1Institute of Liver Diseases, Shuguang Hospital Affiliated to Shanghai

University of Traditional Chinese Medicine, Shanghai; 2China Food

and Drug Administration, Beijing; 3Shanghai Key Laboratory of

Traditional Chinese Clinical Medicine, Shanghai; 4E-Institute of

TCM Internal Medicine, Shanghai Municipal Education Commission,

1200 Cailun Road, Shanghai

Background: The drug induced liver injury (DILI) is the third reason

for liver diseases. Based on its morbidity of demography, epidemio-

logical features and mechanisms are still not fully understood. Our

aim was to survey and analyze the epidemiologic characteristics of

drug-induced liver injury (DILI) in single TCM hospital.

Methods: Consecutive patients with DILI in Shuguang Hospital over

a 5-year period from January 2012 to August 2016 based on inter-

national Consensus Criteria from a medical college hospital setting

were studied. Causality was assessed using Roussel Uclaf Causality

Assessment Method (RUCAM).

Result: of the 290 patients, 31.38% were males. Based on earliest

identified liver biochemistry abnormalities, the patients were classi-

fied as hepatocellular (55.86%), cholestatic (10%) and a mixed

pattern of liver injury (20.69%), respectively. Leading caused were a

combination of Traditional Chinese medicine (TCM) (18.97%), anti-

microbial agents (15.52%), anti-tumor drug (13.45%), cardiovascular

drugs (12.41%) and antipyretic analgesic (11.72%). The major

medicines associated with DILI were cephalosporin (n = 20, 6.9%),

acetaminophen (n = 19, 6.55%), Polygonum multiflorum (n = 17,

5.86%), Xianlinggubao Capsules (n = 9, 3.1%) and Thiamazole

Tablets (n = 9, 3.1%).

Conclusion: The combination use of chemical drugs with TCM made

an important contribution to DILI, with half of hepatocellular injury

type. The combination of TCM and Western medicine might promote

incidence rate of DILI.

PP1383

Efficacy of Radix Paeoniae Rubra in treating drug-induced liver
injury with intractable Jaundice

Jing Jing1, Yun Zhu1, Rui-lin Wang1, Ning Du1, Li-fu Wang1,
Yong-qiang Sun1, Fan Zhang1, Yu-si Miao1

1Beijing 302 Military Hospital, Beijing

Background: We observed the efficacy and safety of Radix Paeoniae

Rubra (RPR) in treating severe DILI patients with intractable jaun-

dice, who failed to respond to the withdrawal of the suspected drugs

and the therapy with ursodeoxycholic acid (UDCA), corticosteroids,

and plasma exchange (PE).

Methods: In the 230 severe DILI patients with intractable jaundice

hospitalized in 302 Military Hospital from January 2010 to January

2013, 14 (6.1%) cases failed to respond to the withdrawal of the

suspected drugs and the therapy with UDCA, corticosteroids, 3 or 4

sessions of PE, and other drugs for the treatment of liver injury

including glycyrrhizic acid and reduced glutathione. Among the 14

severe DILI patients with intractable jaundice, 1 case presented with

ALF and 1 case developed into liver cirrhosis, both of whom were

recommended to liver transplantation. For the 14 severe DILI patients
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with intractable jaundice, the treatment including UDCA, corticos-

teroids and PE was stopped and the high dosage of RPR was

administered. The various doses of RPR (60, 100, 150, and 300 g/day)

were adjusted based on the levels of serum total bilirubin (\10,

10–14.9, 15–20, and [ 20 mg/dayL), respectively. At 3–6 months

after stopping RPR treatment, the 14 cases were reexamined in 302

Military Hospital and a follow-up visit was obtained.

Result: In the 14 severe DILI patients with intractable jaundice, 11

(78.6%) cases including the patient with liver cirrhosis had achieved

sustained normalization of liver biochemistry after RPR treatment, 2

(14.3%) cases respectively still had persistent liver biochemistry

abnormalities, and 1 (7.1%) case with ALF underwent liver trans-

plantation. After RPR treatment, symptoms of liver injury including

jaundice (100 vs 21%; P\0.001) and fatigue (86 vs 29%; P = 0.006)

improved, the levels of total bilirubin, direct bilirubin, ALT, aspartate

transaminase (AST), total bile acid, Child-Pugh and MELD scores

were significantly decreased (20.6 ± 6.1 vs 4.9 ± 8.2 mg/dayL, 15.2

± 5.3 vs 3.2 ± 6.1 mg/dayL, 101 ± 91 vs 38 ± 35U/L, 113 ± 77 vs

49 ± 29U/L, 282 ± 134 vs 50 ± 74 lmol/L, 8.5 ± 1.1 vs 6.3 ± 2.0,

and 25.0 ± 2.5 vs 15.6 ± 6.6, respectively; all P \ 0.05), and the

levels of albumin (30 ± 3 vs 35 ± 4 g/L; P\ 0.001) and cholines-

terase (4011 ± 1072 vs 5623 ± 2439 U/L; P = 0.024) were

statistically significantly elevated (Table 2). The course of RPR

treatment was 52 ± 19 days (range: 28–84 days). The daily cost of

RPR treatment was 124 ± 49 RMB. Diarrhea was noted in 6 cases but

spontaneously disappeared after the RPR discontinuation.

Conclusion: In this study, high dose of RPR presented potential

therapeutic effects on the treatment for severe DILI patients with

intractable jaundice, when the withdrawal of the suspected drugs and

conventional therapy were ineffective. No significant adverse events

were recorded except mild anemia and self-limited diarrhea.

PP1384

A report of two cases and literature review: drug-induced
cirrhosis caused by methotrexate treating psoriasis

Shengnan Jia1, Qian Zhang1, Wenrui Wang1, Zhenjing Jin1

1The Second Hospital of Jilin University, Changchun

Background: Psoriasis is an immune-related chronic recurrent

inflammatory skin disease, the incidence may be related to infection

factors, immune, mood and so on, the purpose of treatment is to

control the disease, slow down the disease, reduce symptoms and skin

damage, as possible as avoiding recurrence, improving the quality of

life. Psoriasis’s treatment need many drugs, and course is very long,

there are many patients who take drugs including western medicine

and chinese herb medicine, even overdose methotrexate for long time

in the rural areas or individual clinics

Methods: There are two patients with psoriasis vulgaris with cirrhosis

we asked those two patients about the present, previous, personal and

medical history in details, did physical examination carefully and did

relevant blood tests. Then analysis this two cases

Result: This two patients had no history of hepatitis, drinking,

autoimmune disorders and fatty liver, and both had long-term use of

methotrexate to treat psoriasis for nearly ten years. So we could

diagnose drug-induced cirrhosis, whose reason was the long-term use

of high-dose methotrexate

Conclusion: Because of psoriasis’s characteristics which need long-

term treatment with a number of different drugs to control its attack.

In recent years, many reports that the drug used for psoriasis can

induce liver damage emerged and long-term overdose use of MTX to

treat of psoriasis can induce chronic liver damage, even cirrhosis in

the some districts due to lack of knowledge and ignore of monitoring

liver function In short, we mainly want to alert fellow and the public

to standardize the medication to control the psoriasis, and need to

notice the side effects of those drugs, especially drug-induced liver

damage. So it need doctors including dermatologist, hepatologist and
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hematologist and a senior pharmacist to join the treatment of psoriasis

to reduce or avoid the adverse drug reactions

PP1385

Rednisone combined with azathioprine immunosuppressive
therapy significantly prevents chronicity in patients
with autoimmune-like drug induced liver injury

Yan Wang1, Qianyi Wang1, Qiuju Tian1, Na Peng1, Chen Shao2,
Tailing Wang3, Xiaojuan Ou1, Jidong Jia1, Xinyan Zhao1

1Beijing Friendship Hospital, Capital Medial University, Beijing;
2Beijing YouAn Hospital, Capital Medical University, Beijing;
3China-Japan Friendship Hospital, Beijing

Background: Dysregulartory autoimmune reaction plays an impor-

tant role in occurrence of chronic drug induced liver injury (DILI).

Classical drug-induced autoimmune hepatitis (DI-AIH) responds well

to immunosuppressive therapy. However, whether immunosuppres-

sant should be used for atypical autoimmune-like DILI (AL-DILI)

remains controversial. We aim to investigate efficacy of prednisone

(PRD) and azathioprine (AZA) combination therapy in AL-DILI

patients with less degree of lymph plasmatic interface hepatitis and

less extent of plasma cells infiltration.

Methods: Patients diagnosed as hepatocellular injury type of DILI

(RUCAM score C6) in Beijing Friendship Hospital and China-Japan

Friendship Hospital from year 2008 to 2014 was retrospectively

enrolled. A predefined histological criterion of AL-DILI was used

throughout the study. Then patients were divided into two groups

according to whether PRD and AZA were used or not. Alanine

aminotransferase (ALT), aspartate aminotransferase (AST), globulin,

Immunoglobulin G (IgG), frequency of ALT fluctuation, proportion

of ALT and AST normalization and incidence of chronic DILI were

compared by t-test or Chi Square test using SPSS 20.0, P\0.05 was

treated as significant difference.

Result: Out of 113 DILI patients, 55 AL-DILI patients were enrolled.

They were divided into the immunosuppressive therapy (IST) and

control group (12 vs. 43). There was no significant difference in age

(56 ± 4 years vs 53 ± 2 years), female proportion (83.3 vs 86.0%)

and RUCAM score (7.00 ± 0.28 vs 6.86 ± 0.24). Peak ALT and AST

level (618.92 ± 96.24 U/L vs 1027.81 ± 143.12 U/L, P =

0.136;663.42 ± 154.51 U/L vs 806.58 ± 99.81 U/L, P = 0.491) were

comparable between these two groups. However, serum globulin and

IgG in IST group was significantly higher than that of control group

(40.06 ± 1.46 vs 33.17 ± 0.85 g/L, P \ 0.001, 2432.17 ± 204.34

mg/dayl vs 1742.60 ± 81.66 mg/dayl, P = 0.001, respectively). After

treatment, proportion of ALT and AST normalization in IST group

were 75.0, 92.0,100.0% at 3, 6 and 9 month after onset of DILI

respectively, which were significantly higher than that of control

group (16.0%, P\ 0.001, 33.0%, P\ 0.001 and 53.0%, P = 0.005

respectively). Furthermore, frequency of ALT fluctuation within six

months in IST group was statistically lower than that of control group

(1.08 ± 0.08 vs 1.84 ± 0.12, P \ 0.001). Finally, percentage of

chronic DILI defined as persistent abnormal ALT for six months after

DILI onset in IST group was significantly lower than that of control

group (8.0 vs 67.0%, P\ 0.001) Table 1.

Conclusion: This study demonstrated that PRD and AZA combina-

tion therapy significantly reduced frequency of ALT fluctuation,

increased proportion of ALT normalization hence prevented

chronicity in AL-DILI patients. Prospective randomized control study

was warranted further to confirm this result.

PP1386

The clinical characteristics of 140-patients with antituberculosis
drug-induced liver injury

Hong Zhao1, Wen Xie1

1Beijing Ditan Hospital, Capital Medical University, Beijing

Background: To investigate the clinical characteristics and prognosis

of liver injury caused by anti-tuberculosis drugs.

Methods: The clinical data of 140 patients with anti-tuberculosis

drug induced liver failure was analyzed retrospectively, for the clin-

ical characteristics, complications and prognosis.

Result: Among 140 cases, 29 (20.71%) patients were 4–5 grade liver

injury, 111 cases (79.29%) were 1–3 grade liver injury. Compared the

two groups, the proportion of women in grade 4–5 group (58.62%)

was higher than that of grade 1–3 group (36.94%) (P = 0.036). 101

cases (72.14%) patients used anti tuberculosis therapy including

lisoniazid, rifampicin and pyrazinamide, 86.21% of grade 4–5 group,

higher than grade 1–3 group (68.47%) (P = 0.045). The proportion

(41.38%) of rechallenge in 4–5 grade group was significantly higher

than that in group 1–3 grade (10.81%) (P \ 0.001). In grade 4–5

group, the proportion of fever, deep-coloured urine and anorexia was

higher than that of grade 1–3 group. The levels of total bilirubin, INR

and MELD in grade 4–5 group were higher than those in grade 1–3

group. Total 29 cases of anti-tuberculosis drugs induced liver failure,

19 cases improved and discharged, 12 cases death, the mortality rate

was 41.38%. The total bilirubin, INR and MELD scores in the death

group were higher than those in the discharged group.

Conclusion: Women, combined with isoniazid, rifampicin and

pyrazinamide anti TB treatment, rechallenge may be influencing

factors of the severity of liver injury induced by antituberculosis drug;

High total bilirubin, INR and MELD score indicated poor prognosis.

PP1387

A newly proposed pathological classification based on targets
of drug induced liver injury

Tailing Wang1, Xinyan Zhao2, Qiuju Tian2, Lihong Ye3,
Na Peng2, Chen Shao4, Xiaojuan Ou2, Jidong Jia2
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1China-Japan Friendship Hospital, Beijing; 2Beijing Friendship

Hospital, Capital Medial University, Beijing; 3The Fifth Hospital of

Shijiazhuang, Hebei; 4Beijing Youan Hospitall, Capital Medical

University, Beijing

Background: Drug induced liver injury (DILI) can be classified as

hepatocellular, cholestatic or mixed injury type based on the ratio of

alanine aminotransferase/alkaline phosphatase (ALT/ALP), denoted

as R value. However, there is a lack of well-defined pathological

classification which is fitting with this clinical classification. The

study aims to propose a novel pathological classification of DILI

based on targeted injury cells by insulting drug(s).

Methods: We retrospectively enrolled patients with bona fide DILI at

China Japan Friendship Hospital and Beijing Friendship Hospital

between 2003 and 2014. The clinical, serological and pathological

profiles and their follow-up information were collected. A predefined

histological evaluation form of DILI was used throughout the study. It

helps to allocate patients into hepatocelluar, cholestatic, mixed, or

vascular injury pattern in general histologically.

Result: 357 out of 768 DILI patients fulfilled the diagnostic criteria

and had enough follow-up data for judgment of outcome. Based on

the target cell(s) of insulting drug(s), we histologically allocated these

357 DILI patients into acute or chronic hepatocellular, bile duct

epithelium and vascular/sinusoidal endothelium injury pattern (Figure

1). Majority of DILI patients (212/357, 59.4%) were attributed to

hepatocellular injury pattern without cholestasis. ‘‘Lobular hepatitis’’

was pathological features of acute hepatocellular injury pattern (145/

212, 68.4%), which can be subdivided into mild (spotty necrosis,

55/145,37.9%), moderate (confluent or occasional bridging necrosis,

55/145,37.9%) and severe (multiple bridging or multiple acinus

necrosis 35/145,24.2%) injury pattern; Portal inflammation and

fibrosis was pathological features of chronic hepatocellular injury

pattern (67/212, 31.6%). 73 out of 357 (20.4%) were allocated to

mixed injury pattern, i.e. necroinflammatory of hepatocytes plus

hepatocellular canalicular cholestasis; Bland cholestasis accounts for

6.2 percent (22/357,6.2%). Finally, vascular/sinusoidal endothelium

injury pattern was 14.0% (50/357,14.0%) which included idiopathic

portal hypertension (IPH) 35 cases and venous occlusive disease

(VOD) 15 cases. Through a long term follow up, we found that

average medium time of ALT and/or TBIL normalization (107.7

days) is significantly longer in mixed injury pattern of DILI compared

to hepatocellular injury (82.6 days, p\ 0.05).

Conclusion: We newly proposed a pathological classification of DILI

based on the injure targets of the liver which is simple, practical and

correlates well with clinical classification and patients’ prognosis. We

believe that this novel classification will help hepatologists and liver

pathologists understand DILI in depth.

PP1388

Chronic hepatitis C may increase the risk of anti-tuberculosis
drug-induced liver injury: a systematic review and meta-analysis

Yi-Shin Huang1,2

1Taipei Veterans General Hospital, Taipei, Taiwan; 2National Yang

Ming University School of Medicine, Taipei, Taiwan

Background: Anti-tuberculosis drug-induced liver injury (ATDILI)

is a major safety concern for the treatment of tuberculosis (TB). The

impact of chronic hepatitis C (CHC) on the risk of ATDILI is still

controversial. In this study, we aimed to systemically assess the

influence of CHC on the susceptibility to ATDILI.

Methods: We reviewed all English-language medical literature with

the medical subject search headings ‘‘hepatitis C’’ and ‘‘anti-tuber-

cular agents’’ from the major medical databases. Thereafter, a

systemic review and meta-analysis was performed on those publica-

tions that qualified.

Result: A total of 52 citations were retrieved on the initial major

database search, from which 11 studies were determined to be eligible

for analysis. While undergoing anti-TB treatment, 423 cases with

drug-induced liver injury (DILI) and 2864 controls without DILI were

enrolled into this analysis. The pooled odds ratio (OR) of all studies

for the CHC to ATDILI was 3.12 (95% CI 2.04–4.78). Further sub-

group analysis revealed that the CHC carriers still had higher risk of

ATDILI than non-CHC patients both in Asians and Caucasians; in

standard 4 combination anti-tuberculosis therapy and isoniazid single

drug prevention therapy; and in those with strict definition of DILI

(ALT [ 5 upper limit of normal value) and with loose definition of

DILI (ALT[ 2 or 3 upper limit of normal value).

Conclusion: The meta-analysis suggests that CHC may increase the

risk of ATDILI. Regular liver test monitoring is highly suggested to

treat TB in chronic hepatitis C carriers.

PP1389

Sensitivity and specificity of alanine transaminase (ALT)/alkaline
phosphatase (ALP) ratio (R-Value) in distinguishing histological
patterns of drug induced liver injury

Ruiyuan Yang1, Qiuju Tian1, Na Peng1, Chen Shao2, Tailing
Wang2, Xiaojuan Ou1, Jidong Jia1, Xinyan Zhao1

1Beijing Friendship Hospital, Capital Medical University, Beijing;
2China-Japan Friendship Hospital, Beijing

Background: DILI can be classified as hepatocellular, cholestatic or

mixed type according to ALT/ALP ratio, regarded as R-value, which

was proposed by Council for International Organizations of Medical

Sciences (CIOMS) in 1990. However, this clinical classification has

not been verified by a head to head comparison to its correspondent

liver histology. Therefore, diagnostic potency of R-value in terms of

sensitivity and specificity has not been reported yet. We aim to verify

R value through a comparison to its histopathological patterns by

reviewing a serial of 87 DILI patients.

Methods: Patients who were diagnosed as DILI with a RUCAM

score C6 and a qualified liver biopsy within a month of disease onset

from 2005 to 2014 in China-Japan Friendship Hospital and Beijing

Friendship Hospital were retrospectively enrolled in current study. A

predefined histological criterion of DILI was used to allocate patients

into hepatocellular, cholestatic or mixed injury pattern histologically.
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R-value [ALT/Upper Limitation of Normal (ULN) 7 ALP/ULN] was

calculated at onset of liver injury. Sensitivity, specificity, positive and

negative predictive value was calculated by SPSS 19.0.

Result: 87 out of 355 DILI patients with a median eleven portal tracts

and liver biochemistry were qualified. Mean age was 48 (6–79 years)

and 68 were female (78.2%). Histologically, 60 out of 87 DILI cases

(69.0%) had hepatocellular necro-inflammation only. 17 out of 87

(19.5%) DILI cases had both hepatocellular necro-inflammation and

hepatocellular canalicular cholestasis. Bland cholestasis was 10 cases

(11.5%). Based on this histological classification, R-value was tested.

59 out of 60 DILI patients (98.3%) with hepatocellular injury pattern

had a R-value [ 5. Nine out of 10 cases (90.0%) with bland

cholestasis had a R-value\2. As far as mixed injury pattern, 8 out of

17 cases (47.1%) had a R-value between 2 to 5. Nine out of 17 cases

(52.9%) had a R-value[5. The sensitivity of R-value in determining

hepatocellular injury or bland cholestatic pattern was 98.3 and 90.0%

and the specificity was 66.7 and 100% respectively. In mixed injury

pattern sensitivity and specificity of R-value was 47.1 and 97.1%.

Positive and negative predictive value of R value in hepatocellular

injury were 86.8 and 94.7%, in cholestatic injury were 100 and 98.7%

and in mixed injury pattern were 80% and 88.3%(Table 1).

Conclusion: The study verified the diagnostic potency of R-value for

the first time. Our results showed that a significant amount of patients

with mixed injury pattern had a R-value higher than 5 instead of

proposed between 2 to 5, suggesting that R[5 itself is not enough to

discriminate a large proportion of patients with mixed injury pattern

from hepatocellular injury pattern. Our study will aid hepatologists to

better understanding of R-value in determining DILI phenotype hence

adopting appropriate treatment options.

PP1390

Starvation aggravates isoniazid-induced liver injury in mouse

Xu Qin1, Zhang Yue Xin1

1The First Affiliated Hospital, Xinjiang Medical University, Urumqi,

Xinjiang Uygur Autonomous Region, Xinjiang

Background:
Aims: INH-induced hepatotoxicity was associated with INH-induced

hepatic oxidative stress via hepatic cytochrome P450 2E (CYP2E1)

metabolism. Starvation can upregulate the expression of CYP2E1 and

induce the decrease of glutathione (GSH) which protects the liver

from hepatotoxic agents. We investigate whether starvation aggra-

vates INH-induced liver injury in mouse.

Methods: Seven-week-old female C57BL/6 mice were assigned to

two types of feeding condition. One was fed ad libitum (AL) on

commercial chow and another was starved for 8 h during the day then

ad libitum. In each feeding condition, all animals were administered

INH 100 mg/kg every day by gavage for

8 weeks. Sera were collected for measurement of biochemical pa-

rameters.Liver sections were stained with hematoxylin

and eosin to evaluate the hepatic histology.

Results: INH administration (100 mg/kg) daily for 8 weeks did not

induce any histological damage in Al-condition group. In addition, no

significant difference on serum alanine aminotransferase (ALT) and

aspartate aminotransferase (AST). But in starved group, serum ALT

and AST elevated for 3 weeks, reached the peak at the 3rd day, and

gradually returned to normal after 4 weeks. Liver sections showed

liver cell edema at the 3rd day. Moderate liver pathological damage

with interface hepatitis appeared at 2 and 3 week. After 4 weeks,

hepatic histology recovered.

Conclusions: We conclude that: (1) starvation increases the hepato-

toxity of INH in mouse, (2) the injury and administration patterns in

our study are similar to those in clinic where chronic administration

was used, a late onset of liver injury was observed and recovered, (3)

this is a validated animal model to study INH-induced liver injury.

PP1391

Elevated serum immunoglobulin G levels might influence
the outcome of drug-induced liver injury

Rongtao Lai1, Weijing Wang1, Xiaogang Xiang1, Qing Xie1

1Shanghai Ruijin Hospital, Shanghai Jiaotong University School of

Medicine, Shanghai

Background: Drug-induced liver injury (DILI) has seriously threat-

ened the safety of clinically used drugs. Currently, the outcome of

patients with chronic drug induced liver injury was confused. The aim

of this study was to investigate the clinical and histological features of

patients with DILI during long-term follow-up.

Methods: Between April 2012 and October 2013, 42 patients with

DILI were consecutively enrolled in the study. Diagnosis was based

on the Rucam Method (C 6 points) and liver biopsy was performed in

each case. We analyzed the following: patient demographics, clinical

and pathological features, drugs that possibly contributed to injury,

and outcome.

Result: The patients were classified based on the outcome of DILI, 34

patients liver function recovered to normal in 1 months (2–12 weeks),

eight chronicity patients (19%, mean age 45.5 years) were followed

for a median of 29 months (18–36 months). Immunoglobulin G level

was significantly higher in chronicity group than recovery group at

DILI onset (p\ 0.01). At baseline, serum antinuclear antibody titers

and hepatic interface hepatitis, plasma cell-rich lymphocytic infil-

trates revealed an increasing trend in the chronicity group. Focal

necrosis, hepatocyte regeneration and eosinophil cells were more

present in recovery patients than chronicity patients (p \ 0.05). A

follow-up biopsy was performed in two chronic cases and patholog-

ical characteristics were blindly assessed by a pathologist. Two

patients (25%) developed definite autoimmune hepatitis (AIH) and

four (50%) developed probable AIH classified by 2008 simplified

criteria. Two patients (25%) had no evidence of AIH or cirrhosis. The

implicated drugs were Traditional Chinese Medicine (TCM, 38%),

antibiotics (25%), non-steroidal anti-inflammatory drugs (13%), car-

diovascular drugs (13%), and contraceptives (13%).

Conclusion: AIH increased in many chronic DILI during long time

follow-up. Immunoglobulin G level might be a potential indicator to

evaluate the prognosis of DILI.
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PP1392

Analysis of drug-induced liver injury (DILI) in patients with non-
alcoholic or alcoholic fatty liver disease

Ye Fan1, Yuecheng Yu1, Ping Li1, Yun-feng Sheng1, Jing Xu1,
Fang Xie1, Yuan Dong1, Wen-kai Zheng1

1Bayi Hospital, Nanjing University of Chinese Medicine, Nanjing

Background: The diagnosis and differential diagnosis of drug-in-

duced liver disease (DILI) in patients with chronic liver disease,

including non-alcoholic fatty liver disease (NAFLD) or alcoholic

fatty liver disease (AFLD), is a big clinical problem waiting for

investigation.

Methods: Clinical data of hospitalized patients diagnosed as DILI

and NAFLD or AFLD between January 2013 and December 2015 in

the Liver Disease Center of Bayi Hospital, Nanjing University of

Chinese Medicine, were retrospectively collected and analyzed. The

RUCAM scale were used to assess the causality between suspected

drugs and liver injury in appropriate patients. NAFLD and AFLD

were diagnosed according to the clinical history, liver function tests

and color Doppler ultrasonography examination

Result: Total of 56 patients with suspected DILI and NAFLD (n =

49) or AFLD (n = 7) were included in this study. The most prevalent

he most prevalent agents suspected to induce DILI were Chinese

traditional drugs (48.2%), followed by antitumor drugs (12.5%) and

antibiotics (5.4%). The ratio of male to female patients in the cohort

was 1.67:1. The percentages of mild, moderate, severe liver injury

and acute liver failure (ALF) were 66.1% (37/56), 8.9% (5/56), 16.1%

(9/56) and 8.9% (5/56), respectively. Patients with mild, moderate or

even severe liver injury recovered finally, with significantly pro-

longed hospitalized stay in the severe liver injury group. Three

patients developed liver failure, but the discharged themselves with-

out the information of follow-up. 24 patients had complete and

definite recording of medical history and were evaluated by RUCAM-

1993 and RUCAM-2015 (See Table 1). The percentages of hepato-

cellular type, mixed type and cholestatic type was 79.2% (19/24),

8.3% (2/24) and 12.5% (3/23), and the median length hospitalized

stay were 21, 14 and 14 days. No statistical difference between the

results of RUCAM-1993 and RUCAM-2015 was found (P [ 0.05).

The rest 32 patients had no RUCAM score because of the lack of

accurate information, or not appropriate to calculate R value,

including seven patients diagnosed definitely as hepatic veno-occlu-

sive diseases (HVOD) by the history of using Tu-san-qi and the

examination of CT or MRI.

Conclusion: Though the accurate diagnosis of DILI occurred in

patients with NAFLD or AFLD is believed to be more difficult than

general population, most of such patients can be identified clinically,

especially with the use of RUCAM scale. But the differential diag-

nosis between the inflammatory flare of fatty liver disease and DILI is

still waiting for further investigation. Due to the unavailable infor-

mation and therapeutic intervention before the final diagnosis of DILI,

RUCAM scale is unsuitable for the retrospective analysis of many

patients.

PP1393

Clinical features, risk factors and histological findings
from a retrospective study of drug-induced liver injury in China

Ting Zhang1, Xiaoying Teng1, Yanbin Wang1, Jie Yan1,
Qi WANG1, Hong Zhao1, Hanlin Wang2, Wen Xie1

1Beijing Ditan Hospital, Capital Medical University, Beijing;
2University of California, Los Angeles School of Medicine, Los

Angeles, CA, USA

Background: The implementation of universal health insurance in

China has resulted in a striking rise in the consumption of prescription

and non-prescription drugs. The number of patients with suspected

drug-induced liver injury (DILI) has been increasing in the past years.

Due to the lack of specific clinical, biochemical and histological

markers, DILI remains to be a diagnosis of exclusion. This retrospec-

tive study was designed to characterize the clinicopathologic features

of a large cohort of Chinese patients with suspected DILI diagnosed in

a single medical center highly specialized in liver diseases.

Methods: Chart reviews were conducted on all the patients with DILI

suspected by hepatologists in Beijing Ditan Hospital between 2009

and 2012. The diagnosis was made according to the Roussel Uclaf

Causality Assessment Method (RUCAM) or based on clinical judg-

ment by experienced hepatologists. When the RUCAM scoring

system was used, only the cases assessed as highly probable or

probable were included. Only the patients with complete drug history,

laboratory data, liver biopsy findings and follow-up results were

selected to enroll in the study. Subjects with known causes of liver

injury, such as viral or alcoholic hepatitis, were excluded.

Result: A total of 1195 patients with suspected DILI were admitted

between January 2009 and December 2012, accounting for 2.74% of

all the patients admitted for liver diseases of 1195 patients hospital-

ized due to suspected DILI, there were 538 patients accepting liver

biopsy. Among the 300 cases with a final diagnosis of DILI, the male-

to-female ratio was 1:1.8. The patients aged 44.7 ± 10.3 years. The

median duration between first exposure to implicated agents and DILI

recognition was 66 (6–184) days for prescription drugs and 92

(16–232) days for herbal medicines. A single prescription drug was

implicated in 67 (22.3%) subjects, and two or more prescription

medications were implicated in 4 (14.3%) patients. Herbal and dietary
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supplements was implicated in 15 (53%) patients. 3 (10.3%) patients

were associated with a combination of prescription medicine and

herbal and dietary supplements. Among patients with a single suspect

prescription medication, the leading kind of causative agents were

antibiotics (31.8%), followed by antipyretic analgesics (24.2%),

antihypertensive agents (12.1%). The major implicated herbals were

polygonum multiflorum (n = 9). 22 (74.3%) patients were classified

as hepatocellular pattern, 2 (6.7%) as cholestatic pattern and 5 (19%)

as mixed pattern.

Conclusion: DILI has increasingly become an important cause of

liver diseases in China, which is largely attributed to the consumption

of herbal medicines and antibacterial/antituberculosis agents. Early

recognition, which requires a high index of suspicion, is crucial

because the majority of the patients may recover completely if the

suspected drugs are discontinued.

PP1394

Expression of bile salt export transporters in hepatocellular,
mixed and cholestatic type of drug induced liver injury (DILI)

Qiuju Tian1, Xinyan Zhao1, Tailing Wang2, Chen Shao2,
Xiaojuan Ou1, Jidong Jia1

1Beijing Friendship Hospital, Capital Medical University, Beijing;
2China-Japan Friendship Hospital, Beijing

Background: The vectorial movement of hepatic bile flow occurs

against a concentration gradient and is mediated by active trans-

porters, that is, bile salt export transporters located on the canalicular

membrane of hepatocytes. Structural, functional, and genetic change

of these transporters has been demonstrated in several forms of

inherited cholestatic diseases. However, little is known about the

expression of these transporters in drug induced liver injury (DILI).

This study aimed to investigate the expression characteristics of three

transporters, i.e. bile salt export protein (BSEP, a major determinant

of bile salt-dependent bile flow), multidrug resistance protein 3

(MDR3, a phospholipid flippase) and multidrug resistance-associated

proteins (MRP2, a vector for bilirubin and organic anions) in DILI

patients with or without cholestasis.

Methods: Immunohistochemical stains for BSEP, MDR3 and MRP2

were carried out in 16 DILI patients with thorough clinical infor-

mation. Percentage of these transporters’ expression was counted by

two experienced pathologists separately in five randomized high

power fields for each slice. Relations between the expressions of these

transporters and injury patterns (One-Way ANOVA), canalicular

cholestasis (Independent-Samples t Test) or recovery time (Liner

Regression) were analyzed using SPSS 16.0, P\0.05 was treated as

significant difference.

Result: 16 DILI patients were enrolled, among which, 7/6/3 were

pathologically classified into hepatocellular/mixed/cholestatic DILI. 9

out of these 16 patients manifested with hepatocellular canalicular

cholestasis and the rests without cholestasis. There was no significant

age difference (48.7 ± 8.6 vs 45.3 ± 14.1 vs 59.0 ± 13.1, P = 0.286)

in hepatocellular/mixed/cholestatic DILI. Female proportion in

patients with canalicular cholestasis (6/9, 66.7%) was similar to those

without (5/7, 71.4%). The difference of BSEP expression (43.71 ±

14.49% vs 25.87 ± 17.56% vs 36.33 ± 23.12%, P = 0.215), MRP2

expression (52.86 ± 7.75% vs 57.17 ± 13.04% vs 49.67 ± 23.12%, P

= 0.706) and MDR3 expression (43.29 ± 14.16% vs 39.33 ± 19.00%

vs 49.67 ± 24.21%, P = 0.660) was not significant in these three

groups. In patients with or without canalicular cholestasis, the

expression difference of BSEP (29.36 ± 18.81% vs 43.71 ± 14.49%,

P = 0.109) and MRP2 (54.67 ± 15.94% vs 52.86 ± 7.76%, P =

0.061) was not significant, however in patients with canalicular

cholestasis, the expression of MDR3 was significantly lower than

those without (42.78 ± 19.91% vs 43.29 ± 14.16%, P = 0.049).

There was no significant correlation between the expression of these

transporters and recovery time.

Conclusion: Down expression of MDR3 may play an important role

in the pathogenesis of hepatocellular canalicular cholestasis. Further

study with larger sample size is warranted to confirm this finding in

DILI patients with cholestasis.

PP1395

Liver injury by ploygonum multiflorum and its preparation: an
analysis of 51 patients

Hui Liu1, Wen Xie1

1Center of Liver Disease, Beijing Ditan Hospital Capital Medical

University, Beijing

Background: Many clinical case reports show ploygonum multiflo-

rum leads to live injury. We aim to analysis the clinical features of

liver injury reduced by ploygonum multiflorum.

Methods: The clinical data of 51 hospitalized patients with liver

injury induced by Ploygonum multiflorum and its preparation during

Jan 2009 to Jun 2016 were analyzed retrospectively.

Result: The mean average age of the patients was 46.6 ± 15.2. There

were 16 men and 35 women. The earliest onset time of liver injury

was 7 days, most of onset time was less than 5 months, but only one

was 9 months. With clinical manifestation, 46 cases (90.2%) of

patients were classified as hepatocellular injury type, 1 cases (2.0%)

as cholestatic type and 4 cases (7.8%) as mixed type. All patients

were cured and discharged from hospital by stopping the induced

drugs and the related liver-protected treatments.

Conclusion: Ploygonum multiflorum will cause liver injury. We

should regulate the use of ploygonum multiflorum and its preparation

in clinical work. If using ploygonum multiflorum, we should be

carefully and closely monitor liver function. Once liver injury occurs,

we should timely stop the induced drugs.

PP1396

Oral colchicine induced severe liver injury in patients
with Sjogren’s syndrome

Xi Zhao1, Jun Yan Cai1, Yue Qi Xiaoqian Chen Junqi Niu

1The First Bethune Hospital of Jilin University, Jilin

Background: A 57-year-old female patient complains of jaundice

with fever, fatigue for 2 weeks after she took colchicine 2 pieces three

times a day for 4 days. The blood test showed several autoimmune

related antibodies were positive including anti SSA, ANA, anti Sp100

antibody, anti SSA-52/Ro52, anti mitochondrial antibody.

Immunoglobulin G4 was 2.030 g/L and IgG was 28.70 g/L, which are

higher than the upper limit of normal. CT scan showed liver damage

and thicker bile duct wall. Total bilirubin was 925.1 umol/L, direct

bilirubin was 439.0umol/L artificial liver support system with choice

membrane plasma separator plus plasma specific bilirubin adsorption

was performed twice and then methylprednisolone and prednisone

acetate were used sequentially for one month. The liver function and

the autoimmune antibodies returned to normal except for anti-SSA.

Liver biopsy and lip biopsy were performed and the diagnosis was

drug induced liver injury and Sjogren’s syndrome.
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Methods: Artificial liver support system with choice membrane

plasma separator plus plasma specific bilirubin adsorption was per-

formed twice and then methylprednisolone and prednisone acetate

were used sequentially for one month. The liver function and the

autoimmune antibodies returned to normal except for anti-SSA. Liver

biopsy and lip biopsy were performed and the diagnosis was drug

induced liver injury and Sjogren’s syndrome.

Result: The liver function and the autoimmune antibodies returned to

normal except for anti-SSA. Liver biopsy and lip biopsy were per-

formed and the diagnosis was drug induced liver injury and Sjogren’s

syndrome.

Conclusion: The normal doses of colchicine enough to induce liver

injury. In Sjogren’s syndrome patients with liver injury, there is a

need to pay particular attention to whether there is a drug-induced

autoimmune hepatitis, Timely hormone therapy can avoid delay in

treatment.

PP1397

A case of secondary eosinophilia associated with life-threatening
multiple organ dysfunction

Na Zhao1, Shouqing Wang1, Chong Wang1

1The First Hospital of Jilin University, Jilin

Background: The eosinophilia encompass a broad range of non-he-

matologic (secondary or reactive) and hematologic (primary, clonal)

disorders. Secondary eosinophilia has numerous causes and it could

range in severity from a self-limiting condition to a life-threatening

disorder.

Case presentation: This paper described a 67-year-old man with a

1-week history of intermittent fever and abdominal pain. Patient had

been taking herbal medicine for treating psoriasis before the onset of

this disease. After admission, there were hepatitis, pneumonia, mul-

tiple serous cavity effusion, mental status changes, resistant

hypertension, and renal insufficiency occurred in patient continuously

within 10 days. Eosinophils in blood and bone marrow were signifi-

cantly increased. After the exclusion of other causes of eosinophilia.

The patient was diagnosed of secondary eosinophilia. Symptoms and

multiple organ damage were rapidly relieved after glucocorticoid

usage.

Conclusion: Secondary eosinophilia could cause serious multiple

organ damage, even life-threatening, but timely diagnosis, and glu-

cocorticoid therapy were effective.

PP1398

Features and outcomes of 570 patients with drug-induced liver
injury

Lili Pang1, Wanna Yang1, Fengqin Hou1,2

1Department of Infectious Diseases, Peking University First Hospital,

Beijing; 2Department of Infectious Diseases, Peking University

International Hospital, Beijing
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Background: Drug-induced liver injury (DILI) is a serious health

problem faced by practicing physicians and it is important to inves-

tigate the clinical features and outcomes of hospitalized patients with

DILI.

Methods: The medical records of hospitalized patients with DILI

from January 1997 through July 2016 were reviewed.

Result: Five hundred seventy cases were reviewed, of which 381

(66.8%) were female. Four hundred fifty-eight cases (80.4%) pre-

sented with hepatocellular injury, 53 (9.3%) with cholestatic injury

and 59 (10.4%) with mixed injury. Chronicity was more common in

cholestatic and mixed injury cases than in hepatocellular cases (P\
0.001). In the hepatocellular injury group, the patients in the severity

score C3 group were younger than the patients in the severity score

B2 group (P = 0.040). In the entire cohort, 487/570 (85.4%) patients

resolved, 57/570 (10.0%) developed chronic liver injury, 11/570

(1.9%) died, 1/570 (0.2%) received a liver transplant and 14/570

(2.5%) were lost to follow-up. Thirty-two acute DILI patients with

severity scores of 3 received steroid therapy, but no improvement was

observed in the recovery time or resolution rate of these patients

compared with that of the non-steroid group. Nineteen patients

developed fulminant liver failure; four of the 7 (57.1%) cases treated

with steroid step-down therapy resolved, whereas 3 of the remaining

12 cases (25.0%) who received non-steroid therapy resolved. Chinese

herbal medicines were the most commonly used drugs.

Conclusion: Hepatocellular injury was the most common DILI pat-

tern, and 10.0% of patients developed chronic DILI. Steroid therapy

was not associated with an improved recovery time or survival in

acute severe DILI patients.
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Serum hepatitis B core antibody as a novel tool to assess hepatic
inflammation guide antiviral decision-making in chronic hepatitis
B patients with normal alanine aminotransferase levels

Ji-yuan Zhou1, Hong Zhao1, Lin-Lin Yan1, Gui-Qiang Wang1

1Peking University First Hospital, Beijing

Background: Our previous studies unexpectedly indicated that the

level of serum hepatitis B core antibody (anti-HBc) was positively

correlated with the serum alanine aminotransferase (ALT) level. In

the present study, we further determined whether anti-HBc could

serve as a potential biomarker for the detection of liver inflammation

and used for antiviral treatment decisions in chronic hepatitis B

(CHB) patients with normal ALT levels.

Methods: A total of 655 treatment-naı̈ve CHB patients who under-

went liver biopsy were included. Additionally, there were 45 patients

who underwent two liver biopsies (baseline phase and the 78th weeks

of antiviral-treatment from the 655 patients). Serum anti-HBc levels

were measured using a sandwich enzyme-linked immunosorbent

assay.

Result: serum anti-HBc levels were correlated positively with the

severity of liver inflammation (r = 0.523, P\0.001). After antiviral-

treatment, patients with liver inflammation reduction had significant

decline in serum anti-HBc level. Multivariate analysis showed that

anti-HBc was independently associated with moderate-to-severe

hepatic inflammation (P\0.001, odds ratio = 5.60, 95% confidence

interval = 2.62–11.95) in patients with normal ALT levels. Further-

more, serum anti-HBc showed a high diagnostic accuracy (area under

the curve, AUC = 0.79) for the differentiation between mild or no

inflammation and moderate-to-severe inflammation in patients with

normal ALT levels. When using cutoff value of 4.47 log10 IU/mL,

70% of the CHB patients with moderate-to-severe inflammation

(NPV 82.2%) were correctly identified.

Conclusion: Serum anti-HBc may be a strong indicator for assessing

the hepatic inflammatory degree in CHB patients with normal ALT

level.

PP1400

IFN inducible protein 16 is involved in HBV-associated acute-on-
chronic liver failure inflammation

Xiuqing Pang1, Xinhua Li1, Zhishuo Mo1, Zhiying Lei1,
Xingrong Zheng1, Jing Huang1, Dongying Xie1

1The Third Affiliated Hospital of Sun Yat-Sen University, Guangzhou

Background: Infection with hepatitis B virus is a worldwide health

problem. Increased knowledge of innate immunity has allowed us to

illustrate the role of innate immune cells and pattern-recognition

receptors (PRRs) involved in HBV-viral detection and liver damage.

A new PRR, IFN inducible protein 1 (IFI16), has been increasingly

described as involved in viral infections. The aim of this work was to

study the expression and function of IFI16 in patients with chronic

hepatitis B (CHB) and HBV-associated acute-on-chronic liver failure

(HBV-ACLF).

Methods: Liver tissue samples were collected from 59 CHB patients

who had liver biopsies, 17of the HBV-ACLF patients who received a

liver transplant, and 19 healthy liver transplant donors. IFI16

expression in liver tissue was detected by immunohistochemistry and

western blotting. The semi-quantitative analysis of IFI16 expression

in liver tissues was conducted using the software Image-Pro-Plus 6.0

to measure the number of IFI16-positive cells. Double immunofluo-

rescence allowed the identification of the cellular source of IFI16. All

data and statistics were calculated in SPSS 13.0 and GraphPad Prism

6.

Result: IFI16 expression that was observed both in the livers of

healthy donors and patients with HBV was mainly in non-parenchy-

mal liver cells, especially the inflammatory cells in the livers of

HBVpatients. The number of IFI16-positive cells in patients with

ACLF was significantly higher than that in those with CHB or healthy

controls (median [25th percentile; 75th percentile], 435.3 [372.9,

496.5] vs 199.6 [188.0, 307.1] vs160.8 [142.0, 218.0], both P \
0.0001). IFI16 expression levels were positively correlated with HAI

(r = 0.604, P\0.001), AST (r = 0.468, P\0.001), INR (r = 0.562, P

\0.001), andTBIL (r = 0.515, P\0.001) and negatively correlated

with PTA (r = -0.564, P \ 0.001). And there was no statistically

significant relationships were found between IFI16 expression levels

and HBV DNA load (r = -0.062, P = 0.590). Furthermore, IFI16 was

expressed in the nucleus of KCs, endothelial cells, NK cells, dendritic

cells, and hepatic stellate cells in healthy donors and CHB patients,

but IFI16 was only expressed on the cytoplasm of KCs in HBV-ACLF

patient livers.

Conclusion: IFI16 expression levels are associated with liver

inflammation. The modulation of the subcellular localization of IFI16

in KCs may contribute to the pathological mechanism of HBV-ACLF.
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Yadong Wang1, Caiyan Zhao1, Wei Wang1, Chuan Shen1,
Li Zhang1

1The Third Hospital of Hebei Medical University, Shi Jiazhuang

Background: Chronic hepatitis B (CHB) is thought to be an immune-

mediated liver disease following hepatitis B virus (HBV) infection.

Preliminary data indicate that the frequency and distribution of

intrahepatic natural killer (NK) cells are amplified during immune

clearance phase of CHB, especially the frequency of NKG2D + NK

cells. However, it has not been thoroughly elucidated how NKG2D

activates NK cells to regulate immunopathology and anti- HBV

immunity.

Methods: A total of sixty subjects, including 15 CHB patients (im-

mune activation), 15 chronic HBV carriers (AsC, immune tolerance),

15 HBV-ACLF patients (immune overactivation), and 15 healthy

controls (HC), were enrolled in this prospective cohort study. Liver

tissue specimens from AsC and CHB patients were obtained by

percutaneous liver biopsy, while for HC and ACLF patients it were

obtained from donors and recipients during liver transplantation.

Frequencies of NKG2D + and IFN-c + NK cells in PBMCs were

analyzed by FCM. Intrahepatic expression of NKG2D and IFN-c
mRNA and protein were determined by qRt-PCR and IHC staining.

In vitro, cytotoxicity of NK cells, co-cultured with HBV replicating

HepG2 cells with or without NKG2D blockade, were analyzed.

Levels of NKG2D and IFN-c mRNA and protein in NK cells were

detected by qRt-PCR and WB. IFN-c, TNF-a, perforin and granzyme

B in serum and cell culture supernatant were measured by ELISA.

Result: Despite of a relatively higher frequency of peripheral NK

cells in both CHB and ACLF group than AsC group, it was lower in

each chronic HBV-infected groups as compared with HC group.

Differently, percentage of NKG2D + and IFN-c + NK cells in HBV-

ACLF group were the highest, followed by CHB, HC and AsC

groups. Relative levels of intrahepatic NKG2D and IFN-c mRNA and

protein were also the highest in HBV-ACLF group followed by CHB

and AsC groups. Correspondingly, serum IFN-c, TNF-a, perforin and

granzyme B demonstrated the same trend. In vitro, NK cell cyto-

toxicity is more efficient at the 1:8 ratio of target cells (HepG2/HBV-

HepG2) to effector cells (NK-92). Although cytotoxicity and antiviral

efficacy of NK cells were both enhanced after IFN-a pretreated, it can

be partly blocked by NKG2DmAb. Relative mRNA and protein levels

of NKG2D and IFN-c in NK cells were the highest in the group under

IFN-a treatment alone, followed by groups with NKG2DmAb

coprocessing. In supernatant, IFN-c, TNF-a, perforin and granzyme B

were increased significantly under co-culture conditions and can also

be partly blocked by NKG2DmAb, as compared with IFN-a copro-

cessing group.

Conclusion: Hepatic infiltrated NKG2D + NK cells are crucial related

to breaking immune tolerance, maintaining non-specific antiviral

response, and initiating and regulating inflammatory immune reac-

tion. Over-expression and -activation of NKG2D may facilitate

immune inflammation and antiviral response to HBV infection

through activation of NK cells.

PP1402

The diagnosis and treatment of a case with diffuse hepatocellular
disease

Zhang Mengxue1, Xu Cuiping2

1Shanxi Medical University, Taiyuan; 2The First Hospital of Shanxi

Medical University, Taiyuan
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Background: Primary biliary cholangitis (PBC) is a presumed

autoimmune disease of the liver, which predominantly affects women

once over the age of 20 years. Most cases are diagnosed when

asymptomatic (60%). The antimitochondrial antibody is present in

serum in most, but not in all, patients with PBC. The disease generally

progresses slowly but survival is less than an age- and gender-mat-

ched general population. The symptomatic patient may have fatigue,

generalized pruritus, portal hypertension, osteoporosis, skin xan-

thomata, fat soluble vitamin deficiencies, and/or recurrent

asymptomatic urinary tract infections. Many nonhepatic autoimmune

diseases are found in association with PBC and may prompt initial

presentation. To date, immunosuppressive therapy has not been

shown to prolong survival in PBC. The hydrophilic bile acid,

ursodeoxycholic acid (UDCA), has been shown when given in a dose

of 13–15 mg/kg daily for up to 4 years to delay the time to liver

transplantation or death. This therapy also causes a significant

improvement of all the biochemical markers of cholestasis but has no

beneficial effects on any of the symptoms or associated disorders.

Treatment with UDCA does not obviate the need for liver trans-

plantation. Therapies to prevent complications arising from

malabsorption, portal hypertension, and/or osteoporosis are required

as well. Good control of pruritus can be achieved in most patients.

PBC is diagnosed with increasing frequency, but the agent (s) re-

sponsible for this slowly progressive destruction of the interlobular

bile ducts remains elusive and hence a specific therapy remains

unavailable. PBC is a chronic intrahepatic cholestasis disease, and its

pathogenesis is not completely clear. In 2015 the Chinese Medical

Association of liver disease, digestive disease and infectious disease

branch will jointly issued the ‘‘diagnosis and treatment of primary

biliary cholangitis consensus’’. PBC is a recognized immunological

disease, serum anti-mitochondrial antibody (AMA) is its specific

diagnostic criteria. Consensus also points out that AMA-M2 subtypes

are the most specific and sensitive. The guidelines and consensus

point out that ursodeoxycholic acid (UDCA) is the only safe and

effective treatment for PBC and we have clear evidence to support it.

PBC show global distribution, the consensus point out there have

been some studies have shown that PBC in China is not a rare disease,

this situation need to attract the attention of the majority of clinicians.

Methods: Case report.

Result: The patient ultrasound downlink liver biopsy shows: liver

inflammatory lesion. Immunohistochemistry: CD31, CD34 (scattered

in small blood vessels), CD38 (small amount), Mum-1 (small

amount), IgG4 (-).

Conclusion: Clinicians should be aware of the case accompanied by

diffuse liver lesions has the possibility of primary biliary cholangitis.

PP1403

Amygdalin alleviates chronic liver injury by down regulating PI3
K/AKT, JAK2/STAT3 and NF-jB signaling pathways
in lipopolysaccharide-induced rats

Weili Zhan1, Jia Shang1

1Department of Infectious Diseases, Henan Provincial People’s

Hospital, Zhengzhou 450003, Henan

Background: The study aimed to ascertain the anti-inflammation

potential of amygdalin on lipopolysaccharide (LPS) -induced rat liver

injury model.

Methods: Liver injury was induced in male rats by LPS and the

model rats were treated with three different doses of amygdalin (0.5,

1.0 and 1.5 mg/kg body weight). Biochemical parameters such as

body weight, relative weight percentage of liver, endotoxin levels of

serum and liver, alanine transaminase (ALT), aspartate transaminase

(AST) and alkaline phosphatase (ALP) were measured. Moreover,

histology of liver was carried out to evaluate liver injury, thereafter

RT-PCR and western blot analysis were carried out on liver tissues to

determine liver injury, inflammation-related proteins expression in all

the experimental groups.

Result: The study confirmed the non-toxic nature of all the three

doses of amygdalin revealed the protective effects by regulating body

weight, relative weight percentage of liver, endotoxin levels of serum

and liver as well as AST, ALT and ALP levels in the rats. Similarly,

amygdalin has been shown to ameliorate inflammation by down-

regulating nuclear factor kappa B (NF-jB) levels and inflammatory

Hepatol Int (2017) 11 (Suppl 1):S1–S1093 S849

123



factors. Furthermore, histopathological analysis demonstrate recovery

in the structural degeneration of liver tissue in the rats. The protective

nature of amygdalin was further confirmed by the improvement of

recovering liver function disorder via moderating inflammation-as-

sociated protein levels. Moreover, the western blot result showed

alteration in the phosphatidylinositol 3-kinase/protein kinase B (PI3

K/AKT) and janus kinase 2/signal transducer and activator of tran-

scription 3 (JAK2/STAT3) signaling pathway protein expression with

the three dosages of amygdalin treatment in LPS-induced rats, which

displayed the important role of amygdalin in attenuating the liver

injury.

Conclusion: The data of the present study revealed the potential of

amygdalin in the management of liver injury and its related

complications.

PP1404

Protective effects of MS-275 on renal injury in mice with LPS-
induced sepsis

Haiyue Zhang1, Xun Li1, Qian Zhang1, Fangzhou Jiao1,
Luwen Wang1, Zuojiong Gong1

1Department of Infectious Diseases, Renmin Hospital of Wuhan

University, Wuhan

Background: Histone deacetylase (HDAC) inhibitors were recently

shown to have potent anti-inflammatory and immunomodulatory

effects at noncytotoxic doses. In the present study, the influence of

MS-275 on renal injury during sepsis was investigated.

Methods: Thirty-six mice were randomly divided into 3 groups:

(A) MS-275, given intraperitoneal (i.p.) MS-275 1 mg/kg, in dimethyl

sulfoxide (DMSO) vehicle (n = 12); (B) model (n = 12) given

vehicle only; and (C) control (n = 12) given no injection. Two hours

later, MS-275 and model mice were injected with high dose LPS 20

mg/kg. Blood and renal tissue were harvested at 24 for analysis.

Histological changes of renal tissue were evaluated by hematoxylin-

eosin (HE) stain, blood urea nitrogen (BUN), creatinine (Cr) were

detected by biochemical techniques, tumor necrosis factor (TNF) -a,

interleukin (IL) -1b, and IL-6 were essayed by Enzyme-Linked

Immunosorbent Assay (ELISA) techniques. The transcription of

cyclo-oxygenase (COX)-2 and inducible NOS were detected by

quantitative real-time polymerase chain reaction (qPCR), the

expression of NF-jB p65 (Lys310) acetylation were examined by

Western blotting. The distribution of NF-jB p65 in renal tissue was

determined by immunohistochemistry.

Result: Pretreatment with MS-275 attenuated the tubular swelling and

lowered the serum levels of BUN, Cr, TNF-a, IL-1b, and IL-6. After

treatment with MS-275, the renal level of COX-2 and inducible NOS

decreased markedly. Furthermore, acetylation of NF-jB p65, which

was already increased by LPS, was further enhanced by MS-275. MS-

275 suppressed the translocation of NF-jB p65 from cytoplasm to

nucleus in sepsis mice.

Conclusion: MS-275 reduces the inflammatory response in a septic

model and protects mice from renal injury, showing substantial

potential in the treatment of sepsis. These effects seem to rely on

reduced inflammatory mediator production and suppressed the

nuclear translocation of NF-jB p65.

PP1405

The role of HDAC expression and activity in the inflammatory
responses of patients with chronic hepatitis B

Haiyue Zhang1, Xun Li1, Qian Zhang1, Fan Yang1,
Luwen Wang1, Zuojiong Gong1

1Department of Infectious Diseases, Renmin Hospital of Wuhan

University, Wuhan

Background: Histone acetylation was proved to play a pivotal role in

many inflammatory diseases. In this study, the roles of histone

acetylation in the patients of chronic hepatitis B (CHB) and liver

failure was studied.

Methods: The status of histone acetylation, HDAC activity was

detected in the patients with CHB. An acute liver failure model was

established and a HDAC inhibitor, MS275 was applied to treat the

animals, and the changes of HDACs activity and cytokines were

detected. The effect of HDAC1 silence on LPS-stimulated RAW

264.7 cells by using special siRNA sequences was examined, and the

acetylation level of NF-jB P65 was also detected.

Result: The results showed that the serum levels of ALT, AST and

TBil in the patients were increased significantly; the expressions of

inflammatory cytokines were also increased. An aberrant status of

histone acetylation, HDAC activity was proved in the patients with
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CHB and their levels were related to the severity of the disease.

MS275 could decrease the HDACs activity and inhibit the produc-

tions of cytokines. However, the acetylation levels of H3 and H4 were

enhanced. The acetylation level of P65 decreased in LPS-treated cells

and ALF mice, which was promoted by MS275 and HDAC1 silence.

Conclusion: The regulations of HDAC activity and expressions are

more important for the progress of inflammation rather than the

acetylation of histone itself. The underlying mechanisms of anti-in-

flammatory effect of MS275 and HDAC1 siRNA may be associated

with the acetylation of nonhistones.

PP1406

Diagnostic value of common inflammatory markers on fever
of unknown origin

Cuiping Liu1, Jia Shang1

1Department of Infectious Diseases, Henan Provincial People’s

Hospital, Zhengzhou

Background: This study was designed to evaluate the diagnostic

value of common inflammatory markers with regard to fever of

unknown origin (FUO).

Methods: We investigated 383 patients who were hospitalized with

FUO at the Henan Province People’s hospital between January 2009

and June 2015.

Result: of all the cases, infectious diseases accounted for 33.9%,

neoplasms for 21.1%, collagen vascular diseases for 25.1%, miscel-

laneous diseases for 4.7%, and no diagnosis for 15.1%. Patients in the

neoplasm group were older than those in the infectious disease, col-

lagen vascular disease, and miscellaneous disease groups (p = 0.006,

p\0.0001, and p = 0.001, respectively). The duration of fever before

admission of patients in the neoplasm and collagen vascular disease

group was longer than that of patients in the infectious disease group

(p = 0.002 and p = 0.007, respectively). The diagnostic time after

admission of patients from the neoplasm and collagen vascular dis-

ease groups was longer than that for patients from the infectious

disease group (both p\ 0.0001). Serum ferritin levels of patients in

the infectious disease group were lower than those of patients in the

neoplasm and collagen vascular disease groups (p = 0.029 and p =

0.032, respectively), while serum procalcitonin (PCT) levels in the

infectious disease group was higher than that in the neoplasm and

collagen vascular disease groups (p = 0.016 and p = 0.007,

respectively).

Conclusion: FUO remains a clinical problem in China and serum

ferritin and PCT may be useful in discriminating infectious from non-

infectious causes (neoplasms and collagen vascular diseases) in

patients with FUO.

PP1407

Ethanol preconditioning reduces hepatic I/R injury by inhibiting
the complement system activation

Yuan Huang1, Zheng Wei1, Shiwei Yang1, Riga Su1,
Jiahong Dong1

1Center for Hepatobillary and Pancreatic Diseases, Beijing Tsinghua

Changgung Hospital, Medical Center, Tsinghua University, Beijing

Background: Ethanol preconditioning (EtOH-PC) refers to a phe-

nomenon in which cerebral, intestinal, and myocardial tissue

sareprotected from the deleterious effects of ischemia/reperfusion (I/

R) by prior ingestion of ethanol at low to moderate levels. Whether

EtOH-PC can offer protective effects against hepatic I/R injury and

whether these effects are associated with inhibition of complement

activation were investigated.

Methods: Male SD rats were divided into four groups, i.e., sham

operation, ethanol control, IR, and ethanol-pretreatment I/R (EIR)

groups. EtOH-PC was induced by gavaging rats with 40% ethanol at a

dose of 5 g/kg body weight 24 h prior to experiment. Animal survival

rate was compared. Liver function, hepatic MDA level, plasma

complement C3 level, and serum hemolytic activity were determined.

Histologic changes and complement C3 deposition in liver section

were examined. Expression of liver complement 3 mRNA was ana-

lyzed by quantitative real-time -PCR.

Result: The 14-d survival rates were remarkably higher in the EIR

groups than in the corresponding IR groups when hepatic ischemia

time was 110, 120, and 130 min. Serum ALT, AST, IL-1b, and liver

tissue MDA were significantly lower, and histopathologic changes

significantly milder in the EIR group than in the IR group (P\0.05).
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Compared with the IR group, both the reduction in CH50 and plasma

C3 were significantly suppressed, and the staining of C3 in liver tissue

significantly reduced in the EIR group. There were no significant

differences of hepatic C3 mRNA among four groups.

Conclusion: Ethanol preconditioning reduces hepatic I/R injury, and

the effect is associated with inhibition of complement activation.

PP1408

Liver damage in Brucellosis, analysis of 113 patients

Jia Bin1

1The First Affiliated Hospital of Xinjiang Medical University, Urumqi

Background: Brucellosis is the most common zoonosis with world

wide distribution. Xinjiang province is one of the epidemic area of

China. It can cause multiple systems and organs involved, liver is

often affected, we retrospectively analyzed the data of patiens with

brucellosis in our hospital over the last 6 years, provide reference for

clinicians.

Methods: 113 patients with impaired liver function out of 359

(31.5%) patients diagnosed brucellosis in the first affiliated hospital of

XinJiang medical university during 2010–2016 were assessed. Liver

function test and upper abdominal ultrasound were performed on

admission, antibiotics and drugs to improve liver function were used

during hospitalization, reviewed liver function before discharged,

recorded all data’s and make statistical analysis.

Result: Mean transaminase value was elevated significantly, param-

eter of ALT 50–100 U/L in 8 (74.3%) cases, 101–250 U/L in 2

(22.1%), [ 250 U/L in (3.5%), The value of Alanine transaminase

(ALT) decreased from 98.54 ± 59.32 U/L to 38.18 ± 17.13 U/L after

one week of therapy, the value of Gamma glutamyltransferase (c-GT)

elevated in 8 (77%) cases, Alkaline phosphatase (ALP) elevated in 2

(23%), serum Albumin (ALB) decreased in 5 (48.7%), total bilirubin

(TBIL) elevated in 1 (16.8%). Patients of acute phase detected in 5

(46.9%), subacute phase in 3 (32.7%) and chronic in 3 (32.7%). Fever

10 (94.7%), fatigue 8 (77%), jiont pain 6 (54.9%), sweating 5

(51.3%), anorexia 4 (38.9%) and weight loss 3 (34.5%) splenomegaly

in 2 (23%), hepatomegaly in 2 (18.6%) anemia in 5 (52.2%) patients,

platelet count decreased in 4 (36.3%), ESR increased in 6 (57.5%),

CRP increased in 8 (71.7%). Several therapy regimens were used,

include doxycycline plus rifampicin (n = 38), doxycycline plus

aminoglycoside (n = 13), doxycycline plus fluoroquinolones (n =

47), doxycycline plus the third-generation cephalosporins (n = 15).

Treatment failure occurred in two (1.7%) patients due to deterioration

of liver function in doxycycline plus rifampicin group. Liver function

of the other patients improved finally, with statistical significance.

Mortality was not observed.

Conclusion: Brucellosis primarily affect the reticuloendothelial sys-

tem, as the biggest reticuloendothelial system organ, liver often be

affected. Elevation of ALT, AST and c-GT is the main manifestation,

which is usually mild-moderate. Acute phase account for majority of

the patients, fever and fatigue commonly be seen. Anemia, ESR and

CRP elevated is the most common abnormal changing of hematology.

For patients who have abnormal liver function with unknown reason

from epidemic area, brucellosis should be considered. For the patients

with liver damaged of brucellosis, antimicrobial treatment will not

lead to progressive deterioration of liver function, closely observe the

liver function is important. Effective antibacterial drugs combined

with liver protection drugs can improve the liver function in the short

term.

PP1409

Robust antibody and cytokine response to hepatitis B vaccine
among not-in-treatment patients with chronic hepatitis C:
an open-label control study in China

Jiaye Liu1, Shaohui Qiu2, Xiaofeng Liang3, Aiqiang Xu1,
Li Zhang1

1Shandong Provincial Center for Disease Control and Prevention,

Jinan; 2National Institutes for Food and Drug Control, Jinan; 3Chinese

Center for Disease Control and Prevention, Beijing

Background: Both hepatitis B virus (HBV) and hepatitis C virus

(HCV) are prevalent in China. HBV co-infection in individuals with

HCV can enhance the severity of hepatitis and the risks of liver

cirrhosis and hepatocellular carcinoma (HCC). Hepatitis B vaccine is

an effective measure to prevent HBV infection. Whether patients with

HCV infection have non-protective antibody responses to hepatitis B

vaccination more frequently than healthy subjects is still controversial

and studies about cytokine response have been seldom reported.

Methods: Not-in-treatment patients with chronic HCV infection and

1:2 community/gender matched healthy control were obtained from a

community-based screening. All participants received three doses of

hepatitis B vaccine (20 lg HBsAg/ml/dose) on 0, 1 and 6 months

schedule. Anti-HBs was tested 1 month after the third dose of vac-

cination and was compared between two groups. The demographic

and clinical information were collected for HCV group and the risk

factors associated with antibody response among HCV group were

analyzed. Thirty-seven subjects from HCV group and 43 subjects

from healthy control group had their lymphocytes cultivated and

tested for HBsAg-specific cell-mediated immunity. Spot-forming

cells (SFCs) of interferon-c (IFN-c), interleukin-2 (IL-2), interleukin-

4 (IL-4), interleukin-5 (IL-5) and interleukin-6 (IL-6) produced by

lymphocyte were tested by enzyme-linked immunospot (ELISPOT)

and were compared between two groups.

Result: Seventy-nine pairs of participants were involved in the final

analysis of antibody response. The geometric mean concentration

(GMC) of anti-HBs were 810.21 mIU/ml (95% CI 623.73–1052.45

mIU/ml) in HCV group and 559.85 mIU/ml (95% CI 377.38–880.38

mIU/ml) in healthy control group respectively (P[0.05). The rates of

non- (anti-HBs \ 10 mIU/ml), low- (10 mIU/ml B anti-HBs \ 100

mIU/ml), normal- (100 mIU/ml B anti-HBs \ 1000 mIU/ml) and

high-response (anti-HBs C 1000 mIU/ml) were 3.80, 10.13, 45.57 and

40.50% respectively in HCV group, and the corresponding rates were

1.26, 10.13, 39.24 and 49.37% respectively in healthy control group

(all P[0.05). No demographic characteristics and clinical indicators

except body mass index (BMI) were identified to be associated with

the antibody response rate in HCV group. The IL-2, IL-4 or IL-5 spots

number increased significantly after vaccination when compared with

the number before vaccination (all P \ 0.05). Although the mean

value and the median value of IL-2, IL-4 or IL-5 spots number were

bigger in healthy control group than those in HCV group, there were

no significant differences between the two groups (all P[ 0.05). No

severe adverse events after vaccination were reported in both groups.

Conclusion: This study provided preliminary evidence of the good

immunogenicity and safety of hepatitis B vaccination among not-in-

treatment patients with chronic hepatitis C infection in China.
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PP1410

IL-33 protects murine viral fulminant hepatitis by targeting
coagulation hallmark protein Fgl2/Fibroleukin Expression

Haijing Yu1, Yang Liu1, Hongwu Wang1, Weiming Yan1,
Jiaquan Huang1, Xiaoping Luo2, Qin Ning1

1Department and Institute of Infectious Diseases, Tongji Hospital,

Tongji Medical College, Huazhong University of Science and

Technology, Wuhan; 2Pediatrics Department, Tongji Hospital, Tongji

Medical College, Huazhong University of Science and Techolonogy,

Wuhan

Background: Viral fulminant hepatitis (FH) remains a serious

obstacle encountered by the clinical doctors with very high mortality.

Lack of understanding of FH pathogenesis has in essence hindered

efficient clinical treatment. IL-33, a member of the IL-1-related

cytokines, is considered to be a proallergic cytokine that is especially

involved in Th2-type immune responses and suggested to act as an

‘‘alarmin’’ that amplifies immune responses during various diseases,

but its precise role in the coagulation of fulminant hepatitis remains

unclear.

Methods: To determine the expression of IL-33 in viral hepatitis, we

established FH by murine hepatitis virus strain 3 (MHV-3). Animals

were sacrificed at 24, 48 and 72 h post infection, and their hepatic

injury as well as IL-33 expression levels were measured by

immunochemistry and Real-Time PCR. To investigate the role of IL-

33 in viral hepatitis, we treated mice with recombinant mouse IL-33

(0.8 lg/mouse, i.p.) or PBS at 24 h before and post infection. Animals

were sacrificed and analyzed for liver inflammation at 72 h post

infection. The expression of cytokine TNF-a, IL-1b, IL-6 was

examined by Real-Time PCR and the expression of cytokine of IFN-c
was measured by ELISA. Apoptosis in hepatocytes was detected by a

terminal deoxynucleotidyl transferase (TdT)-mediated dUTP nick-

end labeling (TUNEL) kit. The expression of fgl2 was examined by

immunochemistry and Real-Time PCR. The expression of fibrin was

detected by immunochemistry. To further explore the possibility that

IL-33 directly acts on macrophages, we treated THP-1 cells in the

presence of recombinant IL-33 in vitro. The expression of fgl2 was

determined by Real-Time PCR.

Result: In this article, we showed that MHV-3 infection causes a

rapid increase in liver IL-33 levels and quick development of FH

accompanied by a remarkable induction of hepatic fibrinogen-like

protein 2 (fgl2), a hallmark protein that causes necrosis of infected

livers. In vivo IL-33 treatment leads to significant attenuation of the

disease, accompanied by a remarkable reduction of hepatic fgl2 in the

infected livers independent of virus replication. In vitro IL-33

administration prevents MHV-3-induced fgl2 secretion by

macrophages.

Conclusion: In conclusions, IL-33 had marked effects on treating

murine viral fulminant hepatitis by targeting coagulation hallmark

protein fgl2/fibroleukin expression.

PP1411

The S130P mutant in hepatitis B virus core protein induced
immune response change and HBeAg seroconversion

Xiaofei Yang1, Jian-qi Lian1, Ye Zhang1

1Center of Infectious Diseases, Tangdu Hospital, Fourth Military

Medical University, Beijing

Background: We sought to investigate the role of mutants of core

and surface protein in HBV disease progress and the possible corre-

lation with ALT change.

Methods: Patients infected hepatitis B virus (HBV) were divided into

2 groups, ASC and CHB patients, the whole HBV genomes isolated

were amplificated by PCR and then sequenced. Comparison between

the genomes and Chinese prevalent genotypes B/C, and statistical

analyses of all variations were performed. Mutations specifically

observed in ALT elevated group were selected and sixteen specific

polypeptides containing these variations were synthesized, incubated

with PBMC (peripheral blood mononuclear cell) from HBV carriers

and checked out the expression of IFN-c secreted by CD8+ T cells. At

the same time, the sample of all follow-ups of every patient with

specificality mutant of ALT elevated group was sequenced, and

analyzed the association of the mutant change with transaminase

alteration.

Result: The result of high-throughput sequencing indicated that the

mutations mainly occurred at the position 84, 312, 365, 384, 816, 940,

996, 1078, 1165, 1342, 1386, 1896, 2221, 2288, 2625, 3067 and 3098

which spread all over the HBV coding sequence. Great differences in

two groups were not observed. However, among these, mutations at

C228 (aa130), S81 (aa221), S31 (aa53) only existed in the ALT

elevated group and polypeptide containing amino acid of C2288 had

significantly impact on the IFN-c secretion of CD8+ T cells espe-

cially. And we found that ten in eighteen patients with ALT change

had genome mutant alteration at the position C2288. By the way,

HLA-typing were performed to validate preliminary that C228

(S130P) is a very important sites associated with immune response,

which shared an aa ‘‘P’’ with B35, B54, B15, C01, C02 restricted

peptide at the second aa, this indicates that S130P may be a new

epitope. At the same time, we found the patients with mutant C2288

only had clinical outcome and the other patients with C2288’’ reverse

variation’’ had none, which indicated the mutant C2288 oriented

clinical outcomes helpfully.

Conclusion: C2288 may be a new variation originated from natural

selection, related peptides (S130P) could be a new epitope-specific

cytotoxic T lymphocytes to affect HBV disease progress, further

regulate the primary immune responses. S81 (aa221), S31 (aa53) may

be immunoprotection elements, though exhibiting no potentimmune

modulatory potentials.

PP1412

Fecal microbiota transplantation accelerates the healing
of pyogenic liver abscess

Jin-Shui Pan1

1Zhongshan Hospital Affiliated to Xiamen University, Xiamen

Background: Pyogenic liver abscess (PLA) usually develops in the

context of diabetes mellitus (DM) and is potentially lethal. The most

common pathogens are the Klebsiella spp, followed by the Escherichi

spp. (1) Appropriate antibiotics, sometimes accompanied by ultra-

sound-guided percutaneous drainage, are required. PLA might

develop when bacteria translocate across the intestinal epithelium.

Methods: A 75-year-old man was admitted on January 11, 2016, for

fever and abdominal pain. He had type 2 DM but had been generally

well. He reported a weight loss of *4.0 kg. He had remittent fever for

10 days, with a peak of 40.5 �C. On examination, his blood pressure,

temperature, respirations, and oxygen saturation were normal. The

patient appeared tired and had multiple mouth ulcers. His abdomen

was soft, with diffuse tension that was greatest in the upper-right

quadrant. His white-cell differential count was elevated significantly.

Magnetic resonance imaging showed multiple quasi-circular lesions
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(largest diameter, 8.4 cm) that were hypo intense on T1-weighted

images and hyperintense on T2-weighted images. Markedly high

signal intensity appeared on diffusion weighted imaging (b = 800).

Multi-locular and circular enhancement was found on contrast-en-

hanced images. A bacterial culture obtained from needle aspiration

indicated the presence of Escherichi spp., confirming PLA. On the

second day, sulperazone and tinidazole were prescribed for 14 days.

Insulin was administered to control blood glucose. The patient pro-

vided informed consent to receive 7 times of weekly FMT via

nasogastric tube.

Result: Following intravenous antibiotic treatment and further FMT,

leukocytes and neutrophils declined gradually and tended to nor-

malize on the 11th day (Fig. 1A). Hemoglobin declined and reached a

trough on the 10th day, then increased to normal (Fig. 1B). Pre-

albumin, albumin, and cholinesterase showed a step-up trend and

normalized at the 6th week (Fig. 1C, D, and E). Pre-therapy magnetic

resonance images were shown in Fig. 2A and 2B. The intrahepatic

lesions shrank rapidly and nearly disappeared at the end of the 6th

week (Fig. 2C, D). Shifts in stool microbial composition over time

with serial FMT detected by high-throughput sequencing were shown

in Figure 2E. A beta diversity analysis showed that the patient’s

microbiome at baseline was substantially different from the donor’s.

Following serial FMT, the recipient’s composition shifted toward the

donor’s composition (Fig. 2F).

Conclusion: We reported the efficacy of FMT as a supplementary

treatment for PLA. Dramatic and encouraging clinical improvements

were observed. For PLA, 4–6 weeks of antibiotic treatment are

generally recommended (2, 4). Here, only 14 days of antibiotics were

prescribed. In conclusion, this case study demonstrates that serial

FMT can accelerate healing in PLA.

PP1413

Changes of HBcAg specific cytotoxic T lymphocytes in chronic
hepatitis B patients during antiviral treatment and relapse
withdrawal of treatment

Lunli Zhang1, Xiaopeng Li1, Zhenping Wu1

1The First Affiliated Hospital of Nanchang University, Nanchang

Background: Nucleoside and nucleotide analogues as the main anti-

HBV drugs, can only inhibit HBV replication, but not clear the HBV.

After the withdrawal of antiviral drugs, the recurrence of hepatitis

among these patients is not unusual, and the damage of liver seems to

severer than common chronic hepatitis B. Our study was to explore

the potential reason why CHB patients relapsed after withdrawing

anti-HBV drugs showed severe liver damage within a short time, and

we focused on the HBV specific CD8+ T cell.

Methods: The study included 49 patients with chronic HBV infection

from the Department of Infectious Diseases of The First Affiliated

Hospital of Nanchang University and 8 healthy volunteers from

August 2014 to March 2015. All of them were HLA-A2-positive. The

subjects were classified into four groups, immune- tolerance group 15

cases, sustained antiviral treatment group 20 cases, recurrence of drug

withdrawal group 14 cases, and 8 healthy controls. The frequency of

peripheral HLA-A0201-restricted HBcAg18-27 pentamer complex

(MHC-Pentamer)-specific CD8+ T cells in CHB patients were ana-

lyzed by flow cytometry. ELISPOT was used to detect interferon-

gamma (INF-c) and tumor necrosis factor-a (TNF-a) secretion in

HBcAg18-27-specific CD8+ T cells. The experimental data were

analyzed using non-parametric tests (Kruskal–Wallis H and Mann–

Whitney U tests).

Result: In healthy control group, immune-tolerance group, sustained

antiviral therapy group and recurrence of drug withdrawal group, the

frequencies of HBcAg-specific CD8+ T cells were respectively (0.17

± 0.16) %, (1.46 ± 0.72) %, (3.24 ± 1.60) % and (4.67 ± 2.43) %,

the IFN-c levels were respectively (0–6), 1 (2–53), 10 (14–254) and

156 (28–395) SFC/106PBMC, the TNF-a levels were respectively

(0–5), 1 (2–32), 11 (15–283) and 19 (55–537) SFC/106PBMC. The

frequency of HBcAg-specific CD8+ T cells, secretion levels of

interferon-c and TNF-a of HBcAg-specific CD8+ T cells from

recurrent patients were significantly higher than those from sustained

antiviral therapy patients, Z = -2.030, -2.205, and -2.449,

respectively (P \ 0.05). The frequency of HBcAg-specific CD8+ T

cells, secretion levels of interferon-c and TNF-a of HBcAg-specific

CD8+ T cells from sustained antiviral therapy patients were signifi-

cantly higher than those from immune-tolerance patients, Z =

-3.400, -4.700, and -4.350, respectively (P \ 0.01). In addition,

The frequency of HBcAg-specific CD8+ T cells, secretion levels of

interferon-c and TNF-a of HBcAg-specific CD8+ T cells in immune-

tolerance patients were significantly higher than those in healthy

controls, Z = -3.583, -3.585, and -3.619, respectively (P\ 0.01).

Conclusion: The change of the frequency and immune function of

HBcAg-specific CD8+ T cells may be one of the reasons way CHB

patients appear severe liver damage after irregular stop nucleoside

analogues.
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PP1414

Intestinal CD103+SIPRa2 cross presenting dendritic cells are
absent in human fetal gut

Kaijun Liu1,2, Toni M. M Van Capel1, Esther W.M Taanman-
kueter1, Bianca Blom1, Esther c De Jong1

1Department of Cell Biology and Histology, Academic Medical

Center, University of Amsterdam, 1105 AZ Amsterdam, The

Netherlands; 2Department of Gastroenterology, Daping Hospital,

Third Military Medical University, Chongqing

Background: Intestinal dendritic cells (DCs) are the key regulator to

maintain mucosal integrity. The maturation and development of the

intestinal immune system are highly influenced by microbiota. The

characterization of fetal intestinal DCs, which has not exposed to

microbiota yet, is still unknown. We aim to characterize the DC

subsets in fetal gut.

Methods: Human fetal intestinal DC subsets were sorted by flow

cytometry. The distribution, phenotype and functions of these DCs

were investigated.

Result: The fetal intestines contained three different DC subsets:

CD103-SIRPa-, CD103-SIRPa + and CD103 + SIRPa + DCs.

Interestingly, CD103 + SIRPa- DCs, a cross presenting subset in adult

gut, were almost absent in fetal gut, whereas CD103-SIRPa- DCs

were present. The phenotypes of fetal intestinal DCs were similar

with their counterparts in adult gut. CD103 + SIRPa + DCs displayed

the strongest endocytic capacity, compared with other two subsets.

All fetal intestinal DCs only produced cytokines in response to PGN,

but not to LPS and Poly (I:C). CD103-SIRPa- DCs were less capable

of inducing naı̈ve CD4+ T cell proliferation. Unlike the DC subsets in

adult gut which have distinct functions of inducing T cell polariza-

tion, these DC subsets had equivalent capacity to drive allogeneic

naı̈ve CD4+ T cell polarization.

Conclusion: Fetal gut contains a different distribution of DC subsets

compared with adult gut. These DCs displayed similar phenotype

with adult gut DCs, but are not imprinted into certain kinds of

functional subsets yet.

PP1415

MicroRNA-548j inhibits type I interferon production by targeting
ZBTB11 in patients with chronic hepatitis B

Kangkang Yu1, Qi Cheng1, Chong Huang1, Jian-Ming Zheng1,
Shengsen Chen1, Qingxia Ling1, Mengqi Zhu1, Mingquan Chen1,
Guangfeng Shi1, Ning Li1

1Huashan Hospital, Fudan University, Shanghai

Background: Type I interferon plays a crucial role in antiviral

immune responses. By inducing cellular resistance to viral infection

and apoptosis of virus-infected cells, it impairs virus replication and

eliminates the invading pathogens. In chronic hepatitis B patients, the

generation of type I interferon was significantly dampened and the

underlying mechanisms have not been fully understood. MicroRNA-

548 family has been implicated in regulating antiviral response upon

various infections. However, little is known about the potential role of

miR-548j in modulating type I interferon production in patients with

chronic hepatitis B.

Methods: Members of miR-548 family were analyzed in monocyte-

derived dendritic cells from patients with chronic hepatitis B and

healthy volunteers. Whether miR-548j could regulate type I interferon

expression was assessed by introduction or inhibition of miR-548j and

subsequent detection of interferon-alpha/-beta levels. The potential

target of miR-548j was confirmed by luciferase reporter assay.

Result: A marked increase of miR-548j expression was detected in

monocyte-derived dendritic cells from patients with chronic hepatitis

B. Introduction of miR-548j in monocyte-derived dendritic cells from

healthy volunteers significantly decreased the expression of type I

interferon while inhibition of miR-548j in monocyte-derived dendritic

cells from chronic hepatitis B patients dramatically restored the
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production of interferon-alpha/-beta (Fig. 1). Finally, ZBTB11 was

identified as a direct target of miR-548j (Fig. 2).

Conclusion: Our results demonstrate that miR-548j plays a critical

role in modulating type I interferon production in dendritic cells after

hepatitis B infection, which will provide potential target for anti-HBV

therapy.

PP1416

Biological hyaluronan reduces the lipopolysaccharide response
through the toll-like receptor 4 signal pathway in human
monocytes

Na You1, Sasa Chu1, Maorong Wang1,2

1Department of Infectious Disease, Anhui Medical University

Affiliated with Bayi Clinical College, Anhui Province; 2Institute of

Liver Disease, Nanjing Jingdu Hospital, Nanjing

Background: Small biological hyaluronan (hyaluronic acid, HA) is

recognized in much the same way as the conserved pathogen-asso-

ciated molecular patterns, such as lipopolysaccharide, via Toll-like

receptors (TLRs). However, there is no consistent conclusion about

the effect of small HA on inflammatory response. And the mechanism

of HA has not been fully revealed. In this study, we aimed to detect

whether small biological hyaluronan (B-HA) at the size of 10–50 kDa

has anti-inflammatory effect on LPS (Lipopolysaccharide)-induced

inflammation in THP-1 cells.

Methods: The cells pretreated with B-HA were stimulated with LPS

or absence. Quantitative polymerase chain reaction and enzyme-

linked immunosorbent assays were carried out to measure the levels

of cytokine expressions. In addition, we evaluated the activation of

TLR4 signaling pathway by Westerm blotting.

Result: The biological HA not only inhibited the pro-inflammatory

factors and IFN-b expression but also enhanced the expression of

anti-inflammatory cytokine IL-10 at both mRNA and protein level.

B-HA could significantly suppressed the activation of NF-JB,

MAPK and TIRF in the TLRs signaling pathway, reducing the

phosphorylation of p65, IKKa/b, IjBa, JNK1/2, ERK1/2, p38 and

IRF3.

Conclusion: The small biological HA attenuated LPS-stimulated

inflammatory response by blocking the activation of TLR4 signaling

pathway in THP-1 cells. It may be used as a candidate in the treatment

of infectious disease.
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PP1417

Protective effect of human serum amyloid P on carbon
tetrachloride-induced acute liver injury in mice

Min Cong1, Tianhui Liu1, Ping Wang1, Tatiana Kisseleva2, David
A Brenner3, Hong You1, Jidong Jia1, Hui Zhuang4

1Liver Research Center, Beijing Friendship Hospital, Capital Medical

University, Beijing; 2Department of Surgery, UC San Diego, San

Diego, La Jolla, CA, USA; 3Department of Medicine, UC San Diego,

San Diego, La Jolla, CA, USA; 4Department of Microbiology and

Infectious Disease Center, School of Basic Medical Sciences, Peking

University Health Science Center, Beijing

Background: Human serum amyloid P (hSAP), a member of the

pentraxin family, has been shown to inhibit the activation of fibro-

cytes in culture and to inhibit experimental renal, lung, skin and

cardiac fibrosis. Because hepatic inflammation is one of the drivers

for liver fibrosis, in the present study we aimed to investigate the

hepatoprotective effects of hSAP in carbon tetrachloride (CCl4)-in-

duced liver injury.

Methods: Fifty-six male C57BL/6 mice were randomly divided into a

normal control group, two CCl4-induced liver injury groups (12 h and

24 h), two CCl4-induced liver injury intervened with hSAP groups

(12 h and 24 h) and two CCl4-induced liver injury intervened with

vehicle groups (12 h and 24 h). Injuries of the liver were assessed by

Hematoxylin and eosin (H&E) staining. Additional sections were

stained by CD45, Desmin and a- smooth muscle actin (a-SMA).

Terminal-deoxynucleotidyl transferase mediated nick end labeling

(TUNEL) analysis was also performed. Mouse hepatocyte cell line-

NCTC 1469 was cultured with hSAP or a vehicle for 4 h before

stimulation by CCl4. Cell death was detected using an Apoptosis

Detection Kit. Primary hepatic stellate cells (HSCs) were isolated and

the purity was assessed by immunofluorescent staining with Desmin.

Primary HSCs were cultured with hSAP or a vehicle for 4 h before

stimulation by transforming growth factor (TGF)-b1. The mRNA

levels of pro-inflammatory factors and chemokine were determined

by quantitative real-time (qRT)-PCR analyses. Western blotting was

used to determine the level of B-cell lymphoma/leukemia (Bcl)-2 and

Bcl-2 associated X protein (Bax), cleaved caspase 3, a-SMA and

tissue inhibitor of metalloproteinases (TIMP)-1.

Result: Our data showed that hSAP improved hepatic histopatho-

logical abnormalities and significantly decreased inflammatory cell

infiltration and pro-inflammatory factors expression. Moreover, CCl4-

induced apoptosis in mouse liver was inhibited by hSAP measured by

TUNEL assay and cleaved caspase-3, markedly restoring the down-

regulation of Bcl-2 expression and suppressing the upregulation of

Bax expression in vivo. Hepatocytes in early apoptosis dyed by

annexin V were significantly reduced by 28–30% in the hSAP treat-

ment group compared with the CCl4 group, and the expression of Bcl-

2 was elevated, whereas the expression of Bax and cleaved caspase-3

were significantly inhibited in the hSAP pretreatment group compared

with the CCl4 group. hSAP administration could also inhibit the

migration and activation of HSCs in CCl4 injured liver and sup-

pressed the activation of isolated primary HSCs induced by TGF-b1

in vitro.

Conclusion: hSAP exhibited a protective effect on CCl4-induced

hepatic injury by suppressing the inflammatory response and hepa-

tocyte apoptosis and potentially inhibiting HSC activation.

PP1418

Pterostilbene protects against sepsis-induced liver injury
via Sirt1-mediated suppression of oxidative/nitrative stress

Xiaojing Liu1, Xueliang Yang1, Xi Zhang1, Min Liu1, Feng Ye1,
Ying Kong1, Kai Zhang1, Shumei Lin1

1Department of Infectious Diseases, The First Affiliated Hospital of

Xi’an Jiaotong University, Xi’an

Background: Liver injury is a severe complication in sepsis. It has

been previously indicated that Sirt1 activation attenuates sepsis-in-

duced liver injury. Pterostilbene (Pte), a natural dimethylated analog

of resveratrol from blueberries, exerts anti-inflammatory and anti-

apoptotic effects in various diseases. However, the interaction

between Pte and Sirt1 signaling in sepsis-induced liver injury remains

unclear. Therefore, we aimed to evaluate the protective effects of Pte

on sepsis-induced liver injury and its underlying mechanisms.

Methods: Sepsis was induced by cecal ligation and puncture (CLP) in

C57BL/6 mice. Mice were sacrificed at 20 h following CLP induc-

tion. Mice were then administered with Pte with or without EX527,

and with 1400 W (an iNOS suppressor) or EUK134 (a peroxynitrite

scavenger). The histological changes by HE, apoptosis by TUNEL, as

well as the expression levels of Sirt1, gp91phox, iNOS, Bcl-2, and

Bax by Western Blot were accessed. In addition, nitrotyrosine

expression levels were detected using commercial ELISA kit and

IHC.

Result: Pte treatment decreased serum levels of AST from 578 ± 83

IU/L to 356 ± 75 IU/L (P\ 0.05) and ALT from 210 ± 33 IU/L to

136 ± 43 IU/L (P\0.05). Pte also increased the expression levels of

Sirt1, Bcl-2 and decreased the expression levels of gp91phox, iNOS,

and Bax. The effects of Pte were inhibited by EX527, a Sirt1 inhi-

bitor. Additionally, iNOS suppression with 1400 W or peroxynitrite

decomposition with EUK134 mitigated the aggravation of liver injury

induced by Sirt1 inhibition in mice treated with Pte.

Conclusion: Our results indicated that sepsis-induced liver injury can

be alleviated by Pte administration via Sirt1-mediated suppression of

oxidative/nitrative stress.

PP1419

Hepatic macrophages are the cell source of hepatic PCT in ALF

Weiyang Zheng1, Yanning Liu1, Guohua Lou1, Xue Liang1,
Bingjue Ye1, Liyan Shui1, Min Zheng2

1The State Key Laboratory for Diagnosis and Treatment of Infectious

Diseases, The First Affiliated Hospital, Zhejiang University,

Collaborative Innovation Center for Diagnosis and Treatment of

Infectious Diseases, Hangzhou; 2The State Key Laboratory of

Infectious Disease Diagnosis and Treatment, The First Affiliated

Hospital, Zhejiang University, Hangzhou

Background: Acute liver failure (ALF) is a rapid and severe clinical

syndrome, which can induce multiple organ dysfunction and death.

The systemic release of inflammatory mediators is responsible for

progression from the inflammatory response to multi-organ failure.

Heaptic macrophages play a role in the intense inflammatory

responses by secreting many kinds of inflammatory mediators in the

initial phase of ALF. It has been reported that serum procalcitonin

(PCT) is elevated in ALF. Some experiments have observed that liver

is one of the main sources of PCT in septic animals. But in ALF, the

expression level and cell sources of hepatic PCT are not clear. This
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study aimed to clarify the regulation and cell sources of hepatic PCT

expression in ALF.

Methods: Human monocytic leukemia cell lines U937 were treated

with PMA (100 ng/ml) for 24 h and induced activated macrophages.

In the presence of lipopolysaccharide (LPS, 1 lg/ml), the activated

macrophages and L02 cells were co-cultured for 0, 2, 6, 24 h. qPCR

was performed to analyze the expression of PCT mRNA. Male C57/

BL6 mice were challenged with LPS (10 lg/kg) and D-Galactosamine

(D-GalN, 300 mg/kg) intraperitoneally (i.p.). At 0, 1, 6, and 24 h after

LPS/D-GalN i.p. injection, serum liver enzyme, inflammatory medi-

ators, and liver histology were examined.

Result: Our results showed that LPS could induce PCT mRNA

upregulation in U937-activated macrophages but not in L02 cells.

When co-cultured with L02 cells, the PCT mRNA expression of

activated macrophages was upregulated compare to controls, but the

activated macrophages did not provoke the PCT mRNA expression of

L02 cells in the presence of LPS. Moreover, serum liver enzyme

(ALT, AST), inflammatory mediators (TNF-a, IL-6), and hepatic

PCT expression were significantly elevated in the LPS/D-GalN-

challenged ALF mice model. The PCT expression was then identified

to colocalize with hepatic macrophages by immunohistochemistry

(IHC).

Conclusion: Our study showed that the PCT expression is upregu-

lated in the liver of ALF. Hepatic macrophages but not hepatocytes

are the cell source of hepatic PCT.

PP1420

A case of liver injury induced by CMV infection

Wenxiu Jia1, Fengrong Yin1, Xiaolan Zhang1

1Department of Gastroenterology, The Second Hospital of Hebei

Medical University, Shijiazhuang

Background: A 28-year-old man presented to our hospital with a

history of fever, headache for 5 days and urine yellow, nausea and

vomiting for 2 days. Five days ago, the patient caught a cold and took

a fever with the highest body temperature of 38.9 �C. At the same

time, he also had a headache and muscle soreness. After taking the

medicine, the patient’s temperature dropped to normal range, the

headache and muscle aches disappeared. However, the recurrent fever

occurred about 1–2 times one day, with headache and muscle soreness

but no other symptoms, such as cough, spitting, frequent urination,

diarrhea and so on. Two days ago, the symptoms was getting worse

accompanied by nausea and vomiting, and the colour of the urine was

becoming yellowish-brown.

Methods: The patient had no history of specific diseases, as well as

alcohol. Physical examination displayed liver area taps pain. Blood

routine examination showed elevated white blood cell of 10.69*109/L

(N % 83.3%, MO % 12.3%). The inflammatory indexes were high

with ESR of 55 mm/h and hsCRP of 124.3 mg/L. But the blood

cultures were negative for 3 times. Biochemical examination also

showed severe abnormal liver function (TBIL 133.10 lmol/L, DBIL

82.20 lmol/L, ALT 119.0 U/L, AST 52.0 U/L, ALP 374.0 U/L, GGT

403.0 U/L) but hepatitis screening was negative. Several tests were

made to exclude other infectious diseases, like tuberculosis, typhoid,

brucellosis, haemorrhagic fever with renal syndrome. At the same

time, the immunological indexes were also negative. Despite that

cytomegalovirus (CMV) DNA detection was negative, the IgG of

CMV was particularly high ([1000 AU/ml, the normal reference

value is 0 to 14 AU/ml). The chest CT displayed that chronic pneu-

monia, while abdominal CT showed that chronic cholecystitis and

cholangitis.

Result: After hepatoprotective and jaundice-relieving treatment for 3

days, the liver function was much better than before (TBIL 38.67

lmol/L, DBIL 14.80 lmol/L, ALT 55.0 U/L, AST 21.0 U/L, ALP

275.0 U/L, GGT 203.0 U/L), then the anti-CMV drug was added.

After 5 days, all the symptoms were gone. From what has been dis-

cussed above, the patient eventually diagnosed with infection of

CMV, which leaded to hepatic injury.

Conclusion: CMV is one of the herpes viruses, which is widely

popular in China, and it is also in the first place of causing infection in

the non hepatotropic virus. Hepatitis CMV of adults are not uncom-

mon. The symptoms are similar to viral hepatitis, such as acute onset,

fever (thermal process is long about 5–20 days), headache, Nausea

and vomiting and so on. It is very difficult to find viral inclusions in

liver tissue. The positive rate of IgM in CMV is low, so a significant

increase in IgG can be found in infected people. Infection of CMV

can affect all of the organs, especially the liver, which always appears

cholestasis.

PP1421

HBV induce inflammatory monocytes by dysregulating
the MyD88/NF-jB and JAK/STAT signaling pathways

Hongxiao Song1, Guangyun Tan1, Haijun Li1, Naicui Zhai1,
An Cui1, Yang Yang1, Zhengkun Tu1

1The First Hospital of Jilin University, Changchun

Background: It is not clear how HBV modulates host immunity

during chronic infection. In the present study, we identified the

mechanisms by which HBV disables IFN-signaling and triggers

inflammation response in human monocytes.

Methods: We isolated PBMCs from healthy donors. Purified mono-

cytes were cultured with cell culture-derived HBV virions (HBVcc) in

the presence or absence of IFNa, the expression of antiviral genes and

inflammatory cytokines were measured by quantitative PCR, western

blot, and ELISA.

Result: With human primary monocytes, we discovered that mono-

cytes from patients with chronic HBV infection expressed higher

levels of inflammatory cytokines, but lower levels of IFN-stimulated

genes, compared with monocytes from healthy individuals. HBVcc

induced the expression and production of pro-inflammatory and anti-

inflammatory cytokines in monocytes, but also inhibited stat1 and

stat2 expression, as well as IFN-a-induced stat1, stat2, and ch25 h

expression. Neutralization of IL-10 partially reversed the inhibition.

Conclusion: HBV modulate monocyte activity to induce the pro-

duction of inflammatory cytokines, but inhibit the IFN-signaling

pathway. HBV skew monocytes from antiviral effect to inflammatory

response, and contribute to the suppression of antiviral effect, per-

sistent HBV infection and liver inflammation.

PP1422

High frequency of Th17 cells contribute to HBeAg seroconversion
in CHB patients via IL-21

Xuan Huang1, Chao Liu1, Jun Ge1, Qintao Lai1, Yongyin Li1,
Xiaoyong Zhang1, Shiwu Ma2, Jinlin Hou1

1Hepatology Unit and Department of Infectious Diseases, Nanfang

Hospital, Southern Medical University, Guangzhou; 2Kunming

General Hospital, Kunming
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Background: IL-17A-producing CD4+ T cells (Th17) have been

demonstrated to be proinflammatory effectors. Furthermore, Inter-

leukin-21 (IL-21) which mainly produced by subsets of CD4+ T cells

(e.g. Th17 cells and follicular T helper cells), serving as effective

B-cell helpers, may trigger antibody production. However, the rela-

tionship between Th17 cells and IL-21 and its role in chronic hepatitis

B (CHB) are not fully understood.

Methods: IL-17A-producing CD4+ T cells were assessed in 32

HBeAg-positive CHB patients, 30 healthy controls (HC) and 30

inactive carriers (IC) as a control. Twenty of 32 CHB patients

received 52 weeks Telbivudine treatment. The expressions of IL-17A,

IL-21 and CXCR5 in CD4+ T cells (Flow cytometry), and serum IL-

17A level (CBA) were evaluated at baseline, W12, W24 and W52.

The responses of CD8+ T cells from CHB patients with IL-21 stim-

ulation were analyzed in vitro.

Result: Both CHB patients and IC showed significantly higher pro-

portion of Th17 cells than HC (both p\ 0.0001), but no differences

were found between CHB patients and IC at baseline (p = 0.064). The

proportion of Th17 cells in patients with HBV infection (combined

both CHB and IC) was positively correlated with ALT level (r =

0.283, p = 0.026) and HBV-DNA level (r = 0.266, p = 0.037). In the

longitudinal study, the proportion of Th17 cells at baseline was sig-

nificantly higher in patients who achieved HBeAg seroconversion

(CR, n = 7) than in patients with non-HBeAg seroconversion (NCR, n

= 13) (p = 0.0005), which could predict the antiviral outcome

independently (p = 0.002). The proportion of Th17 cells rapidly

decreased during early 12 weeks treatment, which accompany with

the reduction of ALT level and HBV-DNA level. However, the

proportion of Th17 cells experienced a relative rebound in the later

therapy, and this phenomenon paralleled with serum IL-17A levels.

The expression of IL-21 from Th17 cells were markedly increased

through the treatment in CR group not in NCR group (p = 0.05). Also

the proportion of CXCR5 + IL-17A + cells in CR patients signifi-

cantly higher than in NCR patients at baseline (p = 0.011), and which

was positively correlated with the Th17 cells during antiviral therapy

(p\0.0001). With the stimulation of IL-21 in vitro, the expression of

CD69, interferon-c, perforin, granzyme B and CD107a were signifi-

cantly increased in CD8+ T cells from CHB patients undergoing

antiviral therapy.

Conclusion: Th17 cells may be a double edged sword involving in

the evolution of chronic HBV infection. High frequency of Th17 cells

are associated with both Virus Control and Hepatic Inflammation.

Furthermore, IL-21 secreted from Th17 cells and Th17 cells itself

may have predictive value to HBeAg seroconversion in CHB patients

with Telbivudine antiviral therapy.

PP1423

Bone marrow-derived mesenchymal stem cells ameliorate
immune-mediated liver injury and compromise virus control
during acute HBV infection in mice

Changyong Li1, Mengmeng Qu1, Xu Yuan1, Yuhong Ma1

1School of Basic Medical Sciences, Wuhan University, Wuhan

Background: Mesenchymal stem cells (MSCs) have been used as

therapeutic tools not only for their ability to differentiation towards

different cells, but also for their unique immunomodulatory proper-

ties. However, it is still unknown how MSCs may affect immunity

during hepatitis B virus (HBV) infection. This study was designed to

explore the effect of bone marrow-derived MSCs (BM-MSCs) on

hepatic natural killer (NK) cells in a mouse model of acute HBV

infection.

Methods: Mice (n = 6/group) were injected with 1 9 106 BM-MSCs

which stained with CMFDA fluorescent probe, 24 h prior to hydro-

dynamic injection of viral DNA (pHBV1.3) via tail vein. The effect of

BM-MSCs on the outcome of HBV infection was characterized by

virological, immunological, and histopathological analysis.

Result: In vivo imaging system revealed that BM-MSCs were

accumulated in the injured liver, and they obviously attenuated

immune-mediated liver injury during HBV infection, as shown by

lower alanine aminotransferase levels, reduced proinflammatory

cytokine production and decreased lymphocyte infiltration in the

liver. Moreover, administration of BM-MSCs restrained the increased

expression of NKG2D in the liver from HBV infected mice. NK cells

co-cultured with BM-MCSs also reduced expression of NKG2D, an

important receptor required for NK cell activation. Accordingly, BM-

MSCs suppressed the cytotoxicity of NK cells in vitro. Furthermore,

BM-MSC-derived TGFb1 suppressed NKG2D expression on NK

cells. As a consequence, BM-MSC treatment enhanced HBV gene

expression and replication in vivo.

Conclusion: These results demonstrate that adoptive transfer of BM-

MSCs influence innate immunity and limit immune-mediated liver

injury during acute HBV infection by suppressing NK cell activity.

Meanwhile, the effect of BM-MSCs on prolonging virus clearance

needs to be considered in the future.

PP1424

HBV strengthens intrahepatic myeloid-derived cells mediated
T cell tolerance through TLR2 induced Kupffer cell expansion
and IL-10 production

Jia Liu1, Dongliang Yang1, Mengji Lu2

1Department of Infectious Diseases, Institute of Infection and

Immunology, Union Hospital, Tongji Medical College, Huazhong

University of Science and Technology, Wuhan; 2Institute for

Virology, University Hospital Essen, University of Duisburg-Essen,

Essen, Germany

Background: Hepatic antigen presenting cells (APCs) play a critical

role in promoting immune tolerance in the liver. Recently, we have

demonstrated that TLR2 stimulation on LSECs reverted their sup-

pressive properties to induce T cell immunity. However, there is a

paucity of information about how TLR2 stimulation modulates the

immunological function of other hepatic APCs.

Methods: In current study, we investigated whether TLR2 stimula-

tion influences the function of intrahepatic myeloid-derived cells

(iMDCs), and elucidated the mechanisms involved in iMDCs-induced

T cell immunity.

Result: We could show that iMDCs can potently suppress T cell

activation in a cell-contact independent manner. Antigen presenting

by iMDCs leads to naive CD8 T cell tolerance. To our surprise,

instead of inducing cell functional maturation, TLR2 ligand P3C

stimulation further strengthens the suppressive and tolerogenic

properties of iMDCs. After P3C administration, the population of

Kupffer cells (KCs) of iMDCs dramatically increased. Mechanism

analysis shows that KCs are essential for the enhanced inhibition of T

cell activation by P3C-stimulated iMDCs. The iMDCs-mediated CD8

T cell inhibition was mediated by soluble mediators, one of which

was interleukin 10 (IL-10) secreted by KCs after P3C stimulation. IL-

10 blockade could partially abolish iMDCs-mediated T cell inhibi-

tion. Moreover, HBV particles stimulation on iMDCs could also

induce IL-10 production by the cells. TLR2 knock out dramatically

abolished the HBV-induced iMDCs IL-10 production, indicating the

possibility that HBV may enroll this mechanism to facilitate its

infection.
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Conclusion: Our results have implications for our understanding of

liver-specific tolerance and for the development of strategies to

overcome T cell tolerance in situations such as chronic viral liver

infections.

PP1425

Magnitude of clostridium difficile infection in hospitalized
Egyptian patients with liver cirrhosis

El-Sayed Tharwa1, Mohamed Abdel-samiee1,
Ashraf Abou Gabal1, Azza Abd El-Aziz2

1Hepato-Gastroenterology Department, National Liver Institute,

Menoufia University, Al Minufya, Egypt; 2Department of

Microbiology, National Liver Institute, Menoufia University, Al

Minufya, Egypt

Background: Watery diarrhea is the cardinal clinical symptom of

Clostridium Difficile infection that causes a spectrum of manifesta-

tions ranging from the asymptomatic carrier state to severe fulminant

disease with toxic megacolon. The basis for symptomatic responses

range may be related to host and pathogen factors. We studied the

prevalence of Clostridium Difficile infection in hospitalized cirrhotic

patients and its possible risk factors.

Methods: This study was carried out on 200 cirrhotic patients

admitted to National Liver Institute hospital divided into 2 groups:

100 asymptomatic patients, 100 patients with diarrhea. Direct stool

toxin detection was done using an assay named RIDASCREEN�

Clostridium Difficile Toxin A/B test which is an enzyme

immunoassay (EIA) for the qualitative determination of toxins A and

B of Clostridium difficile in stool.

Result: Among 200 patients with mean age of (51.81 ± 12.94), EIA

revealed 16, 32 positive cases in both groups. In group I, statistical

significance in ALT, serum creatinine (p\0.05) and bilirubin level (p

\0.01) as regard EIA test result. Statistical significance was found (p

\ 0.05) as regard duration of antibiotic and PPI intake. Logestic

regression analysis revealed that gender and duration of PPIs use were

independent factors in group I while age of the patient, duration of

antibiotic use and GGT serum level were independent factors in

group II for clostridium difficile infection development.

Conclusion: Clostridium difficile infection is not an uncommon

infection in hospitalized cirrhotic patients. Risk factors were antibi-

otic intake, gastric acid suppression, old age, long hospital stay and/or

history of bilharziasis.

PP1426

Is serum fibrinogen a new diagnostic method for patients
with an amebic liver abscess?

Ana sofia Garcia-Moreno1, Roberto Chavez-Appendini2, Natalia
Rodriguez-Payan3, Linda Cernichiaro-Espinosa4,
Laura Eugenia Moreno-Luna5

1Universidad Autonoma de Guadalajara, Facultad de Medicina,

Mexico, Mexico; 2Hospital San Javier, Departamento de rayos X,

Mexico, Mexico; 3Instituto Tecnológico de Monterrey, Escuela de

Medicina, Mexico, Mexico; 4Hospital Civil de Guadalajara Fray

Antonio Alcalde, Servicio de Gastroenterologia, Mexico, Mexico;
5Universidad de Guadalajara, Departamento de Clinicas Medicas

Centro Universitario de Ciencias de la Salud. Guadalajara, Jalisco,

Mexico

Background: Entamoeba histolytica travels through the blood vessels

into the liver creating an amebic liver abscess (ALA). Then, the walls

of this abscess generate inflammatory cytokines, causing an increase

of fibrinogen. The aim of this study is to observe if fibrinogen is an

adequate serum marker, that among clinical and radiological findings,

helps for an early diagnosis and treatment of amebic liver abscesses.

Methods: In this prospective cohort, 85 adults aged 15–81 were

divided into 2 groups: the ones diagnosed with amebic liver abscess

(ALA = 45 patients) by clinical, laboratorial and radiological criteria;

and patients with chronic liver diseases with different non hepatic

infections (pneumonia, urinary tract infections, spontaneous bacterial

peritonitis, among others) (Non Hepatic Infections =40 patients).

Fibrinogen levels were measured at the admission and both groups’

results were compared

Result: Eighty percent of the ALA patients were male, mean age was

43 years with a mean fibrinogen of 948.9 mg/day (SD 240.62) with

95% CI (870.92–1026.92 mg/day). In the group of non-hepatic

infections (63% male, mean age 57 years) the mean fibrinogen was

384.5 mg/day (SD 160.29) 95% CI (342.54–445.06 mg/day). There

was a significant difference in fibrinogen levels among groups [p \
0.0001 95% CI (-443.26 to -659.42)].

Conclusion: Fibrinogen levels were significantly higher in patients

with ALA as compared to patients with other non-hepatic infections.

Cytokines produced by the ALA favor fibrinogen mRNA production.

Due to the significant difference in fibrinogen levels in both groups,

fibrinogen could be considered as a serologic diagnostic marker for

ALA in patients were the diagnosis is doubtful. Larger studies should

be conducted to evaluate this findings in patients with ALA.
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Chitosan reverse the progress of formed hepatic fibrosis induced
by CCl4 in rats

Zhongfeng Wang1, Sheng Zhong1, Xu Li1, Junqi Niu1, Pujun Gao1

1The First Hospital of Jilin University, Changchun
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Background: Hydroxyproline, contained in three helical structure of

collagen, can improve the stability of collagen. Newly synthesized

procollagen molecules that have not undergone hydroxylation are

unable to form a stable triple helix, resulting in their rapid degradation

at physiological temperature. Thus, prolyl 4-hydroxylase (P4H) is an

excellent target enzyme in efforts to prevent fibrogenesis.

Methods: 72 SD male rats were evenly and randomly distributed as

control group, model group, low-dose group (2.5 mg/kg), middle-dose

group (5 mg/kg), and high-dose group (10 mg/kg), sorafenib group

(positive control group). Except control group, all groups were

injected CCl4 to induce HP for 7 weeks. Subsequently, rats were

administrated specific chitosan, sorafenib or saline for 4 weeks. Then

specimens were harvested. Serum total bilirubin (TB), aminotrans-

ferase (ALT), aspartate aminotransferase (AST) and alkaline

phosphatase (ALP) levels were measured to assess hepatotoxicity, a-

smooth muscle actin (a-SMA) and collagen 1, 3 were investigated by

both Western Blot and PCR.

Result: Compared to control group, the serum levels of AST, ALT,

and ALP in high dose group decreased significantly, the expression of

COL1, COL3 mRNA and a-SMA mRNA also were suppressed. The

content of a-SMA and collagen were much less than model group.

Histopathological scores (HE and Masson Staining) also demon-

strated high dose chitosan could reverse the progress of formed

hepatic fibrosis significantly.

Conclusion: High dose chitosan could not only improve the live

condition but also reverse the progress of formed hepatic fibrosis, it

have an eminent protective effect to liver.

PP1428

Laryngopharyngeal reflux: an overview on the disease
and diagnostic approach

Ashraf M Osman, Emad K Abd Elhaleem, Khaled A M Elbeh,
Mohamed A Ghaliony, Asmaa M Hassan

Department of Tropical Medicine and Gastroenterology, Phoniatric

Unit and Neuropsychiatric, Faculty of Medicine, Assiut, Egypt

Background: Laryngopharyngeal reflux (LPR) can be defined as

chronic symptoms or laryngeal mucosal damage caused by the

abnormal reflux of gastric contents into the upper airway. LPR play

important role in up to 50% of laryngeal complaints that present in

otolaryngeal clinic, the symptomatology of (LPR) is more diverse

(Jaspersen et al., 2003). LPR suspected in the presence of symptoms

of hoarseness, dysphagia, cough, globus, excessive mucus, throat

pain, throat clearing and laryngospasm (Ulualp et al., 1999 and Yli-

talo et al., 2001). Diagnosis of LPR is confirmed using: Reflux

Symptom Index (RSI), Laryngoscopic examination (Reflux finding

score RFS), and Esophagogastroduodenoscopy (EGD).

Methods: A cross sectional study was conducted on 60 subjects with

typical reflux symptoms and laryngeal complaint; those studied sub-

jects were recruited from patients attended the outpatient clinic of

(Tropical medicine and Gastroenterology, and phoniatric unit, Assiut

university hospital). The symptom questionnaire and the classification

proposed by Belafsky and his colleagues (reflux symptoms index) are

used and upper endoscopy done for diagnosis GERD patients.

Nasofibrolaryngoscopy for all these patients was performed to com-

pare the results (reflux finding score). Psychiatric assessment was

done by psychiatric specialist using symptoms checklist revised 90

(Abdel Rakeeb Elbehery 1984) Patient with score more than 60 will

be revaluated using the following questionnaires; Hamilton checklist

of symptoms of depressive illness (Hamilton, 1980) and Hamilton

rating scale for anxiety (Hamilton, 1959).

Result: All studied subjects showed positive reflux symptoms index

and diagnostic endoscopy showed GERD in 58(96.7%) patients,

thirty-two 32(53.3%) of them were found to have positive finding in

laryngoscope; that were in order: vascular congestion and vocal cord

hyperemia 32 patients (100%), vocal cord edema 26(81%), phonatory

gap 13(40%), subglottic edema 12(37%), vocal cord swelling

10(31.25%) and contact granuloma 8(25%). Positive Significant

correlation was detected between symptoms mostly lump sensation,

hoarseness, throat clearing and dry mouth (phonasthenia symptoms)

and laryngeal finding (reflux finding score RFS) except for difficult in

swallowing saliva. There is strong association between psychological

symptoms and presence of LPR, the commonest detected manifesta-

tions reported anxiety, there was positive significant correlation with

anxiety while negative significant correlation between depression and

reflux symptoms.

Conclusion: Reflux symptoms index (RSI) and reflux finding score

(RFS) could be useful for diagnosis and evaluation of LPR in patient

with GERD complaining of laryngeal symptoms. Psychological

intervention can improve the general well-being and quality of life of

patients with GI symptoms.

PP1429

DMKG inhibits HSC activation

Jianjian Zhao1, Lei Peng1, Ming Yan1

1Department of Geriatric Gastroenterology, Qilu Hospital of

Shandong University, Jinan

Background: The activation of Hepatic stellate cell (HSC) is a piv-

otal event in the initiation and progression of hepatic fibrosis and a

major source of collagen deposition. A recent study found that

autophagy fuels the HSC activation. a-ketoglutarate (AKG), an

intermediate in the Kerbs CYCLE, has been shown to regulate the

level of autophagy. In this study, we aim to investigate the potential

effect of dimethyl a-ketoglutarate (DMKG), a membrane-permeable

esters of AKG, on the activation of HSC.

Methods: HSC and hepatocyte cell lines were treated with DMKG at

gradient concentrations, MTT assay was used to assess the cell via-

bility. Concentrations of DMKG that did not affect the cell survival

were added to the culture media of HSC cells. Real-time PCR and

western blot analysis was carried out to evaluate the expression of

fibrogenic genes in HSC after culture for 24 h.

Result: Low dose of DMKG had little cytotoxicity to both HSCs and

hepatocytes, while HSCs were more vulnerable to high dose of

DMKG than hepatocytes. More importantly, DMKG inhibited the

expression of a-SMA and collagen I significantly in HSCs detected by

real-time PCR and western blot analysis at the concentrations that

didn’t decrease cell viability.

Conclusion: DMKG has a significant role of inhibiting the activation

of HSC and may attenuate hepatic fibrosis safely.

PP1430

Y-box protein-1 regulates the expression of collagen I in hepatic
progenitor cells via PDGFR-b/ERK/p90RSK signaling

Fei Li1, Zhenzeng Ma1, Qidi Zhang1, Xiaobo Cai1, Mingyi Xu1,
Lungeng Lu1

1Shanghai General Hospital, Shanghai
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Background: Y-box protein-1 (YB-1) is a highly conserved tran-

scription factor involved in multiple biological processes via

transcriptional regulation of substantial genes including p53, cyclin

D1 and EGFR. YB-1 has been reported to overexpress in injured

livers. This study is to explore the functions of YB-1in liver regen-

eration and fibrogenesis.

Methods: RT-PCR and Western blot assays were performed to

determine the mRNA and protein expression. Immunofluorescence

assays were used to detect the protein expression in specific cells.

Chromatin immunoprecipitation assays were introduced to determine

the target genes of YB-1. Luciferase reporter assays were conducted

to assess the regulatory effect of YB-1 on its target gene.

Result: Cholangiocytes and a subpopulation of hepatic progenitor

cells (HPCs) from the injured livers overexpress YB-1, but hepatic

stellate cells (HSCs) do not. HSCs can repress the YB-1 expression in

HPCs by TGF- b1. YB-1 participates in the cell and biologic adhesion

process. PDGFR-b is a target gene of YB-1and YB-1 negatively

regulates PDGFR-b promoter activity in HPCs. Further study

demonstrates that YB-1 modulates the expression of extracellular

matrix in HPCs. In addition, PDGFR-b can regulate the expression of

collagenIby ERK/p90RSK signaling and disruption of the signaling

pathway with PDGFR-b inhibitor or ERK1/2 inhibitor abolished the

regulatory effect of PDGFR-b on collagenI expression in HPCs.

Conclusion: YB-1 can modulate the expression of collagenIin HPCs

via direct binding to PDGFR-b promoter and negative regulating its

expression, as well as that ERK/p90RSK axis serves as the down-

stream signal pathway of PDGFR-b.

PP1431

Mechanism of prolyl 4-hydroxylase inhibitor prevents
fibrogenesis in bile duct ligation mice

Zhongfeng Wang1, Sheng Zhong1, Xiuzhu Gao1, Pujun Gao1,
Junqi Niu1

1The First Hospital of Jilin University, Changchun

Background: Hydroxyproline, contained in three helical structure of

collagen, can improve the stability of collagen. Newly synthesized

procollagen molecules that have not undergone hydroxylation are

unable to form a stable triple helix, resulting in their rapid degradation

at physiological temperature. Thus, prolyl 4-hydroxylase (P4H) is an

excellent target enzyme in efforts to prevent fibrogenesis

Methods: The bile duct ligation surgeries were performed on 55 male

Six-week old C57BL/6 mice (Vital River Laboratory Animal Tech-

nology Co., Ltd Beijin China), as described previously (Song et al.,

2011), and assigned to five study groups: (1) BDL (bile duct ligation)

group, (2) BDL + 40 mg/kg/day P4H Inhibitor, (3) BDL + 5 mg/

kg/day sorafenib, and (4) shame + Ringer’s solution, (5) shame + 40

mg/kg/day P4H Inhibitor. Animals were treated from day 1 to 14. On

day 15, animals were sacrificed. Serum markers as AST, ALT,

albumin, and bilirubin were measured. Liver was removed, weighed

and processed. Spleen was also removed and weighed before being

discarded

Result: Serum levels of ALT and AST in the P4H Inhibitor-treated

group were significantly decreased than that in BDL group (p\005).

Performing pathological staining to the liver tissue, extensive necrosis

areas and obvious bile canaliculus hyperplasia were seen in BDL

group. The hyperplasia collagen fiber infiltrated into normal tissue. In

P4H Inhibitor-treated group, the necrosis areas were smaller and the

hyperplasia of bile canaliculus and collagen fiber were not obvious.

P4H Inhibitor-treated group had significantly lower hydroxyproline

level than BDL group (p \ 0.05). P4H Inhibitor-treated group and

shame group showed no significant difference in hydroxyproline

levels in liver tissue. Using electron microscopy, obvious mitochon-

drial vacuolation and irregular nucleus could be found in BDL group.

There were hyperplasia of endoplasmic reticulum and golgi appara-

tus, and lipofuscin, but no Autophagosome. Autophagosome was

found only in P4H Inhibitor-treated group. Bile duct microvilli was

seen increased in BDL group, but decreased in P4H Inhibitor-treated

group

Conclusion: P4H Inhibitor had a significant treatment effect on HF

progression in our BDL model. It could lower serum levels AST and

ALT, improve histopathological conditions of experimental hepatic

fibrosis, and lower the hydroxyproline level in liver tissue. P4H

Inhibitor is a potent antifibrotic agent in BDL mice.

PP1432

Inhibition of DDR2 expression prevent alcoholic liver fibrosis

Zheng Luo1

1Qilu Hospital, Shandong University, Jinan

Background: Alcoholic liver disease (ALD) rat model were raised,

from week 2 of alcohol ingestion, rats received rapid intravenous tail-

vein injections of liposome-encapsulated plasmids, and saline water

for the sham group. The role of DDR2 in alcoholic liver disease in

rats were examined by PCR, western and immunohistochemistry

analysis.

Methods: 1. Rats were randomly divided into 5 groups: control,

sham, ALD, p.DDR2.shRNA + ALD and p.control.shRNA + ALD.

Each group was fed standard food with olive oil. The normal control

group received no intragastrical or intravenous treatment. For alcohol

treated groups, alcohol given intragastrically in increasing doses. The

daily dose of alcohol was administered in 2 divided doses, 12 h apart.

The sham group received dextrose to isocalorically replace alcohol.

Rats were weighed at the beginning and end of the experiment; livers

were weighed at the end of the experiment, blood samples were

obtained from left ventricles, and rats were killed by intraperitoneal

injection of sodium pentobarbital to the right lower abdomen. 2.

Examination of DDR2 expression: The mRNA and protein expression
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of DDR2 were examined by real-time PCR and western blot analysis.

3. Examination of collagen deposition in liver: Paraffin-embedded

liver sections were stained Masson’s trichrome or Gordon and

Sweet’s reticulin stain for light microscopy, or Picrosirius red for

polarization microscopy.

Result: 1. Examination of DDR2 in ALD and p.DDR2shRNA + ALD

rat: Immunochemical staining demonstrated DDR2-positive labeling

on HSCs in liver in alcohol treated group. The protein level of DDR2

was lower in the ALD group but higher than in the sham group (Fig.

1). 2. Collagen were lower in p.DDR2.shRNA + ALD group com-

pared to ALD group but higher than normal control group. Tunnel

stain showed that apoptosis rate in p.DDR2.shRNA + ALD group was

higher than ALD group. Masson, Gordon and Sweet’s reticulin stain

and Picosirus stain showed that collagen deposition in ALD group

was lower in p.DDR2.shRNA + ALD group compared to ALD group

but higher than normal control group (Fig. 2).

Conclusion: We have made efficient transfer of p.DDR2.shRNA into

rats, demonstrated that acetaldehyde increased but p.DDR2.shRNA

decrease the collagen deposition of alcoholic liver fibrosisi.

PP1433

Suppressive effect of KLF14 on HSC proliferation and liver
fibrosis

Zhipeng Du1, Dean Tian2
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and Technology, Wuhan; 2Department of Gastroenterology, Tongji
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and Technology, Wuhan

Background: Hepatic stellate cells (HSCs) are key participants in

liver fibrosis development. Krüppel-like factors 14 (KLF14) is a zinc

finger-containing transcription factor that regulates proliferation,

differentiation, development. The aim of this study was to evaluate

the effect of KLF14 on attenuation of hepatic fibrosis.

Methods: KLF14 and a-SMA expression were determined by real-

time PCR and Western blot in day 0 and day 10 rat primary HSC, as

well as in LX-2 treated with recombinant TGF-b1 or PBS. The

plasmid carrying KLF14 gene or siRNA targeting KLF14 were

transfected into LX-2, and proliferation were measured by CCK-8

assay and Edu assay.

Result: We demonstrated that decreased expression of KLF14

accompanied by enhanced expression of aSMA occurred in day 10 rat

primary HSC compared to day 0, congruentl, similar results were also

observed in LX-2 treated with recombinant TGF-b1 compared to LX-

2 treated with PBS. More importantly, CCK-8 assay and Edu assay

showed that forced expression of KLF14 significantly inhibited the

proliferation of LX-2, while downregulation of KLF14 enhanced the

proliferation of LX-2.

Conclusion: Our study suggests that KLF14 expression is signifi-

cantly reduced upon HSC activation and is involved in the regulation

of HSC proliferation. Upregulation of KLF14 might present as an

ideal option for the treatment of hepatic fibrosis.

PP1434

Sorafenib and Praziquantel synergistically attenuate Schistosoma
japonicum-induced liver fibrosis in mice

Xia Liu1, Zhiyong Ma2, Huifen Dong3, Lixia Wang4, Yong Xiong1

1Department of Infectious Diseases, Zhongnan Hospital of Wuhan

University, Wuhan; 2Department of Infectious Diseases, Zhongnan

Hospital of Wuhan University, Wuhan; 3Department of Human

Parasitology, School of Basic Medical Science, Wuhan University,

Wuhan; 4Hubei Provincial Academy of Preventive Medicine, Wuhan

Background: Liver fibrosis is an important process that occurs in

most types of chronic liver diseases, and often results in the end-

stage of liver diseases such as cirrhosis, portal hypertension and

hepatocellular carcinoma. Sorafenib, a multiple tyrosine kinase

inhibitor, has been shown to inhibit liver fibrosis in multiple

experimental fibrosis mice or rats models. The aim of this study

was to test the therapeutic effect of Sorafenib on liver fibrosis

induced by infection with a parasite, Schistosoma japonicum (S.

japonicum) in mice.

Methods: The mice were percutaneously infected through the abdo-

men with schistosoma cercaria to develop schistosomal liver fibrosis

model. Eight weeks after infection, the infected mice were treated

with antiparasitic agent praziquantel for 2 days and sorafenib for 2

weeks. Hepatic histopathological changes were assessed using

haematoxylin and eosin (HE) and Masson’s staining. And the hepatic

expressions of collagen I, collagen III, alpha-smooth muscle actin (a-

SMA), platelet-derived growth factor (PDGF) and PDGF receptor-

beta (PDGFR-b) were analyzed by immunohistochemistry and west-

ern blot.

Result: Single using praziquantel but not sorafenib reduced liver

fibrosis, and the combination of praziquantel and sorafenib signifi-

cantly attenuated liver fibrosis in the S. japonica-infected mice. In the

S. japonica-infected infected mice treated with sorafenib plus prazi-

quantel, the expression of collagen I, collagen III, a-SMA, PDGF and
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PDGFR-b were markedly decreased in the liver compared to that of

untreated mice.

Conclusion: In conclusion, the combination of sorafenib and prazi-

quantel may be represented a potential therapeutic strategy in the

treatment of liver fibrosis induced by S. Japonica in the patients.

PP1435

Constitutive Tl1a expression on myeloid cells exacerbated liver
fibrogenesis

Guo Jinbo1, Luo Yuxin1, Yin Fengrong1, Zheng Libo1, Zhang
Xiaolan1

1The Second Hospital of Hebei Medical University, Shijiazhuang

City

Background: Recent evidence indicates that macrophages are the

master regulator of dynamic fibrogenesis–fibrosis resolution para-

digm. TNF-like ligand 1 aberrance (TL1A) was found to be able to

induce intestinal inflammation and fibrosis. Furthermore, significantly

increased Tl1a had been found in liver tissues and mononuclear cells

of patients with primary biliary cirrhosis. The study was to investigate

the effect of myeloid cells with constitutive Tl1a expression on liver

fibrogenesis.

Methods: Wild-type (WT) and myeloid Tl1a-Tg (Tg) C57BL/6 mice

(Tl1a overexpression on macrophages and dendritic cells) were

administrated with CCl4 2 times per week for 4 weeks to establish the

liver fibrosis model. Groups were as follows: Control group (in-

traperitoneal injection of PBS), Oil group (intraperitoneal injection of

olive oil) and CCl4 group (intraperitoneal injection of CCl4). H&E

staining and sirius red staining were used to check the histological

changes and liver fibrosis. Hepatocyte apoptosis was detected by

TUNEL staining. F4/80 and Tl1a immunofluorescence double stain-

ing was used to analyze Tl1a localization. The expressions of Tl1a,

collagen 1a1 and a-SMA were measured by RT Q-PCR and western

blot. Immunohistochemical staining was used to detect F4/80, colla-

gen 1a1 and a-SMA expressions. TNF-a, IL-1b and TGF-b1 were

measured by RT Q-PCR and ELISA.

Result: TL1A expressions on macrophages and in liver tissues were

significantly higher in CCl4/WT group than Oil/WT group. The

necrosis area, fibrosis area as well as the apoptotic rate of hepatocytes

were all significantly higher in the CCl4/Tg group than that in CCl4/

WT group (P\ 0.05). The infiltration of macrophages were more in

CCl4/Tg group than that in CCl4/WT group (P\ 0.05). The expres-

sions of collagen 1a1, a-SMA, TNF-a, IL-1b and TGF-b1 were

markedly increased in CCl4/Tg group than that in CCl4/WT group,

respectively (P\ 0.05).

Conclusion: Constitutive Tl1a expression on myeloid cells exacer-

bated liver fibrosis, probably through macrophage recruiting,

secretion of pro-fibrotic cytokines.

PP1436

Hepatic tuberculosis

Yulizal Ok1,2, Leonardo Basa Dairy3, Juwita Private Sembiring3,
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Background: Tuberculosis (TB) is a common infection in developing

countries. Though pulmonary TB is the most frequent presentation,

extrapulmonary diseases are not infrequent. In developing countries,

liver tuberculosis accompanied by local symptoms is an uncommon

entity and account for less than 1% of all tuberculous infection.

Localized hepatic tuberculosis is a rare clinical form of tubercular

infection. It may involve in primary and secondary form of tubercu-

losis. The clinical presentation and imaging usually non-specific, high

index suspicion is required for correct diagnosis.

Case Report: A 55 years old man came with the main complaint of

right upper abdominal pain since 2 weeks. The characteristic of the

pain is dull, continuous, and localized. He had history of drinking

alcohol for 7 years, with total 2 glasses each day. History of jaundice

and previous TB infection are denied. On physical examination, we

found right pleural effusion, hepatomegaly and there are no signs of

ascites and oedema. Laboratory results: Hb: 11,1 g/dL, Leukocyte:

30.190/mm3, Total Bilirubin/direct: 3.11/2.75 mg/day, Alkali

Posphatase: 281 U/L, c - GT: 552 U/L, Albumin: 1,8 g/dL, Globulin:

4 g/dL, AFP: 4,59 ng/ml, HbsAg: negative, anti HCV: negative. Chest

X-ray: elevated right diaphragma due to suspect of hepatomegaly and

left pleural effusion. Abdominal ultrasonography: hepatomegaly with

multiple hypoechoic massess in right lobe of liver. Gastroscopy:

gastritis of antrum. Whole abdominal MSCT-scanning with IV con-

trast: hepatomegaly with multiple hypodense nodules in liver,

probably metastase, and bilateral pleural effusion. Liver FNAB:

epithelioid cells and multinucleated giant cells, concluded as tuber-

culous infection. Patient treated with ceftriaxone injection, tramadol

injection, ranitidine injection, albumin infusion, and rifampicin, iso-

niazid, pyrazinamide and ethambutol fix dose combination (FDC) 1x3

tab/day. After 17 days of hospitalization, his condition improved and

could be discharged, but he was lost in follow up.

PP1437

Vitamin A is required for the inhabited activated of hepatic
stellate cell by down regulation of Lecithin Retinol
Acyltransferase

Wang Jingli1, Gong Fengyun1

1Wuhan Medical Treatment Center, Wuhan

Background: Lipid droplets of hepatic stellate cells (HSCs) contain

large amounts of vitamin A (retinol) in form of retinyl esters. In the

liver, hepatocytes absorb the retinol stored as retinyl esters, through

esterfication of retinol catalyzed by lecithin-retinol acyltransferase

(LRAT). The activation of hepatic stellate cell lead to liver fibrosis,

refers to loss of the lipid droplets may the cause of vitamin A

depleting.

Methods: This study is designated to address vitamin A regulates

lipid accumulation with oil red O staining and the images of vitamin

A auto-fluorescence in HSC under UV excitation. The LRAT was

showed up-regulated by RT-PCR and western blot in the character-

istic of HSCs quiescence. The cell proliferation and the cell cycle

were also imported in the HSC-t6 with vitamin A treatment.

Result: We show that treatment of activated HSC cell line (HSC-T6)

with vitamin A maintained the accumulation of lipid droplets by the

cause of up-regulate of LRAT in HSCs. Also treatment with vitamin

A inhibited the growth of HSCs in MTT test and resulted in cell cycle

arresting at G2/M phase by flow cytometry.
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Conclusion: The results suggests an important role of vitamin A in

the maintenance of HSC quiescence and its repair in liver cirrhosis to

some extents.

PP1438

Immunosuppressive effect of hepatic stellate cells
and the involvement of toll like receptor 4 signaling
during hepatocellular carcinogenesis

Yujing Wu1, Zhiping Zeng1, Haiying Zeng1, Ziying Yuan1,
Yuanqing Zhang1, Friedman L. Scott2, Jinsheng Guo1

1Division of Digestive Diseases, Zhong Shan Hospital, Fudan

University, Shanghai; 2Division of Liver Diseases, Mount Sinai

School of Medicine, New York, NY, 10029, USA

Background: Transcritomic analysis has revealed that Toll like

receptor 4 (TLR4) mediate a wide spectrum of Hepatic stellate cells

(HSC) functions. The aim of this study was to explore the effect of

TLR4 on the immunological phenotype of HSC and their effects on

hepatocellular carcinogenesis.

Methods: The wild type mouse HSC line JS1 and the TLR4 knockout

line JS2 were cultured with or without the stimulation of LPS, the

exogenous ligand of TLR4. Flow cytometry was used to detect the

expression of immunological molecular PD-L1, CD54 and FasL on

the surface of the cells. Naı̈ve T lymphocytes were isolated from the

spleen of C57/B6 mice and co-cultured with JS1 and JS2 cells with or

without pretreatment by LPS. T cell proliferation and apoptosis was

detected by CFSE or T cell Annexin V/7AAD staining, respectively.

In the in vivo study, Hepa1–6 cells, a mouse HCC line, was implanted

subcutaneously alone or with the combination of JS1 or JS2 on the

back of C57/B6 mice. Tumor formation and tumor size were moni-

tored every 5 days after transplantation. Tumors and spleens were

harvested in 15 days. The HSC were traced by immunostaining of

SV40 T antigen and Desmin, T cells and Treg in the spleens were

evaluated by flow cytometry.

Result: The expression of PD-L1 and CD54 were significantly higher

in JS1 cells when compared to JS2 cells in basal and LPS stimulated

condition. There was no significant difference in the expression of

FasL between JS1 and JS2. JS1 and JS2 could inhibit T cell prolif-

eration and induce T cell apoptosis, especially CD8+T cells, with JS2

showing a greater effect than JS1. Both JS1 and JS2 promoted hep-

atocellular carcinoma growth in the tumor xenograft model. Co-

transplantation with JS2 had a stronger promotion effect on tumor

growth than JS1. Co-transplanted JS1 and JS2 could reduce CD4+ and

CD8+ T cell proportion in spleen. JS2 has a stronger ability to inhibit

CD8+ T cells in the spleen of tumor bearing mice.

Conclusion: TLR4 null HSC express more immunosuppressive

molecules including PD-L1 and CD54, along with a stronger ability to

reduce T cell response. This may enhance the immunosuppressive

effect of HSC and promote tumor immune escape, and thus favor

hepatocellular carcinogenesis in the tumor xenograft model in

immunocompetent mice.

PP1439

Decoy receptor 3 alleviates hepatic fibrosis through suppressing
inflammation activated by NF-jB signaling pathway

Qian Zhang1, Siqi Liu1, Xue Shao1, Jingting Ma1, Liulan Pan1,
Yu Jin1

1The Second Hospital of Jilin University, Changchun

Background: Hepatic fibrosis is a reversible pathological process.

Inflammatory responses are the prevailing process during hepatic

fibrosis. Decoy receptor 3 (DcR3) has been reported to have anti-

inflammatory effect. This study was to investigate the preventive

effects of DcR3 on hepatic fibrosis.

Methods: Hepatic fibrosis was induced by intraperitoneally (i.p.)

administered with 1% dimethylnitrosamine (DMN) in rats. DcR3

plasmid was delivered into rats by intravenous injection. After 4

weeks, expression of DcR3, TNF-like molecule 1A (TL1A) and a-

SMA of liver tissue were checked. The levels of inflammatory

cytokines such as TNF-a, IL-6 and IL-1b were detected using western

blotting and quantitative real-time polymerase chain reaction (qRT-

PCR). Masson’s trichrome staining for histopathological changes of

liver tissue were observed. Finally, the activity of NF-jB in liver was

examined by ELISA.

Result: A higher expression of DcR3 was observed in rats treated

with DcR3 (p \ 0.05). Histological results showed that DcR3 sig-

nificantly attenuated pathology in hepatic fibrosis rats. Consistently,

mRNA and proteins levels of a-SMA, TL1A, TNF-a, IL-6 and IL-1b
were repressed in the liver tissue after treatment with DcR3 (p \
0.05). Moreover, DcR3 also inhibited the activation of NF-jB in liver

tissue (p\ 0.05).

Conclusion: This study demonstrated that DcR3 may attenuate liver

injury and inflammatory responses by suppressing the activation of

NF-jB. We suggest DcR3 may be a prophylactic and promising

therapeutic agent in the treatment of hepatic fibrosis.
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PP1440

Aldosterone and TGF-b1 synergistically increase PAI-1
expression in hepatic stellate cells of rats

Shenglan Wang1, Changqing Yang2

1Tong Ji Hospital, Tong Ji University School of Medicine, Shanghai;
2Tong Ji Hospital, Tong Ji University School of Medicine, Shanghai

Background: Aldosterone is related to the fibrosis of several organs,

but the specific mechanism underlying the aldosterone induced hep-

atic fibrosis is still unclear.

Methods: Influence of Ald on PAI-1 and Smad expressions in HSCs:

cells were divided into control group, Ald group, SPI group and Ald +

SPI group, and the mRNA and protein expressions of PAI-1 and Smad

were detected. Ald induced type I collagen expression in HSCs:

Immunohistochemistry was performed to detect type I collagen

expression. Influence of Ald and TGF-b1 on PAI-1 expression in

HSCs: cells were divided into control group, Ald group, TGF-b1

group, and Ald + TGF-b1 group, and the mRNA and protein

expressions of PAI-1 were determined by RT-PCR and Western blot

assay, respectively. Synergistic effect of Ald and TGF-b1 on PAI-1

expression in HSCs: cells were divided into control group, Ald group

(10-6 M), TGF-b1 group, Ald (10-6 M) + TGF-b1 group, Ald (10-7

M) + TGF-b1 group and Ald (10-8 M) + TGF-b1 group, and the

mRNA and protein expressions of PAI-1 were detected by RT-PCR

and Western blot assay, respectively.
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Result: Influence of Ald on PAI-1 expression in HSCs: PAI-1

expression increased in HSCs of Ald group, SPI group and Ald + API

group, and the PAI-1 expression in Ald group and Ald + SPI group

was significantly higher. Influence of Ald on Smad expression in

HSCs: Smad expression in Ald group, TGF-b1 group and ALD +

TGF-b1 group was markedly higher. Smad expression in ALD +

TGF-b1 group increased significantly when compared with Ald

group. Ald induced type I collagen expression in HSCs: type I col-

lagen expression in Ald group, TGF-b1 group and ALd + TGF-b1

group was dramatically higher, and it in ALd + TGF-b1 group was

also significantly different from that in Ald group and TGF-b1 group.

Synergistic effects of Ald and TGF-b1 on PAI expression in HSCs:

PAI-1 expression in treated cells was markedly higher than in control

group. PAI-1 expression in 10-6 M Ald + 5 ng/ml TGF-b1 group

increased dramatically as compared to Ald group and TGF-b1 group,

but the increased PAI-1 expression reduced after SPI treatment. Ald at

different concentrations exerts synergistic effect with TGF-b1 to

increase PAI-1 expression in HSCs: PAI-1 expression in HSCs after

different treatments increased markedly as compared to control group.

Significant difference in PAI-1 expression was observed in 10-6 M

Ald + 50 pg/ml TGF-b1 group and 10-6 M Ald group, PAI-1

expression in 10-7 M Ald + 50 pg/ml TGF-b1 group was significantly

higher than in 50 pg/ml TGF-b1 group, but the PAI-1 expression in

10-7 M Ald + 50 pg/ml TGF-b1 group was similar to that in 10-6 M

Ald group.

Conclusion: Aldosterone is able to activate HSCs and increase PAI-1

expression during hepatic fibrosis, which may be inhibited by

spironolactone. Aldosterone and TGF-b1 may synergistically act on

HSCs to increase PAI-1 expression as compared to treatment with

aldosterone or TGF-b1 alone.

PP1441

DNA methylation patterns of N-Myc downstream-regulated gene
2 associated with liver fibrosis and inflammation in chronic
hepatitis B

Liu Xinyuan1, Fan Yuchen1,2, Zhao Jing1, Zhang Jun1,
Wang Kai1,2

1Department of Hepatology, Qilu Hospital of Shandong University,

Jinan; 2Institute of Hepatology, Shandong University, Jinan

Background: This study aimed to evaluate the mRNA expression and

methylation status of N-Myc downstream-regulated gene 2 (NDRG2)

in patients with chronic hepatitis B.

Methods: The study included 168 subjects, 143 patients with chronic

hepatitis B (CHB) and 25 normal controls (NC). We detected NDRG2

mRNA expression in the PBMCs by real-time PCR. Methylation

status of NDRG2 promoter was detected by methylation-specific

polymerase chain reaction.

Result: NDRG2 mRNA level was dramatically lower in CHB group

than that in NC (p\ 0.0001). The methylation frequency of NDRG2

promoter in CHB patients was significantly increased compared with

NC group (52.44 vs 24.00%, p = 0.04). Furthermore, results showed

the relative expression of NDRG2 was significantly decreased in

methylated subjects compared with unmethylated subjects (p \
0.0001). Data suggested that decreased mRNA expression and

increased methylation status of NDRG2 had a relationship with liver

fibrosis progression and inflammation grade.
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Conclusion: Aberrant promoter methylation inhibited NDRG2 ex-

pression in patients with chronic hepatitis B and was correlated with

liver fibrosis and inflammation.

PP1442

Therapeutic potential of transplanted placental mesenchymal
stem cells in a rat model of liver fibrosis/cirrhosis

Guangshu Hao1, Jiong Yu1, Lanjuan Li1, Hongcui Cao1

1State Key Laboratory for Diagnosis and Treatment of Infectious

Diseases, The First Affiliated Hospital, College of Medicine, Zhejiang

University, Hangzhou

Background: Liver fibrosis/cirrhosis is a major disease affecting

human health, but no established effective treatment exists except

liver transplantation. The present study was designed to investigate

the effect of human placenta mesenchymal stem cells (hPMSCs)

expressing green fluorescent protein (GFP) on carbon tetrachloride

(CCl4)-induced liver fibrosis in rats.

Methods: Liver fibrosis/cirrhosis was induced by intraperitoneal

injection with carbon tetrachloride, hPMSCs were directly trans-

planted into rats through the caudal vein. Therapeutic efficacy of

hPMSCs on liver fibrosis was measured by liver function tests,

histopathology, Masson’s trichrome and Sirius red staining, B-ultra-

sonography, and immunohistochemical examinations. The expression

levels of fibrotic markers, transforming growth factor b1 (TGF-b1)

and a-smooth muscle actin (a-SMA) were assessed using real-time

polymerase chain reaction.

Result: We demonstrated that liver fibrosis/cirrhosis was significantly

improved in the hPMSCs transplantation group according to the

Laennec fibrosis scoring system and histological data. The Sirius red

stained collagen area and the value of B-ultrasonography were sig-

nificantly reduced in the hPMSCs treated group. Meanwhile, hPMSCs

administration significantly decreased TGF-b1 and a-SMA expres-

sion as well as enhanced liver function in CCl4-induced

fibrotic/cirrhotic rats.

Conclusion: This study indicates that transplantation of hPMSCs

could repair liver fibrosis/cirrhosis induced by CCl4 in rats, which

may serve as a valuable therapeutic approach to treat liver diseases.

PP1443

The Influence Factors of Bone Marrow Derived Stem Cell
Spontaneous Mobilization In HBV-related ACLF Patients

Yong Lin1

Mengchao Hepatobiliary Hospital of Fujian Medical University,

Fuzhou

Background: To investigate the influence factors of bone marrow

derived stem cell spontaneous mobilization in HBV-related ACLF

patients.

Methods: 66 HBV-related ACLF patients were enrolled clinical data,

blood biochemistry, HBV virological indicators and peripheral blood

CD34 + cell count of patients were collect, linear regression, multiple

linear regression were used to analyze the impact of clinical data,

clinical examination to the peripheral blood CD34 + cell count peak.

Result: The results showed that ALT (B = - 0.244, P\0.001), ALT/

AST (B = -0.364, P\0.001), AFP (B = -0.248, P = 0.006), AMY (B

= 0.681, P\0.001), TG (B = 0.578, P\0.001), CHE (B = 0.16, P

= 0.04), INR (B = -0.173, P = 0.002), WBC (B = 0.373, P\0.001)

are statistically significant variable, R2 = 0.843.

Conclusion: ALT, ALT/AST, AFP, INR value were negatively cor-

related with bone marrow derived stem cells spontaneous

mobilization, AMY, TG, CHE, WBC value were positively with bone

marrow derived stem cells spontaneous mobilization.

PP1444

Carapax Trionycis peptide (HGRFG) reduced serology marks in
carbon tetrachloride (CCl4) induced liver fibrosis rats

Tianwen Zhao1, Hanxiao Tang1, Yongsheng Zhang1,
Dakuan Fang1

1Zhejiang Chinese Medical University, Hangzhou

Background: As a yin-nourishing herb, Carapax Trionycis is one of

the most widespread Chinese medicines for the therapy of liver

fibrosis clinically. Carapax Trionycis peptide (HGRFG) with bio-

active effect separated from Carapax Trionycis could be synthesized

directly, and was confirmed inhibiting effect of activated hepatic

stellate cells (HSCs) in vitro. As we all known, HSCs play an

important role in liver fibrosis progress. However, there is nearly data

about anti-liver fibrosis function of HGRFG investigation in vivo.

Therefore, we discuss here the effect of HGRFG on serum in spra-

gue–dawley (SD) rats with liver fibrosis after intraperitoneal (i.p.)

injection of carbon tetrachloride (CC14).

Methods: CCl4 was used to model liver fibrosis in SD rats for 8 times

i.p., meanwhile, the olive oil was as controlled medicine. After 48 h

CC14 injury, the model group was intravenously injected with

HGRFG or PBS and intramuscular injected with interferon-c (IFN-c),

and the control group was intravenously injected with PBS. The

serum was collected and detected from all animals at a week post

administrated by HGRFG, IFN-c and PBS.

Result: The level of serum marks, including Alanine Transaminase

(ALT) and Aspartate Aminotransferase (AST) of model group was

significantly increased than control group. In addition, the HGRFG

was more effective at reducing ALT and AST, compared with PBS (P

\0.05, n = 6), and the effect of HGRFG was similar to IFN-c (P\
0.05, n = 6).

Conclusion: These results suggest trionycis carapax peptide

(HGRFG) a potential Chinese materia medica monomer ingredient to

treat liver fibrosis induced by CC14.

PP1445

MSCs alleviate liver fibrosis via regulating kupffer cell M1
and M2 balance

Yu Hou1, Jingwen Zhang1, Ying Han1

1The Fourth Military Medical University, Xi’an

Background: End-stage liver disease is a significant public health

problem in our country. In recent years, mesenchymal stem cells

(MSCs) were found to regulate liver fibrosis inflammation in chronic

hepatitis, significantly improve liver function and prolong survival of

patients with end-stage liver disease. It has two different activation

pathways, respectively, to produce two different types of kupffer cells

(KCs), namely the M1 and M2 type. The balance between these two

cells involving tumor, infection and tissue injury. In this study, we

adopted the mice model of carbon tetrachloride (CCl4)-induced liver

injury, which was transplanted homologous MSCs. We aim to
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investigate the roles of KCs in the therapeutic effects of MSCs on

liver injury.

Methods: Using CCl4 intraperitoneal injection to induce liver injury

model for 8 weeks. CCl4-induced liver fibrosis male mice were ran-

domly divided into three groups, namely, olive oil group, untreated

group and treatment group. The same strain of mice transplanted

MSCs intravenously treated group (1 9 106cells/mice). Serum level

(AST, ALT, ALB) were tested to monitor liver function. H&E

staining and Sirius red staining were analyze liver inflammation and

fibrosis. Non-parenchymal cells in mouse liver with treatment MSCs

were isolated with collagenase perfusion, and we observed percentage

of two types KCs by a double standard. The mRNA expression of

cytokines related M1-type (TNF-a, MCP1, IFN-c) and M2-type

(Arg1, CD163, IL-10) by Real-time PCR in mouse liver injury and

MSCs treatment group in different time period.

Result: After repeatedly 8-week CCl4 treatment, H&E staining and

Sirius red staining displayed infiltration of inflammatory cells and the

formation of remarkable fibrosis. Blood biochemistry test results

showed transaminases were increased but albumin levels significantly

reduced. Compared with control group, transplantation of homolo-

gous MSCs to CCl4-treated mouse significantly ameliorated liver

injury. H&E staining and Sirius red staining showed effectively

improve CCl4-induced liver injury in mice, and blood biochemistry

test results also displayed that transaminase levels were decreased but

albumin levels elevated. Immunohistochemical staining and flow

cytometry showed that the treatment MSCs group compared to

untreated groups, the number of M1-type KCs labeled CD68 marker

were reduced, while M2-type KCs labeled CD206 marker increased.

Real-time PCR also showed that MSCs transplantation group com-

pared to other groups, The mRNA expression of cytokines related

M1-type (TNF-a, MCP1, IFN-c) were reduced, while The mRNA

expression of cytokines related M2-type (Arg1, CD163, IL-10)

increased.

Conclusion: This study suggested that MSCs might change the type

of KCs that significantly reduced secretion of pro-inflammatory

cytokines and increased anti-inflammatory factors, which play an

important role in the recovery of liver injury.

PP1446

Up-regulation of hydroxysteroid sulfotransferase 2B1b promotes
hepatic oval cell proliferation by modulating oxysterol-induced
LXR activation in a mouse model of liver injury

Zhengyang Wang1, Xiaobo Li1, Yimin Mao2

1Department of Physiology and Pathophysiology, School of Basic

Medical Sciences, Fudan University, Shanghai; 2Division of

Gastroenterology and Hepatology, Renji Hospital, School of

Medicine, Shanghai Jiao Tong University, Shanghai Institute of

Digestive Disease, Shanghai

Background: Hydroxysteroid sulfotransferase 2B1b (SULT2B1b)

sulfates cholesterol and oxysterols. Hepatic oval cells (HOCs),

thought to be progenitor cells, can be triggered in chemically injured

livers.

Methods: Wild-type (WT) and SULT2B1-/- mice were fed with a 3,

5-diethoxycarbonyl-1, 4-dihydrocollidine (DDC)-containing diet. The

functions of SULT2B1 in hepatic oval cells were assessed in primary

oval cells and WB-F344 cell line.

Result: Our experiments revealed that the expression of SULT2B1b

was increased dramatically in a chemical-induced liver injury model,

mainly in HOCs. Upon challenge with a hepatotoxic diet containing

0.1% 3,5-diethoxycarbonyl-1,4-dihydrocollidine (DDC),

SULT2B1-/- mice presented alleviated liver injury and less HOC

proliferation compared with wild-type (WT) mice, and these findings

were verified by serum analysis, histopathology, immunofluorescence

staining, RNA-seq, and western blotting. HOCs derived from

SULT2B1-/- mice showed lower proliferative capability than those

from WT mice. SULT2B1b overexpression promoted growth of the

WB-F344 hepatic oval cell line, whereas SULT2B1b knockdown

inhibited growth of these cells. The IL-6/STAT3 signaling pathway

also was promoted by SULT2B1b. Liquid chromatography and mass

spectrometry indicated that the levels of 22-hydroxycholesterol,

25-hydroxycholesterol, and 24,25-epoxycholesterol were higher in

the DDC-injured livers of SULT2B1-/- mice than in livers of WT

mice. The above oxysterols are physiological ligands of liver X

receptors (LXRs), and SULT2B1b suppressed oxysterol-induced

LXR activation. Additional in vivo and in vitro experiments

demonstrated that LXR activation could inhibit HOC proliferation

and the IL-6/STAT3 signaling pathway, and these effects could be

reversed by SULT2B1b.

Conclusion: Our data indicate that up-regulation of SULT2B1b

might promote HOC proliferation and aggravate liver injury via the

suppression of oxysterol-induced LXR activation in chemically

induced mouse liver injury.

PP1447

Liver histology in chronic hepatitis B young patients with normal
alanine aminotransferase levels

Qian Guo1, Cunli Nong1, Qi Sun1

1The 4th Affiliated Hospital of Guangxi Medical University, Liuzhou

Background: Objective to analyze the change of liver histology in

chronic hepatitis B (CHB) young patients with normal alanine

aminotransferase levels and analyse the factors affecting the change

of liver histology.

Methods: 146 consecutive treatment-naive CHB young patients,

14-44 years old, with normal levels were prospective studied. Cor-

relation between liver histology and patient’s age, gender, hepatitis B

viral markers, blood routine examination, biochemical examination,

alpha fetoprotein, serum fibrosis marks, coagulation function and

sonographic examination were analyzed statistically.

Result: The inflammation grading greater than or equal to G2 and

fibrosis staging greater than or equal to S2 were 42 cases (28.8%) and

95 cases (65.1%), respectively; There was a correlation between age,

HBeAg-positive and liver fibrosis stage(with all P\0.05). There was

no significant correlation between sex, HBV DNA and liver fibrosis

stage (with all P[ 0.05).

Conclusion: Young CHB Patients with Normal Alanine Amino-

transferase Levels still have varying degrees of liver fibrosis. For

young CHB patients, especially mother-to-child transmission infected

patients, should be followed up actively and received timely antiviral

therapy.
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PP1448

Hepatitis B Virus X Protein Maintains Hepatic Stellate Cell
Activation, by Regulating Peroxisome Proliferator-activated
Receptor

Huayu Xu1, Donghui Zhou2, Shuang Li2

1The First Affiliated Hospital of Soochow University, Soochow; 2The

First Affiliated Hospital of Nanjing Medical University, Nanjing

Background: Chronic hepatitis B virus (HBV) infection is a major

cause of hepatic fibrosis and the activation of hepatic stellate cells

(HSCs) is the main mechanism of fibrosis. However, the mechanism

of hepatic fibrosis induced by HBV is not well elucidated. Hepatitis B

virus X protein (HBx), one of HBV-related proteins, induces fibrosis

in a paracrine way. Peroxisome proliferator-activated receptor c
(PPARc) inhibits the activation of HSCs, and even switches cell

phenotype from activated to quiescent. The aim of this study was to

determine the interaction of HBx and PPARc in stellate cell

activation.

Methods: A stable cell line LX-2-X which expressed HBx was

established by infecting LX-2 cells with lenti-virus. Cell counting kit-

8 (CCK-8) assay was used for the detection of cell proliferation. The

expression of PPARc, transforming growth factor-a1 (TGF_1), a-

smooth muscle actin (a-SMA) and Collagen I was qualified by

quantities Real-time PCR (qRT-PCR), western blot or ELISA. For the

interaction of HBx and PPARc, co-immunoprecipitation and luci-

ferase reporter assay were performed.

Result: LX-2-X cells showed increased proliferation compared to

control group and PPARc ligand troglitazone (0, 5, 10 lmol/L)

inhibited LX-2-X cell proliferation in a dose-dependent manner. The

expression of TGF-a1, a-SMA, and Collagen I increased, while

PPARc decreased in LX-2-X cells. HBx could bind to PPARc and

suppress the transcriptional activity of PPARc.

Conclusion: HBx could maintain the stellate cell activation via

interacting with PPARc in vitro.

PP1449

Effects and compatible characteristics of CGA formula
on hepatocyte apoptosis in liver fibrosis rats

Huajie Tian1, Lin Liu1, Qin Feng1, Jinghua Peng1,2,
Yiyang Hu1,2,3

1Institute of Liver diseases, Shuguang Hospital affiliated to Shanghai

University of Traditional Chinese Medicine, Shanghai; 2E-Institute of

TCM Internal Medicine, Shanghai Municipal Education Commission,

Shanghai; 3Shanghai Key Laboratory of Traditional Chinese Clinical

Medicine, Shanghai

Background: CGA, which consists of polysaccharide from Cordy-

ceps sinensis mycelia, in addition to gypenosides and amygdalin, was

derived from Fuzheng Huayu (FZHY). FZHY is a traditional Chinese

medicine that is approved in China for treating liver fibrosis. The

present study investigated the effects and its compatibility advantage

of CGA formula on liver fibrosis and hepatocyte apoptosis induced by

CCl4 in rats.

Methods: Seventy-five male Wistar rats, six rats were randomly

picked out as normal group, the rest rats were randomly divided into

model group, cordyceps sinensis polysaccharide group (C, dose as 60

mg/kg), amygdaloside group (A, dose as 80 mg/kg), gypenosides group

(G, dose as 200 mg/kg), CGA recipe group (include C, G and A, dose

respectively as 60, 80 and 50 mg/kg) and Fuzheng Huayu recipe group

after six weeks’ modeling. Hepatic injury was detected using serum

biomarker assay and hematoxylin-eosin staining. Hepatic collagen was

detected using Sirius red staining and hydroxyproline (Hyp). Changes

of hepatocyte apoptosis were observed by liver tissue TUNEL staining.

Hepatic stellate cell activation was visualized using immunohisto-

chemical analysis of a-smooth muscle actin (a-SMA). Protein

expression of a-SMA, Collagen type I (Col-I), Fas, Tumor Necrosis

Factor a (TNF-a), Bcl-2, Bcl-2 associated X protein (Bax), Bcl-2

homologous antagonist/killer (Bak) Cytochrome C, Caspase3, Cas-

pase8, Caspase9 and Caspase10 were detected by Western blotting.

Result: A decrease in hepatic Hyp, serum alanine aminotransferase

and aspartate aminotransferase as well as a reduction in the fibrosis as

detected by histological analysis were observed in CGA-treated rats,

and these effects were comparable to those mediated by FZHY and

superior to those mediated by colchicine or the individual components
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of CGA. Apoptotic cells of the treatment groups were decreased

compared with the model group. Besides, the CGA recipe group could

decrease the protein expression levels of a-SMA, Col-I, Fas, TNF-a,

Bax, Bak, Caspase3, Caspase8, Caspase9, Caspase10 significantly (P\
0.01 or P\0.05), increase Bcl-2 and Cytochrome C protein expression

levels (P \ 0.01 or P \ 0.05). The CGA recipe was significantly

superior to each constituent in the regulation of protein expression of a-

SMA (P\0.01 or P\0.05). In the regulation of Col-I and Bak protein

expression, the CGA recipe was significantly superior to cordyceps

sinensis polysaccharide group and amygdaloside group (P\0.01 or P

\ 0.05). Also, the CGA recipe was significantly superior to amyg-

daloside group in the regulation of protein expression of Cytochrome C

and Caspase10 (P\ 0.01 or P\ 0.05).

Conclusion: CGA ameliorated CCl4 -induced liver fibrosis, and this

effect was likely associated with inhibition of hepatocyte apoptosis

and existed conspicuous synergy superiority of compatibility.

PP1450

Mesenchymal stem cells-conditioned medium reduces CCL4-
induced liver fibrosis by regulating hepatic stellate cells

Yuanyuan Guo1, Lili Zhang2

1The First Affiliated Hospital of Nanjing Medical University,

Nanjing; 2The First Affiliated Hospital of Nanjing Medical University

(Jiangsu Province Hospital), Nanjing

Background: Mesenchymal stem cell (MSC) therapy is a relative

new approach for the treatment of liver fibrosis. Our previous study

has showed that bone marrow derived MSC (BM-MSC) may reduce

liver fibrosis in CCL4-induced cirrhotic Sprague–Dawley (SD) rats

models. However, the few numbers of BM-MSCs that migrated into

the liver and their low differential rate into functional hepatocyte like

cells may not responsible for the direct effect on the cirrhotic liver. So

we hypothesized that BM-MSCs may play a role primarily due to

their trophic secretic molecules by the paracrine effect. In this study,

we investigated whether the MSC-conditioned medium (MSC-CM)

can protect injured liver and reduce liver fibrosis and its potential

mechanisms.

Methods: Six-week-old SD rats were allocated into three groups

(each group n = 8) as follows: G1 (CCL4 + MSC-CM); G2 (CCL4-

control); G3 (normal control). The liver fibrosis model was estab-

lished by intraperitoneal injection of low dose (1.5 ml/kg) of CCL4

twice a week for eight weeks. BM-MSCs were grown for the

preparation of MSC-CM which was concentrated 25-fold using

ultrafiltration units with 3-kDa cutoff. From weeks 5 to 8, MSC-CM

was injected everyday with a dose 2 mg/kg by tail vein in G1. At the

end of experiment, the hepatic stellate cells (HSCs) were isolated for

further analysis. The collagenous fiber was detected by Masson

staining, while the expression of alpha-smooth muscle actin (a-SMA)

in liver tissues was measured by immunohistochemical staining.

These data were analyzed by Image Pro Plus software. In HSCs study,

the gene and protein expression of transforming growth factor beta

(TGF-b1) and collagen type I (Col-I) were evaluated by quantitative

real-time PCR and western blot.

Result: In liver tissues, the expression of a-SMA was significantly

lower in G1 (CCL4-MSC-CM) than in G2 (CCL4-control group)

(0.0094 ± 0.0027 vs. 0.0966 ± 0.0095, p \ 0.05) and the level of

collagenous fiber was also lower in G1 compared to G2 (0.04071 ±

0.01458 vs. 0.12520 ± 0.05234, p = 0.019). In HSCs study, the

mRNA expression of TGF-b1, Col I in G1, G2 and G3 were 0.8694 ±

0.0657, 1.954 ± 0.5457,1 (p \ 0.01) and 27.57 ± 7.306, 48.75 ±

12.89, 1 (p\ 0.05), respectively, and their protein expressions were

also lower in G1 (p \ 0.05), suggesting the suppression of HSC

activation after the MSC-CM therapy.

Conclusion: Our results showed that MSCs paracrining factors have a

therapeutic effect on CCL4-induced liver fibrosis. And this process

may be related to the inhibition of HSCs activation through down-

regulating the expression of TGF-b1. These results revealed the

possibility for clinical use of MSC-CM in the treatment of liver

fibrosis.

Hepatol Int (2017) 11 (Suppl 1):S1–S1093 S871

123



PP1451

A novel role for PHP14 in liver fibrosis and hepatic stellate cell
contraction

Anjian Xu1, Xiaojin Li1, Fei Hou1, Lan Sun1, Bei Zhang1,
Jian Huang2

1Beijing Friendship Hospital, Capital Medical University, Beijing;
2Experimental Center, Liver Research Center, Beijing Friendship

Hospital, Capital Medical University, Beijing

Background: Liver fibrosis, a major cause of morbidity and mortality

worldwide, leads to liver damage, seriously threatening human health.

Hepatic stellate cells (HSCs) play a central role in development of

liver fibrosis. It is known that quiescent HSCs, during liver injury,

differentiate into highly proliferative and contractile fibrogenic cells

and that changes in the actin cytoskeleton, including stress fiber

assembly and a-SMA expression, are landmark events of HSC acti-

vation. In fact, the acquisition of certain properties, such as migration

and contraction, by activated HSCs is highly dependent on reorga-

nization of the actin cytoskeleton. The 14-kDa phosphohistidine

phosphatase (PHP14) was the first histidine phosphatase identified in

vertebrates. Our previous studies had demonstrated its roles in lung

cancer cells migration and tumorigenesis, as well as its function of

actin cytoskeleton reorganization. Recently, the expression of PHP14

was shown to be elevated in hepatocellular carcinoma tissues. How-

ever, the role of PHP14 in HSCs and liver fibrosis has remained

unknown. In this study, we investigated the involvement of PHP14 in

HSC contraction and liver fibrosis.

Methods: We assessed PHP14 expression in liver tissue from normal

(day 0) rats and those in which fibrosis had been induced by BDL

(day 28) by RT-PCR and western blotting. Double staining

immunofluorescence was performed to evaluate PHP14 expression

and its relationship with that of a-SMA in normal liver tissue. Fur-

thermore, we constructed PHP14 overexpression and silence LX-2

cell lines, and investigated the effect of PHP14 on cell migration and

contraction by transwell migration assay and three-dimensional col-

lagen lattice contraction assay. In addition, we examined the

distribution of actin filaments (F-actin), stained with rhodamine

conjugated phalloidin. Finally, we analyzed Myosin light chain 2

(MLC-2) phosphorylation by western blotting, and explored possible

mechanisms of the effects of PHP14 on these processes.

Result: We found that PHP14 upregulated in the rat liver during bile

duct ligation (BDL)-induced fibrosis. PHP14 overexpression in

human HSC LX-2 resulted in increased cell migration and contrac-

tion. Silencing PHP14 expression, in contrast, suppressed both cell

migration and contraction. Furthermore, PHP14 regulated actin

cytoskeleton reorganization. MLC-2 phosphorylation was also mod-

ulated by PHP14. Finally, we found that increased contraction and

MLC-2 phosphorylation induced by PHP14 overexpression in LX-2

cells was partly inhibited by the calmodulin-mediated MLCK inhi-

bitor W-7, but not the Rho inhibitor Rhosin.

Conclusion: In conclusion, our study showed, to our knowledge for

the first time, that PHP14 expression was increased during BDL-

induced liver fibrosis, and PHP14 could regulate HSC contraction,

potentially through a Ca2+-dependent pathway.

PP1452

The study of anti-fibrotic mechanism of Rougan Recipe
by decreasing FBRS expression

Yue-qiu Gao1, Man Li1, Zhen-hua Zhou1, Xin Zhang1,
Xue-hua Sun1
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1Shuguang Hospital Affiliated to Shanghai University of Traditional

Chinese Medicine, Shanghai

Background: Our previous studies showed that Rougan Recipe was

the effective anti-fibrotic formula. Fibrosin (FBRS) is a lymphokine

secreted by activated lymphocytes that induces fibroblast prolifera-

tionis fibrosis. Previous results showed that FBRS level expressed in

peripheral CD4+ T cells was correlated with liver fibrosis in patients

with chronic hepatitis B. In this study, the anti-fibrotic mechanism of

RouGan Recipe by regulating FBRS level was explored.

Methods: 1. Mice were i.v. injected with ConA (12.5 mg/kg) once a

week for 10 weeks. In Rougan Recipe group, mice were gavaged with

Rougan Recipe (10 ml/kg) when ConA was injected. Serum ALT/

AST levels and hydroxyproline levels in liver tissues were detected.

Liver inflammation and collagen deposition were observed by

hematoxylin eosin and sirius red staining respectively. Factors asso-

ciated with hepatic fibrosis including FBRS, a-SMA, TGFb1, Cols,

MMPs and TIMPs in liver tissues were detected. 2. The LX-2 Human

Hepatic Stellate Cell (HSC) Line was pretreated with the serum

containing Rougan Recipe, and then were stimulated by FBRS. LX-2

cells were transfected with the FBRS ShRNA lentivirus. The levels of

a-SMA, ColI, TGFb1 were detected.

Result: 1. Compared with the model group, the ALT/AST levels, the

hydroxyproline levels and the deposition of collagen were decreased

and the levels of FBRS, a-SMA, TGFb1, Cols, MMPs and TIMPs

were down-regulated in Rougan Recipe group 2. FBRS level in LX-2

cells were up-regulated by ConA, and LX-2 cells could be activated

by FBRS through the activation of p38, ERK and PI3 K/AKT sig-

naling pathway. The silence of FBRS gene in LX-2 cells decreased a-

SMA level. In vitro, the rat serum after oral administration of Rougan

Recipe inhibited the expression of a-SMA, TGFb1 and ColIin LX-2

cells induced by FBRS.

Conclusion: ConA contributes to the up-regulation of FBRS in HSC,

and FBRS activates HSC by p38, ERK and PI3 K/AKT signaling

pathway and RouGan Recipe can inhibit the activation of HSC by

decreasing the expression of FBRS.

PP1453

Activated hepatic stellate cells impair NK cell anti-fibrosis
capacity through a TGF-b-dependent emperipolesis in HBV
cirrhotic patients

Juanjuan Zhao1, Jijing Shi2, Fu-sheng Wang2, Zheng Zhang3

1Research Center for Clinical and Translational Medicine, Beijing

302 Hospital, Beijing, 100039; 2Department of Infectious Diseases,

Beijing 302 Hospital, Beijing; 3Beijing 302 Hospital, Beijing

Background: Natural killer (NK) cells can induce liver fibrosis

remission by killing hepatic stellate cells (HSCs) and producing

interferon (IFN)-c in a mouse model; however, their anti-fibrotic

immune-characteristics and relevant regulatory mechanisms by HSCs

remain to be determined, especially in liver cirrhosis (LC) patients

with hepatitis B virus (HBV) infection.

Methods: Thirty-six CHB patients and 53 HBV-associated LC

patients were recruited for this study. PBMCs and liver infiltrating

lymphocytes were isolated and detected by FACS. IHC was used to

detect liver NK and HSCs. The coculture of NK cells and LX2 cells

were used to determine hepatic NK anti-fibrosis capacity.

Result: We found that hepatic NK cells from HBV-LC patients

displayed a decreased frequency, activation status and anti-fibrotic

activity compared with chronic HBV patients. The impaired NK

cell anti-fibrotic functions were mainly mediated by increased

intrahepatic tumour-growth factor (TGF)-b: blockade of TGF-b
significantly enhanced NK cell degranulation and IFN-c production

in vitro. In vivo, hepatic NKp46+ NK cells were enriched in

proximity to the a-smooth muscle actin (a-SMA+) area within mild

fibrosis regions; while in severe fibrotic areas, they were either

directly attached to or separated from the a-SMA+ region. NK

cells from HBV-LC patients could also enter HSCs to form

emperipolesis (a cell-in-cell structure) and displayed an apoptotic

status. Anti-TGF-b treatment ameliorated this emperipolesis

in vitro.

Conclusion: This finding suggested a novel mechanism by which

activated HSCs impair NK cells’ anti-fibrosis capacity through a

TGF-b-dependent emperipolesis in HBV-LC patients, providing a

rational for anti-fibrotic strategies by enhancing NK cell activity.

PP1454

TGF- beta 1 induces autophagy of hepatic stellate cells via ERK
pathway to promote hepatic fibrosis

Na Jiang1,2, Jian Ping1, Lie Ming Xu1,2

1Shuguang Hospital Affiliated to Shanghai University of Traditional

Chinese Medicine, Shanghai; 2Institute of Liver Diseases, Shanghai

University of Traditional Chinese Medicine, Shanghai

Background: To observe the role of autophagy in the activation of

hepatic stellate cells (HSC) induced by TGF-beta 1 and to clarify the

role of ERK pathway in the regulation of HSC activation and

autophagy induced by TGF-beta 1.

Methods: Mouse hepatic stellate cells line (JS-1) treated with 10 ng/

ml TGF-beta 1, to observe the effects on the autophagy at different

time points. At the appropriate time, JS-1 was incubated with

chloroquine (CQ) or/and 3-methyladenine (3-MA) to observe changes

of autophagy flow and JS-1 activation. And JS-1 was also incubated

with ERK inhibitor PD98059 to observe its effect on the autophagy

marker expression. It was detected that HSC activation marker (a-

SMA and Col.1), autophagy marker (Beclin1, LC3B and p62) as well

as ERK pathway marker (ERK, p-ERK) by western blot analysis and

RT-PCR.

Result: 1. TGF-beta 1 could promote the activation of JS-1 and

significantly enhance the mRNA expression of a-SMA and Col.1 in 2,

4, 8, 12 and 24 h (P \ 0.05), TGF-beta 1 could only increase the

mRNA expression of LC3B and BECN1 in JS-1 in 2 h (P\0.05).2.

In 2 h, CQ or 3-MA could inhibit mRNA expression a-SMA and

Col.1 in JS-1 induced by TGF-beta (P \ 0.05), and promote the

expression of p62 (P \ 0.05). The expression of LC3B was signifi-

cantly enhanced in JS-1 incubated with CQ but was significantly

inhibited by 3-MA (P \ 0.05) in 2 h. In 12 h, CQ or 3-MA could

inhibit the protein expression of Col.1 in JS-1 induced by TGF-beta 1,

but had no significant effect on the protein expression of a-SMA. The

expression of c-caspase3 was significantly increased during JS-1 was
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simultaneously incubated by both CQ and 3-MA.3. The expression of

p-ERK was significantly increased in JS-1 induced by TGF-beta 1 for

2 h. The expression of LC3B, however, was significantly inhibited by

the inhibitor of ERK.

Conclusion: TGF-beta 1 can induce HSC activation by inducing its

autophagy via up-regulating ERK pathway at the initial stage.

PP1455

Yiqi Huoxue recipe ameliorates carbon tetrachloride-induced
liver fibrosis by regulating autophagy factor in rats

Baoyu Wang1, Xuemin Niu1, Jinghua Du 1, Yuemin Nan 1,
Na Fu1, Suxian Zhao1, Yang Wang1, Yuguo Zhang1,
Rongqi Wang1

1Department of Traditional and Western Medical Hepatology, Third

Hospital of Hebei Medical University, 050051, Shijiazhuang

Background: To investigate the effects of Yiqi Huoxue recipe

(YQHX) on the expression of autophagy factors in rat with carbon

tetrachloride (CCl4)-induced liver fibrosis, and elucidate the mecha-

nism of YQHX on inhibiting liver fibrosis.

Methods: Twenty-senven male Wistar rats were randomly divided

into three groups: normal control (NC group, n = 9), the liver fibrosis

model (PM group, n = 9) and YQHX intervention (PYQ group, n =

9). For CCl4-induced liver fibrosis, 0.2 mL/100 g of 30% CCl4

solution in olive oil was administered by intraperitoneal injection

twice a week for 8 weeks. YQHX was administered gavage once per

day for 8 weeks from the beginning of CCl4 injection. Meanwhile, the

control group was administered with vehicle only. All the rats were

sacrificed at the end of the 8 week, and liver sample and blood were

obtained. Serum was detected the levels of alanine aminotransferase

(ALT) and aspartateaminotransferase (AST). Hepatic inflammation

and fibrosis of rats were observed with hematoxylin & eosin (H&E)

and Masson trichrome staining. Immunohistochemistry were used to

detect the expression of a-smooth muscle actin (a-SMA) and alpha-1

type I collagen (Col1A1). The mRNA and protein expression of a-

SMA, Col1A1, autophagy-related protein 7 (Atg7), microtubule-as-

sociated protein 1 light chain 3 (LC3) and sequestosome1 (SQSTM1/

P62) were analysed by quantitative real-time PCR and western blot,

respectively.

Result: A significant increase in both ALT and AST was observed in

the PM group compared with NC group (P\ 0.01), Serum levels of

ALT and AST decreased significantly after YQHX treatment (P \
0.01). Rats in PM group showed inflammatory infiltration, peri-si-

nusoid and portal fibrosis increased as demonstrated by H&E staining

and Masson’s staining relative to NC group. These alterations were

remarkably reversed in the liver sections of YQHX treated rats. The

expressions of a-SMA and Col1A1 were increased in PM group

compared with NC group (P\0.01 respectively), these changes were

attenuated by YQHX treatment (P\ 0.01 respectively). Meanwhile,

Autophagic function is increased in PM group as indicated by

increase of LC3-II and degradation of p62 compared with NC group,

and YQHX block autophagy to attenuates fibrogenic through reduce

the expression of LC3-II, concurrent with an increase in P62/

SQSTM1 (P \ 0.01 respectively). As expected, Atg7, which partic-

ipate in the conversion of LC3-I into LC3-II, was present at a low

level in NC group but increased markedly in the livers of PM group,

and YQHX significantly inhibited the increase of Atg7 compared with

PM group (P\ 0.01).

Conclusion: YQHX could improve fibrosis through suppress the

expression of autophagy factor in rat with CCl4-induced liver fibrosis,

which might serve as an effective therapeutic strategy for liver

fibrosis.
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Anti-hepatic fibrosis effect of ammonium glycyrrhetate combined
oxymatrine and its mechanism

Zhao Zhi Hao1

1Military Hospital, Beijing

Background: To research the anti-hepatic fibrosis effect of ammo-

nium glycyrrhetate combined oxymatrine in hepatic fibrosis rat

induced by CCl4 and its mechanism.

Methods: SD rats were randomly divided into six groups, namely

normal group, model group, colchicine positive group (2 mg kg-1),

ammonium glycyrrhetate group (15 mg kg-1), oxymatrine group (30

mg kg-1), ammonium glycyrrhetate combined oxymatrine group (15

+ 30 mg kg-1), with 10 in each group. Except for normal group, in the

remaining groups, the rat liver fibrosis model were induced by CCl4.

Normal group and model group were given the saline, treatment

groups were administered with the corresponding drugs of equal

clinical doses. Their liver fibrosis wereassessed by detecting ALT,

aspertate aminotransferase AST and liver hydroxyproline (Hyp).

Result: Compared with model group, model group showed remark-

able increases in ALT, AST, IL-6, AchE, LPS, HMGB1 and liver

Hyp, significant liver tissue pathological changes, and notable ex-

pansion in collagen area. Compared with model group, ALT, AST

and IL-6, AchE, LPS, HMGB1 levels and liver Hyp significantly

decreased in treatment group, At the same time, compared with model

group, oxymatrine group showed obvious decrease in the expression

of AchE, and combination group showed ahigher AchE expressions

than oxymatrine group, and significant alleviation in liver tissue

pathological changes and collagen area.

Conclusion: Ammonium glycyrrhetate combined oxymatrine can

inhibit CCl4-inducedliver fibrosis in rats by reducing the levels of

LPS and the expression of IL-6, HMGB1. The combined adminis-

tration can improve the clinical effect in declining acetyl

cholinesterase by using oxymatrine alone.

PP1457

Effects of CTGF gene promoter methylation in hepatic fibrosis

Cui Cui Shi1, Guang Ming Li1, Jian Gao Fan1

1Xinhua Hospital, Shanghai Jiaotong University School of Medicine,

Shanghai

Background: Hepatic fibrosis and cirrhosis are a major health

problem worldwide. Connective tissue growth factor (CTGF) plays a

critical role in the hepatic stellate cells (HSCs)-mediated development

of hepatic fibrosis. The role of CTGF gene promoter methylation in

the pathogenesis of hepatic fibrosis remain unknown.

Methods: In our study, we analyzed the CTGF gene promoter

methylation in primary HSCs that undergo a phenotypic change into

myofibroblast-like cells that express a-smooth muscle actin (a-SMA)

in vitroand in vivo in a CCl4-induced rat hepatic fibrosis model.

Result: We found that CTGF promoted the phenotypic changes of

HSCs into myofibroblasts in vitro, while inhibition of CTGF promoter

methylation augmented the process. In vivo, the severity ofhepatic

fibrosis inversely correlated with the levels of CTGF gene promoter

methylation in HSCs.

Conclusion: Together, our data demonstrate that CTGF gene pro-

moter methylation may prevent the development of hepatic fibrosis.

PP1458

Gypenosides attenuate hepatocyte apoptosis
in dimethylnitrosamine-induced liver fibrosis in rats by regulation
of mitochondrial pathway

Huajie Tian1,2, Liang Chen1,2,3, Jinghua Peng1,2, Lin Liu1,2,
Zhixiong Li4, Chungeng Liang1,2, Yamei Hai1,2, Qin Feng1,2,
Yiyang Hu1,2,5

1Institute of Liver diseases, Shuguang Hospital affiliated to Shanghai

University of Traditional Chinese Medicine, Shanghai; 2Shanghai

Key Laboratory of Traditional Chinese Clinical Medicine, Shanghai;
3Nantong Municipal Hospital of Traditional Chinese Medicine,

Nantong, Jiangsu; 4Shanghai Institute of Materia Medica, Chinese

Academy of Sciences, Shanghai; 5E-institute of Shanghai Municipal

Education Committee, Shanghai

Background: Gypenosides (GPs) are the predominant components of

gynostemma pentaphyllum and exhibit pharmacological effects of

inhibiting liver fibrosis. The present study was conducted to investi-

gate whether GPs could inhibit hepatocyte apoptosis through the

mitochondrial pathway in dimethylnitrosamine (DMN)-induced hep-

atic fibrosis rats.

Methods: Hepatic injury was detected using serum biomarker assay

and hematoxylin-eosin staining. Hepatic collagen was detected using

Sirius red staining and hydroxyproline (Hyp). Changes of hepatocyte

apoptosis were observed by liver tissue TUNEL staining. Activities of

hepatic caspase3, caspase6 and caspase9 were detected by colori-

metric assay kits. Hepatic stellate cell activation was visualized using

immunohistochemical analysis of a-smooth muscle actin (a-SMA).
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Protein expression of a-SMA, collagen type I (Col-I), Bcl-2, Bcl-2

associated X protein (Bax), Bcl-2 homologous antagonist/killer (Bak),

Cytochrome C, Caspase3 and Cleaved Caspase3 were detected by

Western blotting. Gene expression ofa-SMA, Col-I, Bcl-2, Bax, Bak,

Caspase3, Caspase6, Caspase9 and Caspase12 were analyzed by

quantitative real-time polymerase chain reaction.

Result: The effects of GPs in alleviating liver injury and fibrosis were

confirmed by decreasing ALT activity, Hyp content and hepatic his-

tological changes. With the treatment of GPs, hepatic a-SMA and

Col-I protein and mRNA expression were downregulated. Mean-

while, GPs significantly decreased the number of apoptotic

hepatocytes, enzymatic activities of caspase3, caspase6 and caspase9,

as well as the protein expression levels of cleaved caspase3, Bax and

Bak. Moreover, GPs reduced cytochrome C release from the

mitochondria.

Conclusion: GPs have protective effects on DMN-induced liver

fibrosis in rats, which is mainly associated with the regulation of the

apoptotic mitochondrial pathway. This will provide more effective

envidences for GPs to protect and treat liver fibrosis on clinic in

future.

PP1459

Oxymatrine attenuates LX-2 activation through regulating Wnt/
Jnk mediated glucose metabolism

Wenting Li1, Ming Yin1, Lei Bao1, Zonghao Zhao1, Yi Li1

1Department of Infectious Disease, Anhui Provincial Hospital, Anhui

Medical University, Hefei

Background: Glucose metabolism has been reported to participate in

hepatic stellate cell activation, but the molecular mechanism remains

poorly understood. We investigated whether Oxymatrine (OMT)

attenuated LX-2 activation through regulating glucose metabolism.

Methods: Human hepatic stellate cells (LX-2) were maintained in

DMEM (Gibco, NY) supplemented with 10% U/ml, 100 lg/ml

streptomycin and 10% fetal bovine serum. Cells were divided into

three groups: normal group, OMT treatment group, TGF-b1 induced

group. At the end of the experiment, cell were harvested for mRNA

and protein expression assay. The mRNA and protein level of a-

SMA, b-actin, PKM2, HK2 were detected by q-PCR and Western-

blort respectively.

Result: Activated LX-2 cells were induced by TGFb1 at a dosage of

10 ng/ml with 24 h. The mRNA and protein levels of PKM2, HK2,

GLUT1, a-SMA, Jnk1 significantly increased in activated LX-2 cell

compared with quiescent-like LX-2 cells, while OMT reduced all the

above parameters in treatment group in comparison to model group.

Conclusion: OMT attenuated LX-2 activation through down-regu-

lating Wnt/Jnk induced glycolysis.
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High-mobility group box (HMGB1) Activates caspase-1
and induces the activation of HSCs

Wei Yan1, Yixing Luo1, Yunwu Wang1, Qin He1

1Department of Gastroenterology, Tongji Hospital of Tongji Medical

College, Huazhong University of Science and Technology, Wuhan

Background: Liver fibrosis is a progressive pathology that can occur

in any type of chronic liver disease. The end stage of fibrosis is

cirrhosis, which is the 13th leading cause of death globally and its

worldwide mortality have increased by 45.6% from 1990 to 2013.

The activation of hepatic stellate cells (HSCs) is an important pro-

cedure in the development of liver fibrosis. The occurrence of fibrosis

always associates with inflammation. Extracellular HMGB1 can lead

to chronic inflammatory-reparative responses and caspase-1 is a

prototypical member of the inflammatory caspases. We investigated

the role of HMGB1 and caspase-1 in the activation of HSCs and

fibrogenesis.

Methods: The animal fibrosis models were built by TAA-injection

and then westernblot was used to test the expression of the HMGB1 in

cytoplasm of hepatic tissue. Hepatic stellate cell lines were treated

with recombinant HMGB1 for 24 h, then the collagen synthesis in

HSCs was tested by Westernblot and Confocal Microscopy, the

migration of HSCs was detected by transwell cell migration assay, we

also detected the expression of caspase-1. The caspase-1 was inhib-

ited in HSCs by Z-YVAD-FMK, which successfully suppressed the

activation of HSC induced by HMGB1. In vivo, the animal fibrosis

models were treated with intraperitoneal injection of ethyl pyruvate,

which was the inhibitor of HMGB1.

Result: We found that the nuclear-damage–associated molecular

pattern molecule, high-mobility group box (HMGB1), was released

during the progress of liver fibrosis. We demonstrated that treatment

with recombinant HMGB1 promoted HSC activation, migration, and

collagen synthesis. Furthermore, the inhibition of caspase-1 could

suppress the activation of HSC induced by HMGB1 and treatment

with recombinant HMGB1 could activate caspase-1 through Nod-like

receptor protein (NLRP3) inflammasome in HSCs. In vivo, the inhi-

bitor of HMGB1 attenuated fibrosis in TAA-induced fibrotic rat

livers.

Conclusion: These data suggest that HMGB1 activates caspase-1 and

induces the activation of HSCs.

PP1461

FoxA2 is a pivotal transcription factor for EGF-regulated MET
process of hepatic progenitors

Ping Wang1, MIN CONG1, Tianhui Liu1, Hufeng Xu1, Yameng
Sun1, Lin Liu1, Hong Ma1, Jidong Jia1, Hong You1

1Beijing Friendship Hospital, Capital Medial University, Beijing

Background: Transforming growth factor-b1 (TGF-b1) induced

epithelial-mesenchymal transition (EMT) result in matrix production

and maltransformation of hepatic progenitors. Epithelial growth fac-

tor (EGF) could block and reverse TGF-b1 effects, thus leading a

mesenchymal-epithelial transition (MET) of hepatic progenitors, yet

the downstream transcription factors which are responsive for this

MET process are still unknown.

Methods: Rat hepatocytes, cholangiocytes, hepatic stellate cells, and

endothelial cells were isolated from normal rat liver, while rat hepatic

progenitors, hepatic oval cells, were isolated from choline-deficient

diet supplemented with ethionine. Hepatic oval cells were cultured

with 10% fetal bovine serum (FBS)-DMEM/F12 containing epithelial
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growth factor (EGF) and stem cell factor. For TGF-b1 incubation,

TGF-b1 in 10% FBS-DMEM/F12 medium was used to treat hepatic

oval cells, and 1 ng/ml EGF was used to block TGF-b1 effects.

Result: FoxA2 expression is significantly reduced in hepatocellular

carcinoma (HCC) and peri-HCC fibrotic tissue when compared to

normal human liver, suggesting the expression of FoxA2 decrease in

disease liver. Rat hepatic oval cells expressed more FoxA2 than

hepatocytes, cholangiocytes, hepatic stellate cells and endothelial

cells. During TGF-b1-induced EMT process, the transcription and

expression of FoxA2 in hepatic oval cells reduced time-dependently,

while the inhibitor of TGF-b1 type I receptor, RepSox, and could

dose-dependently block TGF-b1-induced FoxA2 reduction, indicating

TGF-b1 reduced FoxA2 during EMT process. EGF could reserve

FoxA2 transcription and expression in the presence of TGF-b1, and

EGF could rescue FoxA2 transcription and expression in hepatic oval

cells those had previously been treated by TGF-b1 for 16 days,

suggesting FoxA2 is involved in EGF-regulated MET process.

Ectopic overexpression of FoxA2 made hepatic oval cell less

responsive to TGF-b1-induced EMT, indicating FoxA2 is an impor-

tant transcription factor for the epithelial phenotype of hepatic

progenitors.

Conclusion: FoxA2 is a key transcription factor for EGF-regulated

MET process of hepatic progenitors, providing a way for restricting

EMT of hepatic progenitors.

PP1462

NLRP3 inflammasome remains active, but in different levels
at different stages of fibrosis, in mice models of NASH and TAA
induced liver fibrosis

Zhiyu Yang1, Feng Liu1, Lai Wei1

1Peking University Hepatology Institute, Peking University People’s

Hospital, Beijing

Background: Liver fibrosis leads to the deposition of collagens in

liver tissue, and the resulting pathology induces a disorder of liver

function and finally the development of liver cirrhosis and cancer.

Liver fibrosis is a worldwide disease with high morbidity and high

mortality, but there are no FDA approved drugs for the treatment of

liver fibrosis. Inflammasome activation has been recently recognized

to play a important role in the development of non-alcoholic fatty

liver disease (NAFLD)/non-alcoholic steatohepatitis (NASH) and

drug-induced liver disease, and the cytosolic sensor NLR family pyrin

domain containing 3 (NLRP3) inflammasome activation is necessary

for hepatic inflammation and fibrosis. However, the mechanisms and

extents of NLRP3 inflammasome activation at different stages of liver

fibrosis remain poorly understood. Our aim was to investigate the

effect of NLRP3 inflammasome activation on the liver at different

stages of liver fibrosis using mice models of methionine-choline-de-

ficient (MCD) diet induced NASH and thioacetamide (TAA) induced

fibrosis.

Methods: We established mice models of NASH and liver fibrosis,

and then sacrificed them at indicated time to obtain specimens of

different fibrosis stages. Liver fibrosis was assessed by Sirius-Red-

staining and qPCR for markers of hepatic stellate cell-(HSC)-acti-

vation. Liver inflammation was quantified histologically, by blood

ALT and via gene expression analysis. NLRP3 inflammasome acti-

vation was evaluated by detecting the expressions of inflammasome

components and its effector molecules, using histological mehtod,

western bolt and qPCR.

Result: NLRP3 inflammasome activation could be observed in liver

fibrosis, but its activation level at different fibrosis stages has some

differences. In our two mice models, we found that blood ALT was

elivated at an early stage (stage 1) of liver fibrosis and remained a

high level at late stages, and that the contents of L-HYP and collegen-

1 was gradually increasing across the liver fibrosis stages. Interesting,

we found that the expressions of NLRP3 and IL-1b decreased after

increasing with progression of liver fibrosis in MCD and TAA mice

models. These changes might be partially attributed to the substantial

death of hepatic parenchymal cells, which led to reductions of NLRP3

inflammasome.

Conclusion: Notably, NLRP3 inflammasome could be activated and

might have an essential role in liver fibrosis, but its effect on pro-

gression of liver fibrosis or cirrhosis might have some differences

between early and late fibrosis stages.

PP1463

Aldosterone promotes contraction and migration of HSCs
by caveolin-1 mediated nongenomic pathways to activate
oxidative stress and inflammatory responses

Yang Li1, Xiaoxin Ma1, Zuowei Ning1, Yun Huang1,
Xiaoduan Zhuang1, Xu Li1

1Hepatology Unit and Department of Infectious Diseases, Nanfang

Hospital, Southern Medical University, Guangzhou

Background: Aldosterone participates in liver fibrosis through

genomic and nongenomic pathways. Nongenomic pathways have

more significant implications in the early stage of liver fibrosis.

Caveolin-1 plays a key role in the nongenomic regulation as a signal

transfer agent, and whether caveolin-1 was involved in the nonge-

nomic regulation of aldosterone in liver fibrosis remains unclear.

Consequently, we sought to explore the mechanisms of nongenomic

regulation of aldosterone in the early stage of liver fibrosis and the

way caveolin-1 functions in this process.

Methods: Primary hepatic stellate cells (HSCs) of rats were isolated

and cultured in vitro, followed by stimulation of aldosterone. The

contractility and migration of HSCs were assessed by cell migration

assay and gel contraction test respectively. Co-immuno precipitation

method and western blot were applied to detect proteins interacting

with caveolin-1. To further confirm the caveolin-1 interacted protein

were included in the structure of caveolae, sucrose density gradient

centrifugation was used to extract the components of caveolae and

detected the content of related proteins. MCD was used for depletion

and reloading of cholesterol on cell membrane to detect whether the

complete structure of the caveolae was necessary for the activating of

nongenomic pathway by aldosterone. The related proteins were

labeled by immunofluorescence staining to compare the localization

of them in HSCs before and after aldosterone stimulation with
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confocal microscopy. Bile duct ligation and continuous pump infu-

sion of aldosterone in rats were used in vivo to evaluate the role of

aldosterone and caveolin-1 in liver fibrosis.

Result: In vitro, the stimulation of aldosterone enriched the oxidative

stress related protein NOX4 and NLRP3 inflammasome components

(NLRP3/ASC/caspase-1) in caveolae, resulting in the increase of

ROS and IL-1b generation in HSCs. The functions above further

enhanced the ability of contractility and migration of HSCs. In vivo,

the expression of caveolin-1 in HSCs of model group was higher than

that of the control group, and the co-location of caveolin-1, NOX4

and NLRP3 were significantly increased in model group.

Conclusion: Aldosterone could activate oxidative stress and inflam-

matory response to promote contraction and migration of HSCs

through nongenomic pathways, which is mediated by caveolin-1 in a

complete structure of caveolae on membrane.

PP1464

Propranolol inhibits platelet-derived growth factor induced
hepatic stellate cell activation in vitro and ameliorates hepatic
fibrosis in vivo

Qian Ding1, Bin Liu2, Zhen Li3, Chunqing Zhang3

1Shandong Provincial Hospital Affiliated to Shandong University,

Jinan; 2Kyoto University, Kyoto, Japan; 3Shandong Provincial

Hospital Affiliated to Shandong University, Jinan, Jinan

Background: Liver fibrosis is an excessive accumulation of extra-

cellular matrix proteins including collagen that occur in most types of

chronic liver diseases. Activation of hepatic stellate cells (HSCs) is

regarded as the prevailing process during hepatic fibrosis. Propranolol

(Prop) has long been recommended as the first-line therapy to prevent

variceal bleeding. However, there is a lack of study on its antifibrotic

effect. The study aimed to determine whether Prop could affect the

HSCs activation in vitro, while evaluating its anti-fibrotic efficacy on

carbon tetrachloride (CCl4)-induced liver cirrhosis in mice.

Methods: HSCs were pretreated with propranolol and then stimulated

with PDGF-BB for activation. Cell motility, fibrosis markers and

signaling pathway molecules were detected using transwell, realtime

PCR and Western Blot. C57BL/6 mice were subjected to CCl4 or

olive oil vehicle for 6 weeks to induce liver fibrosis, while CCl4

treated mice were co-treated with or without Prop (60 mg/L in

drinking water) daily. Liver tissue and blood serum samples were

stored and processed after sacrifice. We used Sirius red to stain col-

lagen and used immunohistochemistry to detect fibronectin (FN) in

liver tissue. Blood serum was used to examine liver function.
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Result: Prop inhibited HSCs proliferation in a dose-dependent man-

ner (IC50 = 86.2 lM). It also inhibited PDGF-BB-stimulated HSCs

migration and invasion significantly (p\ 0.05) (Fig. 1A, B). PDGF-

BB increased a-smooth muscle actin (a-SMA) and fibronectin (FN)

expression at both mRNA and protein levels while this effect could be

counteracted by Prop (p\0.05) (Fig. 1C, D). The PDGF-BB induced

PDGFR and Akt phosphorylation were also alleviated by Prop (p \
0.05) (Fig. 1D). In vivo, treatment of mice with propranolol signifi-

cantly counteracted the changes in histopathological lesions induced

by CCl4. for FN and sirius red staining in fixed liver tissues was

significantly reduced in response to CCl4 in Prop co-treated mice

compared with controls (*60% and *61%, p\ 0.05) (Fig. 2A, B).

a-SMA was also significantly lower in Prop co-treated mice (*40%,

p \ 0.05) (Fig. 2C). Aminotransferase levels were also seemingly

lower in Prop co-treated mice albeit with no statistical significance.

Conclusion: The present study provides evidences for the promising

antifibrotic effects of propranolol, the effect may be exerted by

blocking PDGFR/Akt pathway.

PP1465

Metformin attenuates platelet-derived growth factor induced
fibrogenic response of hepatic stellate cells by activing AMP-
Activated Protein Kinase

Zhen Li1

1Shandong Provincial Hospital Affiliated to Shandong University,

Jinan

Background: Metformin is widely used in the treatment of type II

diabetes. There are also researches about its effects on nonalcoholic

fatty liver disease, renal fibrosis and cardiac fibrosis. However, there

are few researches about its effects on liver fibrosis. Our research

aimed to investigate the effects of metformin on fibrosis in liver and

the possible signal pathway.

Methods: We use hepatic stellate cells (LX-2) to analysis the effects

of metformin on liver fibrosis. HSCs were pretreated with metformin

and then stimulated with PDGF-BB for activation. The cytotoxic

effects of metformin on HSCs were determined by CCK8 assay.

Scratch test was performed to access the effect of metformin on HSCs

migration. Cells grown and treated as detected were collected and

total protein and RNA were extracted. Western blot and RT-PCR

analysis were performed to detect the levels of a-smooth muscle actin

(a-SMA), fibronectin (FN), Collagen I and VEGF, and the phos-

phorylation level of AMP-Activated Protein Kinase (AMPK) was also

accessed by Western blot. We also did the animal experiment.

Fibrosis mice model were induced in C57BL/6 mice by intraperi-

toneal injection with CCl4 twice a week, and the experiment mice

were treated with metformin in drinking water (1 g/L) at the same

time. HE stain and sirius red stain were performed to evaluate liver

fibrosis. Western blot and RT-PCR analysis were performed to detect

the level of a-SMA, FN, Collagen I.

Result: Metformin inhibited HSCs proliferation in a dose-dependent

manner (IC50 = 50.01 mM). Metformin with the concentration of 5

mM and 10 lM reduced PDGF-BB induced migration from 23.7 ±
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5.94% to -0.65 ± 3.10% and -5.01 ± 3.68% respectively (p \
0.001). Metformin with the concentration of 5 mM and 10 lM

reduced PDGF-BB induced increase FN from 1.378 ± 0.386 to 0.821

± 0.115 and 0.744 ± 0.21 respectively (p \ 0.05), collagen I was

from 1.280 ± 0.112 to 0.489 ± 0.175 and 0.401 ± 0.081 respectively

(p \ 0.01), VEGF was from 1.195 ± 0.186 to 0.791 ± 0.292 and

0.522 ± 0.291 respectively (p\0.05). However, no significance was

found in mRNA level. Metformin increased AMPK phosphorylation

level and it maybe its key pathway to anti-fibrosis. In vivo, treatment

of mice with metformin significantly counteracted the changes in

histopathological lesions induced by CCl4. The mRNA level of a-

SMA and collagen I were also significantly lower in metformin co-

treated mice compared with controls (80.73 and 60.1%, p \ 0.05).

Our research is not finish yet, further results are expected.

Conclusion: The present study provides novel information showing

that metformin has a promising anti-fibrotic effect on liver fibrosis,

the effect may be exerted by activing AMPK.

PP1466

Proteomics based identification of Annexin A2 as a promoter
of liver fibrosis progression through changing the expression
of von Willebrand factor

Min Yang1, Chao Wang1, Xiaoming Xv1, Sha She1, Xiaoping
Ran1, Shiying Li1, Huaidong Hu1, Peng Hu1, Dazhi Zhang1, Hong
Ren1, Yixuan Yang1

1Institute for Viral Hepatitis, Key Laboratory of Molecular Biology

for Infectious Diseases (Ministry of Education), Department of

Infectious Diseases, The Second Affiliated Hospital, Chongqing

Medical University, Chongqing

Background: Liver fibrosis is part of the wound-healing process, but

can lead to cirrhosis and hepatocellular carcinoma if not treated in the

early stages. The molecular mechanisms of the pathogenesis of hep-

atic fibrosis remain unclear. We aimed to determine a profile of

molecules participating in the pathogenesis of liver fibrosis and to

identify targets for further research.

Methods: 20 Wistar rats were divided into a carbon tetrachloride-

induced liver fibrosis group and a normal control group. Liver tissue

protein profiles were analyzed using iTRAQ coupled with mass

spectrometry. RT–PCR and Western blotting analyses were employed

to assess the expression of Annexin A2. Small interfering (si) RNA-

based silencing was performed to study the function of Annexin A2.

Result: 130 proteins were differentially expressed in the liver fibrosis

group. Annexin A2 is a significantly up-regulated protein associated

with liver fibrosis. RT–PCR and Western blotting analysis revealed a

correlation between Annexin A2 expression and liver fibrosis staging.

Silencing of Annexin A2 expression in liver fibrosis cell line LX-2

and hepatocellular cell line HepG2 significantly reduced the secretion

of von Willebrand factor (vWF) and abrogated HCC cell migration

and invasion.

Conclusion: Annexin A2 promotes liver fibrosis via mediation of

vWF secretion and may be a target to mitigate liver fibrosis

progression.

PP1467

Characteristics of peripheral blood natural killer cell subsets
in patients with chronic hepatitis B during the early phase
of antiviral treatment

Jian Wang1, Zhiyun Pan1, Rui Huang2, Yong Liu3, Guiyang
Wang2, Bei Jia1, Juan Xia2, Xiaomin Yan2, Zhaoping Zhang2,
Chao Wu2

1Department of Infectious Diseases, Nanjing Drum Tower Hospital,

Clinical College of Nanjing Medical University, Nanjing;
2Department of Infectious Diseases, Nanjing Drum Tower Hospital,

Nanjing University Medical School, Nanjing; 3Department of

Laboratory Medicine, Nanjing Drum Tower Hospital, Nanjing

University Medical School, Nanjing

Background: Natural killer (NK) cell subsets play an important part

in modulating immune response in chronic hepatitis C. However, the

characteristics of NK cell subsets in chronic hepatitis B virus (HBV)

infection is not fully clear. The aim of this study was to observe the

characteristics of NK cell subsets in patients with chronic HBV

infection during different immune status, and to compare the changes

of NK cell subsets during early phase of antiviral treatment by

pegylated interferon-a (PEG-IFN-a) or nucleos(t)ide analogues (NAs)

Methods: Eighty-one patients with chronic HBV infection were

enrolled which included 22 patients in immune-tolerance phase (IT),

52 patients in immune-activation phase (IA) and 7 patients in inactive

carry phase (IC). Thirty-nine healthy volunteers were included as

controls. Twenty-seven patients underwent antiviral therapy were

followed for 24 weeks. Twenty-two patients were treated with NAs

and 5 patients were treated with PEG-IFN-a. The proportion of

peripheral blood NK cells subsets were assessed by flow cytometry

Result: The proportions of peripheral blood NK cells in IT and IC

groups were markedly increased than that in healthy controls (all P\
0.05). The proportion of CD56dim NK cells in IC group was higher

than that of healthy controls (P\0.05). The proportion of CD56bright

NK cells and CD56bright/CD56dim NK ratio in IT and IA groups were

higher than that in healthy controls (all P\0.01). The CD56bright NK

cells of PEG-IFN-a group were higher than that in NAs group at 8

weeks, 12 weeks and 24 weeks of antiviral treatment (all P\ 0.05).

However, there were no significant differences about the proportion

of CD56dim NK cells between PEG-IFN-a group and NAs group at all

follow-up time points

Conclusion: The peripheral blood NK cells subsets may be associated

with chronic HBV persistency. The PEG-IFN-a may play a role in

immune regulation by up-regulating the proportion of CD56bright NK

cells during the antiviral treatment of chronic hepatitis B

PP1468

Integrated analysis of microRNA and gene expression profiles
reveals a functional regulatory module associated with liver
fibrosis

Wei Chen1, Wenshan Zhao2, Aiting Yang1, Huan Wang1,
Anjian Xu1, Min Cong2, Tianhui Liu2, Ping Wang2, Hong You2

1Experimental Center, Beijing Friendship Hospital, Capital Medical

University, Beijing; 2Liver Research Center, Beijing Friendship

Hospital, Capital Medical University, Beijing Key Laboratory of

Translational Medicine in Liver Cirrhosis and National Clinical

Research Center of Digestive Disease, Beijing
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Background: Liver fibrosis, characterized with the excessive accu-

mulation of extracellular matrix (ECM) proteins, represents the final

common pathway of chronic liver inflammation. Ever-increasing

evidence indicates microRNAs (miRNAs) dysregulation have

important implications in the different stages of liver fibrosis. How-

ever, our knowledge of miRNA-gene regulation details pertaining to

such disease remains unclear.

Methods: The publicly available Gene Expression Omnibus datasets

of patients suffered from cirrhosis were extracted for integrated

analysis. Differentially expressed miRNAs (DEMs) and genes

(DEGs) between normal and cirrhosis groups were identified using

GEO2R web tool. Putative target gene prediction of DEMs was

carried out using the intersection of five major algorithms: DIANA-

microT, TargetScan, miRanda, PICTAR5 and miRWalk. miRNA-

gene regulatory network was constructed based on the computational

target predictions at the sequence level and the inverse expression

relationships between DEMs and DEGs. Subsequently, KEGG path-

way enrichment analysis to the node genes was performed using the

extensively well-used DAVID web server. DEGs in significantly

enriched KEGG pathways regarding fibrosis were selected for gen-

erating functional miRNA-gene regulatory modules. Internal

connections among genes in liver fibrosis-related modules were

determined using String database.

Result: We totally identified 85 and 923 dysregulated miRNAs and

genes in liver cirrhosis biopsy samples compared to their normal

controls (adjusted p\0.05 and fold change[2). All evident miRNA–

gene pairs were identified and assembled into the functional miRNA-

gene regulatory network which consisted of 990 regulations between

51 miRNAs and 275 genes. Most of these regulations connected

together and formed two big sub-networks that were defined as down-

network and up-network, respectively. KEGG pathway enrichment

analysis revealed that up-network was prominently involved in sev-

eral KEGG pathways (adjusted p\0.05). ‘‘Focal adhesion’’, ‘‘PI3 K-

Akt signaling pathway’’ and ‘‘ECM-receptor interaction’’ are

remarked significant (adjusted p \ 0.001). Genes enriched in these

pathways coupled with their regulatory miRNAs formed a functional

miRNA-gene regulatory module that contains 7 miRNAs (miR-130b-

3p, miR-378a-3p, miR-483-5p, miR-422a, miR-148a-3p, miR-345-

5p, miR-455-3p), 22 genes and 42 miRNA-gene connections. Gene

interaction analysis based on STRING database revealed that 8

(COL4A3, COL5A1, COL6A1, COL6A2, COL6A3, ITGA4,

LAMC1, LAMC2) out of 22 genes were highly clustered.

Conclusion: Our integrated analysis of microRNA and gene

expression profiles highlighted a functional miRNA-gene regulatory

module associated with liver fibrosis, which, to some extent, may

provide insight into the underlying molecular mechanisms of the

onset or progression of liver fibrosis.

PP1469

Biological significance of LncRNA Ftx expression in liver fibrosis

Xiao Li1, Qi Zhao1, Wenwen Wang1, Jianni Qi1, Chengyong Qin1

1Shandong Provincial Hospital Affiliated to Shandong University,

Jinan

Background: Long noncoding RNAs (lncRNAs), defined as RNA[
200 nt in length, may involve in various human biological processes

by directly binding and degrading target mRNAs with homologous

sequences. LncRNA Ftx is located at X chromosome and has been

demonstrated regulating the proliferation and metastasis of hepato-

cellular carcinoma. However, its biological functional role in liver

fibrosis has not been characterized yet. The purpose of this study was

to explore the expression of lncRNA Ftx in liver fibrosis and clarify

the underlying mechanisms.

Methods: In this study, liver tissue specimens of 66 chronic hepatitis

B (CHB) patients were collected and analyzed for the lncRNA Ftx

expression. Besides, liver fibrosis stage of the 66 specimens were

evaluated pathologically and considered as diagnostic algorithm.

In vitro, HBx overexpression, Ftx overexpression and intervention

were performed by transfection of plasmids and siRNAs.
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Result: LncRNA FTX expression was remarkably increased in HBV

related early stage liver fibrosis specimens and the level of lncRNA

Ftx was positively correlated with the MMP-1 and TIMP level.

In vitro, the expression of lncRNA FTX was upregulated in hepatic

stellate cells (HSCs) in response to transforming growth factor-b
(TGF-b1) stimulation. In addition, transfection of HBx protein into

HSCs may increase lncRNA Ftx expression, and the further artificial

blocking of the increased lncRNA Ftx can reverse the activation

process of HSCs and lower the expression of liver fibrosis-related key

indicators, TGF-b1 and PDGF.

Conclusion: These findings suggested that overexpression of lncRNA

FTX may be responsible for the activation of HSCs and liver fibrosis

progression. The intervention of lncRNA Ftx may provide possible

effective targeted therapies with the theoretical supports in the future.

PP1470

Orphan nuclear receptor NR4A2 inhibits hepatic stellate cell
proliferation through MAPK pathway in liver fibrosis

Jie Li1, Huo Yan1, CHen Pengguo1, Yang Quanjun1

1Shanghai Jiao Tong University Affiliated Sixth People’s Hospital,

Shanghai

Background: Hepatic stellate cells (HSCs) play a crucial role in liver

fibrosis, which is a pathological process characterized by extracellular

matrix accumulation. NR4A2 is a nuclear receptor belonging to the

NR4A subfamily and vital in regulating cell growth, metabolism,

inflammation and other biological functions. However, its role in

HSCs is unclear.

Methods: We analyzed NR4A2 expression in fibrotic liver and

stimulated HSCs compared with control group and studied the

influence on cell proliferation, cell cycle, cell apoptosis and MAPK

pathway after NR4A2 knockdown. NR4A2 expression was examined

by real-time polymerase chain reaction, Western blotting, immuno-

histochemistry and immunofluorescence analyses.

Result: NR4A2 expression was significantly lower in fibrotic liver

tissues and PDGF BB or TGF-b stimulated HSCs compared with

control group. After NR4A2 knockdown a-smooth muscle actin and

Col1 expression increased. In addition, NR4A2 silencing led to the

promotion of cell proliferation, increase of cell percentage in S phase

and reduced phosphorylation of ERK1/2, P38 and JNK in HSCs.

Conclusion: These results indicate that NR4A2 can inhibit HSC

proliferation through MAPK pathway and decrease extracellular

matrix in liver fibrogenesis. NR4A2 may be a promising therapeutic

target for liver fibrosis.
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Adenovirus-mediated expression of orphan
nuclear receptor NR4A2 targeting hepatic stellate cell attenuates

liver fibrosis in rats

Li JIe1, Chen Pengguo1, Huo Yan1, Yang Quanjun1

1Shanghai Jiao Tong University Affiliated Sixth People’s Hospital,

Shanghai

Background: Liver fibrosis is a wound-healing response character-

ized with the accumulation of extracellular matrix (ECM). And

hepatic stellate cells (HSCs) are the principal cell source of ECM.

NR4A2 (Nurr1) is a member of orphan nuclear receptor NR4A family

and acts as transcription factor. It participates in regulating cell dif-

ferentiation, proliferation and apoptosis. We previously demonstrated

that NR4A2 expression in fibrotic liver reduced significantly com-

pared with normal liver and NR4A2 knockout in HSCs promoted

ECM production.

Methods: In the present study we explored the role of NR4A2 on

liver fibrosis. Studies in cultured HSCs demonstrated that NR4A2

over-expression suppressed the activation of HSCs, such as ECM

production and invasion ability. Moreover cell cycle was arrested, cell

apoptosis was promoted and cell signaling pathway was influenced.

Result: Adenovirus-mediated delivery of NR4A2 in rats ameliorated

significantly dimethylnitrosamine (DMN) induced liver fibrosis.

NR4A2 gene over-expression could arrest cell cycle, promote cell

apoptosis, deactivate MAPK pathway, weaken migration and invasion

ability and reduce collagen production in vitro. In animal models

AdNR4A2 treatment suppressed liver fibrosis obviously in vivo.

Conclusion: Taken together these results demonstrate NR4A2

enhancement attenuates liver fibrosis via suppressing the activation of

HSCs and NR4A2 may be an ideal target for anti-fibrotic therapy.

S884 Hepatol Int (2017) 11 (Suppl 1):S1–S1093

123



PP1472

Nonstructural 5A protein of hepatitis C virus (HCV-NS5A)
inhibits hepatocyte apoptosis through miR-503/bcl-2 pathway

Zhengyuan Xie1

1Second Affiliated Hospital, Nanchang University, Nanchang

Background: The nonstructural protein 5A (NS5A) encoded by the

human hepatitis C virus (HCV) RNA genome is a multifunctional

phosphoprotein. To analyze the influence of NS5A on apoptosis, we

established Hep-NS5A cell (HepG2 cells that stably expressed

NS5A), and induced apoptosis using tumor necrosis factor (TNF)- .

Methods: We performed MTT to detect cell viability, qRT-PCR and

western blot to analyze mRNA and protein expression, and luciferase

reporter gene experiment to investigate the targeted regulatory

relationship.

Result: ChIP array was further to identify the combination of NF-jB

and miR-503. Here, we found that overexpression of NS5A inhibited

TNF-a-induced hepatocellular apoptosis via regulating miR-503

expression. The cell viability of TNF-a induced Hep-mock cell was

significantly less than TNF-a induced Hep-NS5A cell, which meant

NS5A inhibited TNF-a-induced HepG2 cell apoptosis. Under TNF-a
treatment, the miR-503 expression was decreased and the cell via-

bility and bcl-2 expression were increased in Hep-NS5A cell.

Moreover, the luciferase reporter gene experiment verified that bcl-2

was a directly target of miR-503, NS5A inhibited TNF-a-induced NF-

jB activation, and NF-jB regulated miR-503 transcription through

combined with miR-503 promoter. After Hep-NS5A cell transfected

with miR-503 mimics, the data indicated that miR-503 mimics could

reverse TNF-a-induced cell apoptosis and blc-2 expression.

Conclusion: Collectively, our findings suggest a possible molecular

mechanism may contribute to HCV treatment that NS5A inhibit NF-

jB activation to decrease miR-503 expression and increase bcl-2

expression which lead to hepatocellular apoptosis reduced.

PP1473

ASPP2 inhibits the pro-fibrotic effects of transforming growth
factor-b1 by reducing autophagy in hepatic stellate cells

Minghua Lin1, Ying Shi2, Yanjun Wang1, Lijun Pang1

1Beijing Youan Hospital, Capital Medical University, Beijing

Institute of Hepatology, Beijing

Background: Apoptosis stimulating protein of p53-2 (ASPP2), a

tumor suppressor, inhibits cell growth and promotes cell apoptosis.

Hepatic stellate cells (HSCs) are key participants in liver fibrogenesis.

However, little is known about the role of ASPP2 in HSCs and its

involvement in liver fibrosis.

Methods: Human immortalized stellate cells (LX-2 cells) were pre-

incubated with GFP-adenovirus (Ad) or ASPP2 adenovirus

(AdASPP2) for 24 h, and then treated with or without TGF-b1.

ASPP2+/- and ASPP2+/+Balb/c mice were used to examine the

effects of ASPP2 on liver fibrosis in vivo. ASPP2+/+ Balb/c mice

were made from ASPP2 WT Balb/c mice by injecting AdASPP2 into

the tail vein; all mice received intraperitoneal injections of carbon

tetrachloride.

Result: In this study, ASPP2 was found to markedly inhibit TGF-b1-

induced fibrogenic activation of LX-2 cells. Further experiments with

autophagic flux assay confirmed that ASPP2 decreased fibrogenic

activation via inhibition of autophagy in LX-2 cells. Moreover, we

found that ASPP2 attenuated the anti- apoptotic effect of TGF-b1 in

LX-2 cells. Using ASPP2+/- and ASPP2+/+ mice, we found that the

extent of liver fibrosis was reduced markedly in ASPP2+/+ mouse

liver tissue compared with control mice; however, in ASPP2+/- mice,

hepatic collagen deposition was significantly increased.

Conclusion: These results suggest that TGF-b1-induced autophagy is

required for the fibrogenic response in LX-2 cells, and that ASPP2

may inhibit TGF-b1- induced autophagy and decrease liver fibrosis.

PP1474

The contrastive analysis of treatments between albumin
with continuous drainage of abdominal cavity and branched
chain amino acid with diuretics on liver cirrhosis patients
with tension ascities

Ge Hongyan1 Jiang Hao1

1Clinic Medical College, Inner Mongolia University for Nationalities,

Inner Mongolia
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Background: To observe the difference effects of albumin with

continuous drainage of abdominal cavity and branched chain amino

acid with diuretics on Liver Cirrhosis patients with tension ascites.

Methods: 78 Patients of liver cirrhosis with tenseascites were

choosed from December 2014 to August 2016 and 32 cases were

divided into control group, given albumin combined with albumin

with continuous drainage of abdominal cavity methods, 46 cases in

experimental group were given BCAA with diuretic therapy methods,

all were treated 2 W.

Result: After the treatment of 2 W, patients in the two groups

treatment groups, the total cost of hospitalization, the incidence of

hepatic encephalopathy, infection rate, blood ammonia and urine

volume were statistically significant difference (P \ 0.05), and ala-

nine aminotransferase (ALT) and aspartate aminotransferase (AST),

albumin (ALB), serum creatinine (Crea) no statistical difference

meaning (P[ 0.05).

Conclusion: Albumin with continuous drainage of abdominal cavity

methods in treatment of liver cirrhosis with ascites is recognized as

effective tension, and ranched chain amino acid with diuretics is also

relatively safe, controllable dose and low price, non-invasive, short-

term effect also is worthy of clinical use.

PP1475

Mutations in basal core promoter is associated with significant
fibrosis in both HBeAg positive and negative treatment-naı̈ve
chronic hepatitis B

Libo Yan1,2, Hong Tang1,2

1Center of Infectious Diseases, West China Hospital, Sichuan

University, Chengdu; 2Division of Infectious Diseases, State Key

Laboratory of Biotherapy, Sichuan University, Chengdu

Background: Assessment of liver fibrosis is important for the deci-

sion of whether to administrate antiviral treatment in chronic

Hepatitis B (CHB) patients. The objective was to investigate the

relationship between clinical factors and fibrosis, identify predictors

of significant fibrosis in Chinese CHB patients.

Methods: Two hundred and seventy-four treatment-naı̈ve CHB

patients (208 HBeAg-positive and 66 HBeAg-negative) who per-

formed transient elastography were consecutively included. We

assessed ALT, HBsAg, HBeAg, HBV-DNA, HBV genotype and

precore (PC)/basal core promoter (BCP) variants and liver stiffness

measurement (LSM) values.

Result: 109 patients (39.78%) had significant fibrosis (F C 2, include

those with liver cirrhosis). On univariate analysis, significant fibrosis

was associated with older age (P \ 0.001), high ALT levels (P =

0.003), lower HBsAg levels (P\ 0.001), lower HBV DNA levels (P

\0.001), HBeAg negative (P\0.001), presence of BCP (P\0.001)

and combined BCP/PC mutations (P = 0.001). Multivariate logistic

regression analysis showed that the strongest independently associ-

ated predictors of significant fibrosis (F C 2) were the presence of

HBV BCP mutations (P\0.001) and older age (P\0.001), followed

by presence of lower HBsAg (P \ 0.001), higher ALT levels (P =

0.006), PC mutations (P = 0.011). The diagnostic accuracy of the

combination (age, ALT, HBsAg, BCP/PC variants) model with an

area under the receiver operating characteristic curve of 0.819 (Cut-

off value was 0.349, P \ 0.001, 95% CI 0.731–0.914) in predicting

significant fibrosis.

Conclusion: We identified four independent risk factors (age, ALT,

HBsAg, HBV BCP/PC variants) in predicting significant fibrosis.

HBV BCP variants was the strongest predictor of significant fibrosis.

The combination of these four variables may facilitate the assessment

and management of fibrosis in HBV infected patients.

PP1476

Advanced liver fibrosis in ambulatory hepatitis C/HIV coinfected
patients in cambodia

An Sokkab1, Anja De Weggheleire2, Lutgarde Lynen2, Thai
Sopheak 1, Sven Francqe3,4
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1Infectious Diseases, Sihanouk Hospital Center of HOPE, Phnom

Penh, Cambodia; 2Clinical Sciences, Institute of Tropical Medicine,

Antwerp, Belgium; 3Gastroenterology Hepatology, University of

Antwerp, Antwerp, Belgium; 4Laboratory of Experimental Medicine

And Paediatrics, University of Antwerp, Antwerp, Belgium

Background: Data on liver disease severity among the chronic

hepatitis C infected population in Cambodia are scarce. We docu-

mented the liver disease severity among hepatitis C/HIV coinfected

patients at Sihanouk Hospital Center of Hope in Phnom Penh and

evaluated the performance of APRI and FIB4 scores to predict severe

fibrosis and cirrhosis.

Methods: Consenting HCV/HIV coinfected were evaluated for liver

disease severity by history, physical exam, transient elastography

(FibroScan), ultrasound and liver tests as part of a cross-sectional

study on the burden of hepatitis C in HIV patients in Cambodia

(registered as NCT02361541).

Fibrosis was determined by transient elastography (Metavir F0–F1:\
7.2 kPa, F2: 7.2–9.5, F3: 9.5–14.5, F4: C 14.5). ROC curves of APRI

and FIB4 to diagnose severe fibrosis were established with corre-

sponding area under curve (AUC) with 95% confidence interval (CI).

Performance of APRI C 1 and FIB4 C 2.1 cut-offs for severe fibrosis,

and APRI C 1.6 and FIB4 C 3.85 for cirrhosis, was evaluated.

Result: We identified 107 HCV/HIV coinfected among 3045 ambu-

latory HIV patients (3.5% prevalence), none reported injecting drug

use. Median age was 48.7 years (IQR 42.7–53.7), male/female ratio

0.7. All, but three, were on HIV antiretrovirals for a median of 6.5

years (IQR: 3.6–9.8), 97.7% with undetectable viral load. Liver

stiffness measure was available in 96/107; 42 patients (43.8%) had

no-or-mild fibrosis, 17 (17.7%) moderate fibrosis and 37 (38.5%)

severe fibrosis. Twenty-three patients (24%) had C14.5 kPa, 21

Child-Pugh A and 2 Child-Pugh B. Genotyping was done for 67

patients; cirrhosis was more frequent among genotype 1b than

genotype 6 (10/31 for 1b, 1/24 for 6, p \ 0.015). The AUC for

diagnosis of severe fibrosis was 0.865 (CI 0.78, 0.95) for APRI and

0.859 (CI 0.78, 0.94) for FIB4. At the usual cut-offs for severe fibrosis

(APRI C 1, FIB4 C 2.1) and cirrhosis (APRI C 1.6, FIB4 C 3.85),

respectively 16 and 11 patients, and 13 and 9 would be missed (see

table). Of the 96 coinfected evaluated for fibrosis, 10 had alfa-feto-

protein levels[20 ng/mL, two[100 ng/mL. Of the latter, one had a

hypoechoic nodule suggestive of hepatocellular carcinoma.

Conclusion: HCV prevalence is low, but severe fibrosis frequent

among Cambodian HCV/HIV coinfected patients. A fourth had cir-

rhosis. Commonly used APRI and FIB4 cut-offs for severe fibrosis

and cirrhosis lacked, in this patient population, sensitivity to be used

as isolated diagnostic tool for identification of patients in urgent or

tailored treatment need.

PP1477

Aspartate aminotransferase to platelet ratio index (APRI),
fibrosis index based on the 4 factor (FIB-4), gamma-glutamyl
transpeptidase to platelet ratio (GPR), and their significance
in the detection of liver fibrosis in patients with hepatitis B

Ling Ying Huang1

1Shanghai Shuguang Hospital, Shanghai

Background: Using the latent class model with a random-factor to

estimate relative accuracy of noninvasive tests for the diagnosis of

hepatic fibrosis without a gold standard with CHB.

Methods: For 413 CHB patients, the aspartate aminotransferase-to-

platelet ratio index (APRI), the fibrosis index based on the four factors

(FIB-4), gamma-glutamyl transpeptidase to platelet ratio (GPR) were

obtained when a liver biopsy was performed. Receiver operating

curve (ROC) was used to evaluate the differentiating capacity of these

indicators on CHB and liver cirrhosis.

Result: For significant fibrosis, the specificity/sensitivity were 75.6/

45.0% (APRI), 76.7/52.8% (FIB-4), and 80.0/35.7% (GPR), respec-

tively. For cirrhosis, the specificity/sensitivity were 78.1/68.4%

(APRI), 78.6/76.3% (FIB-4), and 72.5/68.4% (GPR), respectively.

Conclusion: FIB-4 confirmed the best value for diagnosis of signif-

icant fibrosis and cirrhosis. APRI and GPR had a sub-optimal

diagnosis accuracy for significant fibrosis.

PP1478

Grading significance of PCT in patients with cirrhosis
and spontaneous bacterial peritonitis

Yan Zhang1
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1Department of Infectious disease, the 153 Hospital of PLA,
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Background: To detect the concentration of PCT in blood and

investigate the diagnosis value of PCT in patients with cirrhosis and

spontaneous bacterial peritonitis.

Methods: The four hundreds and thirty patients with cirrhosis and

spontaneous bacterial peritonitis were divided into four groups

according to PCT different lever A to D. The PCT in blood was

determined by electrochemiluminescence immunoassay (ECLI). The

fasting venous blood in the upper limb were obtained from all patients

at the time of within 24 h after admission, before use of antibiotics.

Result: The concentration of PCT in 430 patients with SBP as fol-

lows: 31 (72%) in group A, 7 (17%) in group B, 2 (6.5%) in group C,

1 (4.4%) in group D. The concentration of PCT in group 2–4 with

severer SBP and poorer outcome was higher than that in group 1

which had statistical differences (P\ 0.01).

Conclusion: The detection of the concentration of PCT in blood and

had certain clinical significance in diagnosis and grading therapy in

patients with cirrhosis and spontaneous bacterial peritonitis.

PP1479

Hepatic miRNA feature associates with liver fibrosis of chronic
hepatitis B patients

Jun-Cheng Wu1, Rong Chen1, Ming-Yi Xu1

1Shanghai First People’s Hospital, Shanghai Jiao Tong University,

Shanghai

Background: The miRNA expression profile could provide important

insights into the pathogenesis and progression of human fibrosis

diseases. The mechanisms of miRNA expressions related to liver

fibrosis are not fully exploited.

Method: Liver tissues were collected from 40 chronic hepatitis B

(CHB) patients with fibrotic stage S0 to S4. Microarray of miRNA

and genomic informatics analysis were performed.

Result: Total 105 miRNAs were found statistically differentially

expressed in either fibrotic tissues (S1–4 groups) comparing to no

fibrotic tissues (S0 group; p \ 0.05) (Figure 1). Combined with 3

classifications, a set of 17 differential miRNAs had been found with

good signature that were closely related to liver fibrotic stages

(change fold [2 and p \ 0.05) (Figure 2). Gene ontology (GO)

functions of differential miRNAs mainly involved in cellular process,

developmental process, localization, biological regulation, binding,

transcriptional regulator and organelle. It revealed 23 novel signaling

pathways dysregulated in liver fibrosis of CHB patients.

Conclusion: A miRNA profile signature, including 17 differential

miRNAs and 23 dysregulated signaling pathways, was identified

associated with human liver fibrosis.

PP1480

Relationship between liver stiffness measurement (FibroScan)
and the state of fibrous septa of liver tissue in patients
with chronic hepatitis B

Kaiping Jiang1, Jianhong Li2, Hongtao Hu2, Tengyu Qiu2,
Rongjun Mao3, Zhaohong Liu4
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1Department of Hepatology, Foshan Hospital of Traditional Chinese

Medicine, Foshan, Guangdong Province; 2Department of Hepatology,

Foshan Hospital of Traditional Chinese Medicine, Foshan,

Guangdong Province; 3Department of Pathology, Foshan Hospital of

Traditional Chinese Medicine, Foshan, Guangdong Province;
4Department of Ultrasound, Foshan Hospital of Traditional Chinese
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Background: In order to rise the efficiency of non-invasive assess-

ment of liver fibrosis, we assess the relationship between liver

stiffness measurement (FibroScan) and the state of fibrous septa of

liver tissue in patients with chronic hepatitis B (CHB).

Methods: 654 Patients with CHB were detected by FibroScan on an

empty stomach or 2-h post meal and liver biopsy guided by ultra-

sound were completed within 4 weeks. The liver stiffness

measurement (LSM) was determined as follows: \7.4, 7.4–9.4,

9.5–12.4, 12.4–7.5, C17.5 kPa. The state of fibrous septa was

observed as no fibrous septa, a local fibrous septum, obvious fibrous

septa, more fibrous septa (‡3 places) and pseudolobuli based on more

fibrous septa (cirrhosis).

Result: In the condition of LSM (C17.5 kPa), the rate of pseudolobuli

based on more fibrous septa (cirrhosis) was significantly higher than

that of more fibrous septa (64 vs. 21%, P\0.01). In the condition of

LSM (12.4–17.5 kPa), there was no significant difference in the rate

of pseudolobuli based on more fibrous septa (cirrhosis), compared

with that of more fibrous septa (37 vs. 25%, P[0.05). With a lowered

rate of LSM, the rate of no fibrous septa gradually increased and

reached 65% in the condition of LSM (\7.4 kPa). The LSM (Fi-

broScan) in the five state of fibrous septa was 7.833 ± 2.757 kPa,

8.462 ± 2.582 kPa, 11.241 ± 4.073 kPa, 15.216 ± 7.263 kPa and

16.861 ± 8.88 kPa, respectively, and there was no significant dif-

ference in the range of LSM (12.4–17.5 kPa) compared with that of

LSM (C17.5 kPa) (P[ 0.05).

Conclusion: LSM (FibroScan) reveal the state of fibrous septa of

liver tissue to a great extent. For CHB, it is not so accurate that liver

cirrhosis can be diagnosed according to a high LSM (FibroScan)

(C17.5 kPa) which is showed mainly in liver cirrhosis as well as

partly in advanced fibrosis. On the other hand, LSM (FibroScan) that

slightly below 17.5 kPa still own some efficiency in diagnosing liver

cirrhosis besides advanced fibrosis.

PP1481

Risk of post-polypectomy bleeding in early liver cirrhosis

Kyoung Min Sohn1,2, Kyung Hoon Lee1, Hyuk Soo Choi1, Jung
Hee Kwon1, Youn Ju Jeon2

1Department of Gastroenterology, Hansol Hospital, Seoul, South

Korea; 2MedGene Lab, Seoul, South Korea

Background: Post-polypectomy bleeding is the most common com-

plication of colonic polypectomy, occurring in 0.3–6.1 percent of

polypectomies in various reports. Bleeding can occur immediately

following polypectomy or be delayed from hours to up to a month.

The severity of bleeding ranges from arterial pumping to minor

oozing. The risk is related to the type and size of the polyp, the

location of the polyp, the technique of polypectomy, and the coagu-

lation status of the patient. However, the risk of post-polypectomy

bleeding in liver cirrhosis is unknown. So we aimed to investigate the

incidence and risk factors of post-polypectomy bleeding (PPB) after a

colonoscopic polypectomy in patients with early liver cirrhosis (LC).

Methods: We performed a retrospective study of patients with early

LC who underwent colonoscopic polypectomy at a single center

between January 2006 and December 2015. In total, 41 patients with

early LC were enrolled. We investigated the incidence of immediate

PPB (IPPB) and delayed PPB (DPPB) in these patients.

Result: Among 41 patients, 36 (87.8%) were Child–Turcotte–Pugh

class A, 5 (12.2%) were class B. The mean prothrombin time was

1.26 ± 0.33, and the mean platelet count was 124.87 ± 71.32 9 103/

L. A total of 78 polyps in 41 patients were removed. IPPB was

observed 4 (5.12%) of the 78 removed polyps presented with mild

oozing and were controlled by hemostatic procedures using endo-

scopic hemoclips. Both IPPB and non IPPB group, during the

observation period there were no DPPB.

Conclusion: The risk of bleeding after polypectomy in the case of

early cirrhosis of the liver did not increase significantly. However,

when the size of the polyps are large, it is necessary to caution about

bleeding after polypectomy.

PP1482

Therapeutic efficacy and quality of life investigation of traditional
Chinese medicine treat liver fibrosis in chronic hepatitis B

Jihong An1

1The Inner Mongolia Autonomous Region People’s Hospital, Inner

Mongolia

Background: Objective To evaluate the efficacy of traditional Chi-

nese medicine in the treatment of chronic hepatitis B, and investigate

the quality of life of them.

Methods: 430 Patients with chronic hepatitis B were randomly

divided into control group and treatment group. The treatment group

was treated with entecavir in combination with Liuweiwuling tables,

while the control group was given entecavir alone. All patients

received 12 months treatment. Clinical manifestations, Liver func-

tions, Liver fibrosis indexes, Color ultrasound images, and HBV DNA

load were measured before treatment and after treatment and then

compared between the two groups WHOQOL-BREF was used to

measure quality of life before treatment and after treatment.

Result: After treatment, liver function were significantly improved

between two groups (tALT = 7.51, tTBIL8.12, tAST = 7.88; P\0.05),

as well as liver fibrosis (tHA = 7.01, tLN = 6.55, tPC-III = 6.10, tIV-C =

8.01; P \ 0.05); the diameters of the portal and splenic veins were
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significantly reduced compared with pretreatment values in both

groups (t = 4.099, 2.231; P \ 0.05); the rate of undetectable HBV

DNA was higher than pre-treatment values in both groups, but

showed no statistical difference between the two group; the scores of

quality of life were higher than before treatment, and showed statis-

tical difference except environment (P\ 0.05).

Conclusion: Traditional Chinese medicine are effective in the treat-

ment of chronic hepatitis B; and active treatment can effectively

improve the quality of life.

PP1483

Effect of Jisheng Shenqi decoction combined with bone marrow
mesenchymal stem cells transplantation in model rats of hepatic
cirrhosis: erythrocyte immunity and T cell subsets function

Zhou Xiao Ling1

1Chinese Medicine Hospital of Liuzhou, Liuzhou

Background: Study the effect of treatment of Jisheng Shenqi

decoction (JSSQ) combined with Bone Marrow Mesenchymal Stem

Cells (BMSCs) transplantation on the T cell subsets and erythrocyte

immunity function of hepatic cirrhosis rats.

Methods: (1) Derived the BMSCs from long bone of twenty health

rats and to cultivate the cells in DMEM/F12 cell nutrient liquid with

10% serum of cow fetus, after trans-generation for three times, then

detected the marker CD29, CD34, CD45 and CD90 on the surface of

BMSCs which marked by PE. (2) 60 cirrhotic rats were randomly

divided into six groups: Group A treated by nothing, Group B treated

by BMSCs transplantation only (BMSCs had been injected through

tail vein). Group C and Group D treated by JSSQ of low and moderate

dose combined with BMSCs transplantation, Group E treated by

JSSQ of high dose combined with BMSCs transplantation, and Group

F treated by JSSQ only, there were 10 cirrhotic rats in each group. (3)

All rats in six groups were examined T lymphocyte subsets (CD4+ T,

CD8+ T) and erythrocyte immune function (RBC�C3bRR, RBC�ICR)

in peripheral blood by ELISA before treatment and after treatment

(the first week, the fourth week), and calculated the fibrosis pathology

score of liver tissues with high-multiple microscope at the fourth

week after treatment. Then recorded the statistics to statistical

analyses.

Result: (1) After treatment, the percentage of CD4+ T and CD8+ T

were increased in all groups except Group A. And the levels of CD4+

T and CD8+ T were significantly higher in Group E than that in other

groups. (2) The levels of RBC�C3bRR and RBC�ICR were statistics

difference before and after treatment in each group except Group A (P

\0.05). The level of RBC�C3bRR was higher and of RBC�ICR was

lower in Group E after treatment, and there were statistically signif-

icance (P\0.05) between Group E and Group B. (3) After treatment,

the fibrosis of liver were alleviated in five groups except Group A, but

the liver pathology score of cirrhotic rats in Group E significantly

decreased lowerly than those of Group A, Group B and Group C.

Conclusion: Compared with the simple use of BMSCs transplanta-

tion group, BMSCs transplantation combined with Jisheng Shenqi

decoction could significantly improve the T lymphocyte subsets and

erythrocyte immunity function of cirrhotic rats, and significantly

decreased the liver fibrosis pathology score. The synergistic effect of

JSSQ in treatment of BMSCs transplantation in cirrhosis was likely to

occur through the immune mechanism. JSSQ excited the regeneration

of bone marrow cells, specially provoke the reproduction of ery-

throcytes and leukocytes. Maybe this addition of number of

erythrocytes and leukocytes also improved the regeneration and

homing of BMSCs injected. This is worthy of in-depth study.

PP1484

Smoking was associated with advanced liver fibrosis among male
patients with HBeAg negative chronic hepatitis B
without antiviral treatment

Xiong Ming1, Yang Shuling1, Zeng Fansen1,2, Li Junying1,
Yu Xutong1, Chen Jinjun1

1Hepatology Unit, Nanfang Hospital, Southern Medical University,

Guangzhou; 2Department of Infectious Diseases, Guangzhou Women

and Children’s Medical Center, Guangzhou

Background: Smoking is associated with liver fibrosis progression in

the setting of chronic hepatitis C, primary bilinary chonlangitis and
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non-alcoholic steatohepatitis. Whether such association exists in

chronic hepatitis B (CHB) patients is unclear. We performed a cross-

sectional study to assess the role of smoking on advanced liver

fibrosis in CHB cases prior to antiviral therapy.

Methods: One thousand three hundred and fifty-eight consecutive

male patients were prospectively evaluated, which all had positive

serum HBsAg over 6 months (figure 1). Liver fibrosis was assessed by

Liver stiffness measurement (LSM) using transient elastography

(Fibroscan�502). The cutoff value of advanced fibrosis was 9.0 kPa

for patients with normal alanine aminotransferase (ALT\50 U/L) or

12.4 kPa for those with elevated ALT (10.6 kPa for ALT\100 U/L).

Smoking history were collected and documented from all patients

using a standardized questionnaire. The smoking intensity was

quantified in pack-years (number of packs smoked per day multiplied

by the number of years smoked).

Result: A total of 638 (47%) patients reported smoking history and 31

(23%) had advanced fibrosis in this cohort (Table 1). Patients with

smoking history had significantly higher prevalence of advanced

fibrosis compared with never smoking (29.5 vs 17.4%, p \ 0.001).

Multivariate logistic regression analysis demonstrated an independent

association between smoking history and advanced liver fibrosis (OR

1.70; 95% CI 1.27–2.28, figure 2a) after adjusting for other con-

founders (Age, waist circumference, alcohol intake, diabetes, ALT

level, HBeAg status and HBV DNA level). Smoking intensity (pack-

years) and advanced fibrosis was also observed in a dose–response

effect. The frequency and adjusted odds ratios of advanced fibrosis

were 17.4% (1 as reference), 23.7% (1.51; 95% CI 1.06–2.15), 34.5%

(1.81; 95% CI 1.28–2.56) in patients with 0,[0 and\10, C10 pack-

years, respectively (figure 2b). In subgroup analysis, only among

HBeAg (-) patients, history of C10 pack-years were more likely to

have advanced fibrosis than those without smoking history through a

multivariate analysis (2.47; 95% CI 1.61–3.77, figure 2b).

Conclusion: Smoking is an independent risk factor of advanced liver

fibrosis in this large cohort of male, HBeAg negative and antiviral

treatment naive CHB patients.
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PP1485

Bowel wall change, intestinal permeability and serum
inflammatory mediators in liver cirrhosis patients with ascites

Sang Hyuk Lee1, Byung Ik Kim1, Nam Hee Kim1, Hong Joo Kim1,
Yong Kyun Cho1, Woo Kyu Jeon1, Heon-Ju Kwon2

1Internal Medicine, Kangbuk Samsung Hospital, Sungkyunkwan

University School of Medicine, Seoul, South Korea; 2Radiology,

Kangbuk Samsung Hospital, Sungkyunkwan University School of

Medicine, Seoul, South Korea

Background: Liver cirrhosis (LC) presents various clinical courses

and complications. Some patients experience stable courses, while the

others suffer fatal complications. These clinical varieties are not

explainable only by hepatitis virus concentration. Patients in LC have

increased bowel wall thickness and intestinal permeability (IP).

Increased IP promotes absorption of endotoxin through gut barrier

and it invades liver by portal system. Invaded endotoxin stimulates

secretion of inflammatory mediators, such as tumor necrosis factor

(TNF) or interleukin (IL), and these cytokines may aggravate the

degree of cirrhosis.

Methods: We enrolled 20 Child B and 20 Child C LC patients with

ascites and 20 healthy volunteers as healthy control (HC). Abdominal

ultrasound examinations were evaluated for bowel wall thickness and

elasticity in ascending colon and terminal ileum. IP was measured

using the dual sugar absorption test of lactulose and mannitol, and the

results were expressed as ratio. TNF-a and IL-10 were tested from

blood samples. We performed all analyses using nonparametric tests

including the Mann–Whitney U test to compare these outcomes

between LC and HC, and the results expressed as means.

Result: Forty patients (29 male, 72.5%) with a mean age of 56.2 ±

12.2 years were enrolled. Ascending colon wall elasticity (kPa) was

decreased (LC vs HC = 10.9 vs 20.4, p = .048). Terminal ileum wall

thickness (mm) was increased (4.2 vs 1.9, p \ .001). IP ratio was

higher (0.219 vs 0.017, p \ .001). Inflammatory mediators, TNF-a
(pg/mL) and IL-10 (pg/mL), were increased (22.47 vs 13.48, p \
.001; 14.91 vs 8.57, p = .019). However, no significant difference was

seen in these outcomes among Child classes. In LC patients with

ascites, bowel wall thickness and elasticity did not correlate with IP

ratio and cytokines.

Conclusion: LC patients with ascites have thickened bowel wall and

decreased elasticity. Furthermore, IP and inflammatory mediators

were increased. We suggest that bowel change in LC may be caused

by hemodynamic change due to portal hypertension, and altered

bowel wall may affect gut barrier system. Therefore increased IP may

have absorbed more endotoxin and stimulated secretion of inflam-

matory mediators. These substances may contribute various clinical

complications in LC patients with ascites.

PP1486

Tail vein injection (TV), Portal vein injection (PV)
or intraperitoneal injection (IP)? Best way for mesenchymal stem
cells transplantation for liver cirrhosis

Min Wang1, Xinmin Zhou1, Ying Han1

1Xijing Hospital, Fourth Military Medical University, Xi’an

Background: Stem cell transplantation showed promising results in

liver cirrhosis management. However, the therapeutic impacts of cell

delivery route that is critical for clinical translation are currently

poorly understood.

Methods: Liver cirrhosis was induced in mice by administration of

carbon tetrachloride (CCL4). Mice were then give bone marrow-

derived mesenchymal stem cells (BM-MSCs) by three different

delivery routes: tail vein (TV), portal vein (PV), and intraperitoneal

injection (IP). The treatment efficiency, such as liver function, were

compared after 4 weeks treatment. And liver tissues were collected

for histologic analyses. The MSCs targeting efficiency in injured liver

was evaluated by Near-infrared fluorescence imaging as well as GFP

+ MSCs. The immunomodulatory cytokines after MSCs therapy were

also assessed.

Result: Serum aspartate aminotransferase/alanine aminotransferase

levels were reduced and albumin levels were improved at 4 weeks

after three ways of BM-MSCs transplantation. And HE and Sirius red

staining showed that all the three injection routes ameliorated

inflammation and cirrhosis scores. However, no significant differ-

ences were observed between the three groups. The fluorescence

imaging disclosed higher intensity of engrafted cells in cirrhotic liver

in TV and PV groups than IP group. And from 1 to 7 days, the

fluorescence intensity gradually decreased in liver. These trends were

similar in the TV, PV and IP groups. In consistence with above NIR

fluorescence imaging, the GFP intensity of the liver in TV and PV

groups were significantly higher than in IP group. Most of the

transplanted cells were located infiltrating the area around the liver’s

portal tracts and interlobular connective tissue. RT-PCR and ELISA

also demonstrate similar TNF-a and IL-10 levels in the three groups.

Conclusion: Although IP group preserved fewer cell number in

injured liver, MSCs transplanted via TV, PV and IP showed similar

treatment efficiency. And we suggest that intraperitoneal adminis-

tration might be a safe, convenient and effective route for MSCs

treatment.

PP1487

Cross-sectional study of cardiac hemodynamics and renal
function in patients with cirrhosis

Qiuhui Yang1, Ping Li, Fangfang Wang
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Background: To observe the change of Cardiac Hemodynamics

Indicators in Patients with hepatic cirrhosis and investigate its sig-

nificance. Investigate the relationship between renal impairment and

clinical indicators. To explore the risk factors of renal impairment.

Methods: 1. We investigated 124 patients with hepatic cirrhosis and

129 patients with chronic hepatitis B form January 2012 to June 2013,

then adopted retrospective analysis. Cardiac hemodynamic parame-

ters were investigated by standard noninvasive procedures. 2. We

collect 200 cases of hospitalized patients with cirrhosis form January

2013 to October 2014, then adopted retrospective analysis. The GFR

was estimated by the MDRD equation. To investigate the relationship

between Child-Pugh grading and prevelance of renal function

impairment. Logistic regression analyses were performed to assess

the risk factors of renal impairment. 3. Statistics were analysed by

SPSS 19.0 (SPSS Inc., Chicago, IL). For normal distribution statistics

were expressed as means and deviation (± s). For continuous vari-

ables, one way ANOVA and Kruskal–Wallis H tests were used for

between group comparisons. For categorical variable, Chi square tests

were used for between group comparisons. A P-value less than 0.05

was considered to be statistically significant.

Result: 1. Compared with control group, liver cirrhosis group MAP

decreased; As in patients with cirrhosis liver function classification by

Child–Pugh A to C, CO and CI gradually increased; Hemodynamics

SV, SI, CO, CI, LCW and LCWI all showed a trend of increase with

increased liver stiffness; Comparison of the degree of esophageal

varices in patients, F0–1 group CI was significantly less than F2–3

group; Ascites group CO, CI were significantly higher than those

without ascites; the differences were statistically significant, P\0.05.

2. The prevalence of renal impairment was 16.5%; Child- Pugh A

group was 2.04%, Child-Pugh B group was 20.97%, Child-Pugh C

group was 45%, the differences between the groups statistically sig-

nificant (X2 = 39.351, P \ 0.001); The study indicates that age,

Child-Pugh classification, ALB, TBIL, UA, b2 micro globulin and

ascites were risk factors on impaired renal function. Multivariate

Logistic regression analysis showed that Child-Pugh classification,

age, ascites and b2-microglobulin were independent risk factors.

Conclusion: Cardiac hemodynamic indexes were changed in cirrhotic

patients, especially CO, CI, the changes related to the Child-Pugh

classification, liver stiffness, ascites and esophageal varices. Inde-

pendent risk factors for impaired renal function in cirrhotic patients

were Child-Pugh classification, age, ascites and b2 ascites

microglobulin. Therefore, the change of heart and kidneys should be

monitored while detection of liver function, in order to take appro-

priate measures to reduce mortality in patients with cirrhosis.

PP1488

Retrospective study of metabolic factors in non-neoplastic portal
vein system thrombosis of cirrhosis

Ji Xiong1, Wenjing Sun2, Dongfeng Chen3

1Department of Gastroenterology, Daping Hospital, Third Military

Medical University, Chongqing; 2Department of Gastroenterology,

Daping Hospital, Chongqing; 3Department of Gastroenterology,

Institute of Surgery Research, Daping Hospital, Third Military

Medical University, Chongqing

Background: To know the effect of metabolic factors in the pro-

gression of PVST and prognosis of cirrhosis.

Methods: Patients: On the basis of the information of 1582 cirrhotic

patients during 2003–2013 in our hospital, 722 cirrhotic patients were

included with 491 males and 231 females, and the average age was

53.8 ± 12.9 years old. We collected CT images to know whether

patients had PVST and to measure several main parameters, such as

diameter of main portal vein, superior mesenteric vein and splenic

vein.

Result: The ratio of PVST was 10.8%. The results of CT measure-

ments found that diameter of main portal vein, superior mesenteric

vein and splenic vein of PVST were wider than that of non-PVST (p

= 0.00). And so were the anteroposterior, vertical, horizontal diam-

eter of spleen (p = 0.00). For the 78 PVST patients, only 59 patients

were suitable for Yerdel classification. By logistic regression multi-

variate analysis, SMV, anteroposterior diameter of spleen and PLT

were the independent risk factors for PVST, while obesity was

independent protective factor for PVST. Cox regression showed that

older age, MPV, vertical diameter of spleen, hyper brililiemia and HE

were risk factors for prognosis of cirrhosis, but BMI was the only

protective factor for prognosis.

Conclusion: The ratio of non-neoplastic PVST in liver cirrhosis was

10.8%, similar with other studies in and out of China. Yerdel clas-

sification could not be applied for all kinds of PVST. Diameter of

superior mesenteric vein, anteroposterior diameter of spleen and

platelet count are independent risk factors for PVST. BMI is not

associated with PVST, but BMI C 25 kg/m2 is independent protective

factor for PVST. DM, arterial hypertension and Mets are not asso-

ciated with PVST. Older age, diameter of main portal vein, vertical

diameter of spleen, hyperbilirubinemia and hepatic encephalopathy

are risk factors for prognosis of liver cirrhosis. PVST and metabolic

factors are not associated with prognosis of cirrhotic patients. BMI is

a protective factor for prognosis of liver cirrhosis, which might mean

that better nutrition status predicts better prognosis.

PP1489

Long-term lamivudine and adefovir combination therapy
achieves histological improvement of HBV-related fibrosis
in Chinese patients

Ye Sun1, Tianhui Zhou1, Yumin Xu1, Qing Guo1, Simin Guo1,
Qing Xie1, Wei Cai1

1Department of Infectious Diseases, Ruijin Hospital, Shanghai Jiao

Tong University School of Medicine, Shanghai

Background: Viral suppression is gradually considered as the most

important part in reversing liver fibrosis or cirrhosis, but more evi-

dence is still needed to prove effects of long-term antiviral therapy on

patients with hepatitis B virus (HBV)-related fibrosis. The study was

performed to investigate the effects of 5-year lamivudine (LAM) and

adefovir (ADV) combination therapy on histology of HBV-related

fibrosis patients.

Methods: Patients, diagnosed as HBV-related fibrosis, were initially

given 1-year LAM or ADV monotherapy and switched to combina-

tion therapy of LAM and ADV for another 4 years. Thirty-four

patients eligible were enrolled and liver biopsy was conducted at

baseline and year 5. Biological and virological parameters, as well as

any disease progression, during 5-year follow-up were periodically

recorded.

Result: Thirty-four patients were enrolled at baseline, and 11 hep-

atitis B e antigen (HBeAg)-positive and 11 HBeAg-negative cases

completed the whole study. At the end of 5-year treatment, 6 of 11

HBeAg-positive patients had HBeAg loss and no one had HBeAg

seroconversion, HBsAg loss or HBsAg seroconversion. HBV DNA

load in all patients fell below the limit of detection. Liver biopsy was

conducted in 30 patients at baseline and in 16 patients at year 5.

Histopathology was assessed in the 16 patients as follows: 1/16

achieved complete liver fibrosis regression; 9/16 improved in Ishak
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fibrosis score; whereas 6/16 showed no fibrosis improvement.

Inflammatory/fibrotic improvement was found in 75% (12/16)

patients after 5-year treatment. In terms of disease progression, 6/34

patients occurred hepatocellular carcinoma. However, 1/34 patient

occurred lung cancer, and 1/34 died for colon cancer.

Conclusion: Long-term LAM and ADV combination therapy could

achieve regression of fibrosis histologically and prevent disease

progression in HBV-related fibrosis patients.

PP1490

LOXL-1 impedes liver fibrosis regression via promoting elastin
crosslink

Wenshan Zhao1, Aiting Yang 1, Huan Wang1, Wei Chen1, Hong
You1

1Beijing Friendship Hospital, Capital Medical University, Beijing

Background: Mature elastin deposition has been linked to irre-

versibility of liver fibrosis; however the degradation of crosslinked

elastin remains largely known. Therefore, we investigated the con-

tribution of lysyl oxidase like- (LOXL-1) to elastin stabilization and

liver fibrosis regression.

Methods: We revealed the dynamic expression and histological

localization of elastin and LOXL-1 at different stages of CCl4-in-

duced liver fibrosis/spontaneous regression models. Then we inhibited

LOXL-1 expression in vivo to elucidate the regulatory effects of

LOXL-1 on elastin and fibrogenesis by second harmonic generation

(SHG), Victoria blue staining and biochemical methods.

Result: Firstly, in response to liver fibrosis progression, elastin only

deposited at cirrhosis stage which was different from the expression

of collagen, no matter in CCl4-induced mice or HBV-related patients.

In addition, serum from cirrhosis patients revealed a 30-fold and 1.6-

fold increase in elastin and LOXL-1 which compared with healthy

group, respectively. Secondly, inhibition of LOXL-1 resulted in del-

icate or perforated septa in chronic liver fibrosis models, which may

be signs of fibrosis reversal. We found that it attenuated hepatic

stellate cell activation and decreased expression of elastin and col-

lagen type I by inhibiting LOXL-1.

Conclusion: LOXL-1 specifically contributed to elastin crosslinking

and limited liver fibrosis reversal; thus, LOXL-1 can be regarded as a

potential therapeutic for liver fibrosis.

PP1491

Hepatic function reserve improves more promptly in chronic
hepatitis C patients treated with direct acting antivirals
than in chronic hepatitis B patients treated with nucleot(s)ide
analogues after complete ablation of hepatocellular carcinoma

Ryo Nakagomi1, Mizuki Nishibataka1, Ryosuke Tateishi1, Taijiro
Wake1, Naoto Fujiwara1, Masaya Sato1, Tatsuya Minami1, Koji
Uchino1, Kenichiro Enooku1, Hayato Nakagawa1, Yoshinari
Asaoka1, Yuji Kondo1, Kazuhiko Koike1

1Department of Gastroenterology, Graduate School of Medicine, The

University of Tokyo, Tokyo, Japan

Background: It is well known that hepatic function reserve improves

in chronic hepatitis B treated with nucleot(s)ide analogues (NAs). The

aim of this study is to compare the magnitude of hepatic function

improvement in chronic hepatitis C patients treated with direct-acting

antivirals (DAAs) with NAs after complete ablation of hepatocellular

carcinoma (HCC).

Methods: Chronic hepatitis C patients in whom DAAs were initiated

from October, 2014 to December, 2015 (DAA group) and chronic

hepatitis B patients in whom NAs were initiated from April, 1999 to

December, 2015 (NA group) were enrolled in this study. The mag-

nitude of improvement in ALT, serum albumin, total bilirubin, and

platelet count was assessed.

Result: The DAA group consisted of 58 males and 36 females with

median age of 73 (range 55–87). Sustained virological response

(SVR) was achieved in 88 (93.6%) patients. The median interval

between the initial diagnosis of HCC and the initiation of DAAs was

4.4 (range, 0–18.8) years. The NA group consisted of 161 males and

38 females with median age of 60 (range 26–83). HBV DNA

decreased below the detection limit in 170 (85.4%) patients. The

median interval between the initial diagnosis of HCC and the initia-

tion of NAs was 1.7 (0–21.6) years. Median ALT values (interquartile

range, IQR) at pretreatment, 4, 8 and 12 weeks after the initiation of

the treatment were 47 (29–77), 21 (16–29), 23 (16–32), and 24

(18–34) IU/L, respectively in the DAA group and 46 (30–88), 38

(27–55), 35 (24–47), and 31 (23–44) IU/L, respectively in the NA

group. Median serum albumin (IQR) at pretreatment, 24, and 48

weeks after the initiation of the treatment were 3.7 (3.4–4.0), 3.9

(3.7–4.1), and 4.1 (3.8–4.2) g/dL, respectively in the DAA group and

3.7 (3.2–4.0), 3.8 (3.4–4.1), and 3.9 (3.5–4.2) g/dL, respectively in the

NA group. The magnitude of improvement in total bilirubin and

platelet count was similar in the both groups.

Conclusion: The improvement in hepatic parenchymal inflammation

and hepatic protein production was more prominent in DAA-treated

patients than in NA-treated patients.

PP1492

Risk factors of in-hospital mortality in the patients with liver
cirrhosis complicated with upper gastrointestinal bleeding

Rong Jiiong Zheng1, Dan Han1, Yue xin Zhang1

1The First Affiliated Hospital of Xinjiang Medical University, Urumqi

Background: We aimed to investigate the risk factors of mortality

among the patients with liver cirrhosis complicated with upper gas-

trointestinal bleeding.

Methods: This study was carried out in Hepatology Department of

The First Affiliated Hospital of Xinjiang Medical University, from

May 2012 to July 2015.218 patients diagnosed with cirrhosis, pre-

senting with upper gastrointestinal bleeding. Endoscopy was

performed on each patient and the findings documented. Furthermore,

liver function, coagulation function and other related laboratory

indexes were also determined. The data thus obtained was compiled

using a preset proforma, and the details analyzed using SPSSv17.0.

Result: The mean age was 59.78 ± 10.69 years. There were 13

(60.55) males and 86 (39.45%) females. The results of endoscopic

showed that 215 (98.62%) subjects with oesophageal varices and 142

(65.13%) subjects with portal hypertensive gastropathy. Gastric

varices were found in 55.96% of patients (n = 122). Among other

non-variceal lesions, peptic ulcer disease was seen in 11 patients

(5.0%).2 (11.47%) subjects succumbed to death during hospital stay.

Linear logistic regression revealed independent risk factors for in-

hospital mortality, including higher age, Child-Pugh Class, number of

bleeding and diabetes.

Conclusion: Higher age, Child-Pugh Class, number of bleeding and

diabetes were associated with an increased risk of in-hospital mor-

tality in liver cirrhosis with upper gastrointestinal bleeding.

S894 Hepatol Int (2017) 11 (Suppl 1):S1–S1093

123



PP1493

Nerve fiber outgrowth is increased in the liver of HBV patients
with hepatic fibrosis

Le Tao1,2, Xuefei WANG1, Wei Zhang1, Wenting Ma1, Jie
Zhang1,2, Dongying Xue1, Cheng Liu1

1Putuo Hospital, Shanghai University of Traditional Chinese

Medicine, Shanghai

Background: Liver area discomfort and pain is a common clinical

symptoms in HBV patients with hepatic fibrosis. However, little is

known about the molecular pathologic basis of these symptoms. We

investigated nerve related factors expression, and how these media-

tors effect nerve fiber outgrowth, hepatic stellate cell activation as

well as fibrosis progression.

Methods: We analyzed liver biopsy samples collected from 103

patients with HBV and 3 healthy individuals (controls). We measured

levels of nerve growth factor (NGF), brain-derived neurotrophic

factor (BDNF), glial cell-derived neurotrophic factor (GDNF),

growth-associated protein 43 by qPCR, we detected glial fibrillary

acidic protein (GFAP)/Nissl and a-SMA using immunohistochemistry

in serial sections. Primary human hepatic stellate cells and human

SHSY5Y cells were incubated with serum from the HBV patients

who underwent biopsies and analyzed by morphometric and confocal

analysis.

Result: Compared with the normal control, the expressions of NGF,

GDNF, GFR, Ret, GFAP and GAP43 increased significantly in HBV

patients with liver fibrosis. Immunohistochemistry results showed that

GDNF mainly distributed in the interstitial cells increased with the

progression of liver fibrosis. Confocal laser scanning results showed

that GDNF and a-SMA-HSC cells were co-located in liver fibrosis

patients. Serum from tissues of patients with fibrosis induced higher

levels of nerve-related factors in primary culture of HSCs, compared

with controls, and more GDNF-dependent neuronal sprouting in SH-

SY5Y cells.

Conclusion: Nerve fiber density and expression of GNGF and GFRa,

are significantly increased in HBV patients with fibrosis. Serum

mediators participate to HSC activation and fibrosis progression.

PP1494

Human mesenchymal stem cell therapy increased the survival
of the patients with decompensated liver cirrhosis

Ming Shi1, Yuanyuan Li1, Ruonan Xu1, Fanping Meng1, Fusheng
Wang1

1Beijing 302 Hospital, Beijing

Background: Several previous studies showed that infusions of

autologous bpne marrow derived mesenchymal stem cells have sig-

nificantly improved liver function in patients with liver cirrhosis and

liver failure. The present study aimed to investigate whether human

umbilical cord mesenchymal stem cells (UC-MSC) therapy improves

the survival of the patients with the decompensated liver cirrhosis

associated with hepatitis B virus (HBV) infection.

Methods: 122 patients with HBV-related decompensated liver cir-

rhosis received conventional medical treatment combining with UC-

MSC at a dose of 0.5–1.0 9 106/kg body weight one or two or three

times with 4-week interval, respectively. Other 120 patients with

HBV-related decompensated liver cirrhosis received conventional

medical treatment as controls. All participants were followed up for

85 months since transfusion of UC-MSC. The survival status, liver

function and adverse events were evaluated during the follow-up

period. Study aimed to investigate whether human umbilical cord

mesenchymal stem cells (UC-MSC) therapy improves the survival of

the patients with the decompensated liver cirrhosis associated with

hepatitis B virus (HBV) infection.

Result: No complications and side-effects were found in the UC-

MSC treated patients. The survival rate in the UC-MSC treated group

with three times infusion was obvious higher than that in one or two

times UC-MSC infusions, and control group during the 85-month

follow-up period (P \ 0.05). In addition, the UC-MSC infusions

significantly increased of albumin and prothrombin activity at

24-week after three times UC-MSC treatments as compared with

control. The HCC developed rates in UC-MSC patients showed no

significant deviations as compared with control group throughout the

85-month follow-up.

Conclusion: UC-MSC treatment is safe in the clinic, improves liver

function and increases the survival rate and may serve as a novel

therapeutic approach for patients with decompensated liver cirrhosis.

PP1495

Effects of Ganshuang granules combined with pegasys
and ribavirin on liver fibrosis in compensated HCV-induced
cirrhosis patients

Shengnan Jia1, Qian Zhang1, Xue Shao1, Zhenjing Jin1

1The Second Hospital of Jilin University, Changchun

Background: Compensated cirrhosis induced by hepatitis C can be

obtained sustained virological response after the standard treatment

with pegasys and ribavirin, but the liver fibrosis can still progress,

even round into decompensated cirrhosis or liver cancer. So we

design this experiment to observe the effects of Ganshuang granules

on liver fibrosis in compensated HCV-induced cirrhosis patients, to

try to improve or slow down the liver fibrosis

Methods: A total of 42 patients were randomly divided into two

equal groups: the experimental group, which received the standard

treatment with pegasys, ribavirin and a 48-week Ganshuang granules;

the control group, which received the standard treatment with pegasys

and ribavirin. Serum fibrosis markers (hyaluronic acid (HA), laminin

(LN), amino terminal propeptide of type III procollagen (PIIIP) and

IV collagen (IV-C)), as well as Fibrotouch assessment of liver stiff-

ness measurement (LSM), B ultrasonic wave, and liver function were

observed before (baseline) and after treatment and compared by sta-

tistical analysis.

Result: The patients in the two group received SVR except five

patients who cann’t tolerate pegasys and ribavirin. The baseline levels

of fibrosis markers and LSM were not significantly different between

the experimental and control groups. After treatment, the levels of all

of the fibrosis markers were lower in the experimental group (P less

than 0.05 vs. control group) and lower than the baseline levels (P less

than 0.01). The baseline LSM were not significantly different between

the experimental and control groups. After treatment, only the

experimental group showed significant improvement in LSM (P less

than 0.01). Similar trends were observed for improvements in B

ultrasonic wave for liver and spleen and in markers of liver function.

Conclusion: Ganshuang granules combined with pegasys and rib-

avirin improved liver function and liver fibrosis markedly compared

with pegasys and ribavirin, but the number in our experiment is little,

need a long observe and enlarge the cases.
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PP1496

Pharmacokinetic analysis of multiple active components
from Fuzheng Huayu tablets in Chinese healthy volunteers

Guo-yuan Gao1,2, Tao Yang2,3, Shi-li Jiang2, Zhi-ming Zhao4, Xin
Sun2, Qiang Zhao2, Ya-lei Zhang2, Feng Zhang2, Yang-yi Chen2,
Cheng-hai Liu1,2,5

1School of Pharmacy, East China University of Science and

Technology, Shanghai; 2Institute of Liver Diseases, Shuguang

Hospital affiliated to Shanghai University of Traditional Chinese

Medicine, Shanghai; 3Institute of Cardiovascular Disease, Shuguang

Hospital affiliated to Shanghai University of Traditional Chinese

Medicine, Shanghai; 4Shanghai Key Laboratory of Traditional

Chinese Clinical Medicine, Shanghai; 5E-Institute of Traditional

Chinese Medicine Internal Medicine, Shanghai Municipal Education

Commission, Shanghai

Background: Fuzheng Huayu Tablets (FZHY) is a State Food and

Drug Administration (SFDA) approved anti-fibrotic medicine in

China. It containssix component herbs: Radix Salvia Miltiorrhizae

(Danshen), Cordyceps (Chongcao), Semen Persicae (Taoren),

Gynostemma Pentaphyllammak (Jiaogulan), Pollen Pini (Songhua-

fen) and Fructus Schisandrae Chinensis (Wuweizi). FZHY has been

widely usedin treating liver fibrosis caused by chronic hepatitis B in

the clinicon the basis of Chinese medicine theory in treating liver

fibrosis. In previous research, we found the pharmacokinetic and

tissue distribution profiles of the main active FZHY components are

significantly different in hepatic fibrotic rats after oral administration

of FZHY. However, there is no information about the pharmacoki-

netics of FZHY in healthy volunteers. This data could help in

understanding the link between FZHY consumption and the medicinal

effects, and carrying out the phase III trial in America.

Methods: Eight healthy volunteers were recruited from the region of

Shanghai of China, 4 male and 4 female, aged between 18 and 35.

The volunteers received a single oral dose of 9.6 mg of Fuzheng

Huayu Tablets (FZHY). Plasma samples were collected over 96 h. An

ultra-high performance liquid chromatography coupled with hybrid

quadrupole-orbitrap mass spectrometry (UHPLC-Q Exactive) method

was applied to determine the plasma concentration of the active

components in plasma.

Result: The experimental results showed that the main components of

FZHY were not disturbed by endogenous substances, all the com-

pounds showed good linearity (R2[ 0.9896) in the range of the test

concentration, both the stability, inner and inter-precision were less

than 15%, and the limit of quantitation (LLOQ) 0.3–30 ng/mL. The

chemical structures and mean serum concentration–time curves of

schizandrer, schisandrin B (WWZYS), schizandrin (WWZCJ),

deoxyschizandrin (WWZJS), amygdalin (AMY) and dihydrotanshi-

none I (EQDST I) in Chinese healthy volunteers are shown in Fig. 1,

the pharmacokinetic data is shown in Table1. The two lignans

(WWZZJ and WWZYS) in Wuweizi were detected and showed not

only fast effects, but also very long half-time and the average resi-

dence time (16.18–20.3 h). The average residence time of WWZCJ,

WWZZJS, AMY and EQDST I are 2.70, 3.50, 4.55, 5.56 h. The

AUC(0–t) value (662.425 ± 221.03 ng h/mL) of WWZZJ was the

highest among the six main components of FZHY. The AUC(0–t) value

(1.15 ± 0.57 ng h/mL) and the Cmax value (0.21 ± 0.10 ng/mL) of

EQDST I was the lowest. The Cmax value (100.76 ± 43.72 ng/mL) of

WWZCJ was the highest in the six components.

Conclusion: Sensitive and specific UPLC -MS methods are devel-

oped and validated, which are applicable to pharmacokinetic

evaluation of Fuzheng Huayu Tablets. This study provides important

results to enable better clinical applications of FZHY in the treatment

of hepatic fibrosis.

PP1497

Expression of leptin and leptin receptor in hepatic fibrosis and its
relation with the severity of liver fibrosis

Ni Ya Sha1, Jiong Rong Zheng1, Yue Xin Zhang1

1First Affiliated Hospital of Xinjiang Medical University, Uramqi

Background: To investigate the expression of leptin and leptin

receptor in hepatic fibrosis and explore its correlation with the

severity of liver fibrosis.

Methods: This study was carried out in Hepatology Department of

The First Affiliated Hospital of Xinjiang Medical University, from

February 2016 to October 2016.84 patients diagnosed with Liver

hepatitis. 84 cases of patients were selected for liver biopsy, HE,

Masson’s color, reticular fiber staining, and pathological changes of

liver tissue. Phase diagnosis (S0–S4), immunohistochemistry was

performed to determine the expression of Leptin in liver tissue.

Furthermore, liver function, coagulation function and other related

laboratory indexes were also determined.

Result: Pathologic results diagnosis according to the Guidelines for

prevention and treatment of chronic hepatitis B. Pathological liver
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fibrosis staging (S) based on guidelines and Knodell score. Among

them, S0 phase was 23 cases, S1 phase was 16, and S2 phase was 12,

S3 phase phase in 11 cases, S4 period of 22 cases. Significantly

positive correlation (R \ 0.05). With the gradual increase of liver

fibrosis stage, Leptin and leptin receptor score increased gradually.

Linear logistic regression analysis results showed that there were no

significant differences of expression of leptin and leptin receptor with

Child-Pugh, PT and ALB level.

Conclusion: There was a positive correlation between the expression

of leptin and leptin receptor in hepatic fibrosis and its relation with the

severity of liver fibrosis, it could be used as the indicator of liver

cirrhosis.

PP1498

An analysis of the efficacy of the partial splenic artery
embolization treating hypersplenism in different embolization
methods

Dongdong Qiu1, Guihai Guo1

1The First Affiliated Hospital of Nanchang University, Nanchang

Background: To analyze the efficacy of partial splenic artery

embolization (PSE) treating splenic hyperfunction by trunk

embolization and lower pole embolization.

Methods: 35 cases of liver cirrhosis patients with hypersplenism were

treated with PSE. Group A: 15 cases using gelfoam to block the trunk.

Group B: 20 cases using gelfoam to block the lower pole.

Embolization range was 40–70%. The WBC and PLT counts at 1

week, 1, 3 and 6 month after PSE were compared with those before

operation. The adverse reactions were observed.

Result: 1. WBC of group A (trunk) at the preoperative and postop-

erative time points respectively was 2.46 ± 0.91, 9.23 ± 0.58, 8.21 ±

1.41, 6.31 ± 1.25 and 5.29 ± 1.69. The WBC of group B (lower pole)

at the preoperative and postoperative time points respectively was

2.78 ± 0.87, 0.81 ± 0.75, 7.03 ± 1.21, 5.62 ± 0.68 and 4.12 ± 1.23.

WBC at postoperative time points in group A (trunk) lifting than

those in group B (lower pole) obviously, P\0.05, and the difference

was statistically significant. 2. PLT of group A (trunk) at the preop-

erative and postoperative time points respectively was 33.56 ± 5.96,

151.39 ± 19.75, 140.46 ± 25.68, 123.62 ± 27.78, 101.38 ± 21.51.

The PLT of group B (lower pole) at the preoperative and postoper-

ative time points was 35.21 ± 7.15, 131.47 ± 21.64, 115.93 ± 11.36,

100.16 ± 12.85, 86.31 ± 19.43. PLT at postoperative time points in

group A (trunk) lifting than those in group B (lower pole) obviously, P

\ 0.05, and the difference was statistically significant. 3. The dura-

tion of moderate to severe pain in group A was 7.17 ± 2.37 (d) and

that in group B was 5.36 ± 0.47 (d), the difference was statistically

significant (P\ 0.05). The duration of hyperthermia in group A was

9.37 ± 1.68 (d), and that in group B was 4.15 ± 0.32 (d), P\0.001,

the difference was statistically significant.

Conclusion: The clinical efficacy of blocking the main of the splenic

artery was superior to blocking the lower splenic artery, but the

duration of pain and fever was longer than that of the lower splenic

artery embolization. The advantages and disadvantages should be

weighed in clinical use.

PP1499

Clinical analysis of 41 cases of transjugular intrahepatic
portosystemic shunt

Zhong jia Wei1, Guo Guihai1, Zhu Xuan1

1The First Affiliated Hospital of Nanchang University, Nanchang

Background: To investigate the clinical characteristics of patients

undergoing transjugular intrahepatic portosystemic shunt

Methods: The clinical data of 30 patients who were treated by tips

and follow-up were analyzed retrospectively from January 2014 to

April 2016. The basic information of the patients before operation, the

laboratory indexes, the incidence of rebleeding, Surgical complica-

tions, anticoagulant drug use and stent patency rate.

Result: The hemostasis rate was 95.12% in all patients. The incidence

of rebleeding was 15.67% within 6 months after operation. The mean

Child-pugh scores were 8.32 ± 2.3, 5.43 ± 1.36, 5.59 ± 1.22 before

operation, 1 month and 6 months after operation. There was signifi-

cant difference between preoperative and postoperative months (P\
0.05). There was no significant difference between postoperative

month 1 and postoperative 6 months (P [ 0.05). The incidence of

complication was 7.31, 17.07 and 36.5% in abdominal cavity hem-

orrhage, hepatic encephalopathy and stent stenosis, respectively.

Anticoagulant drugs were not regularly administered, the proportion

of taking regular warfarin were 39.02, 60.97%.

Conclusion: The treatment of tips can significantly hemostasis,

postoperative liver function improved significantly, the incidence of

surgical complications is low, and postoperative anticoagulant ther-

apy missionary, hepatic encephalopathy and stent stenosis is still need

to solve the problem of tips treatment.

PP1500

Correlating abdominal ultrasound and upper GI endoscopic
findings of hepatosplenc schistosomiasis

Aeden Bernice Gueco Timbol1, Vanessa Co1, Angela
Djajakusuma1, Melissa Llanto1, Anna Sanglay2, Edhel Tripon1,
Ruter Maralit1, Ma. Loudes Daez1, Janus Ong1, Nonette Cupino2

1Department of Internal Medicine, Section of Gastroenterology;

Philippine General Hospital, Pasay, Philippines; 2Philippine General

Hospital, Pasay, Philippines

Background: Schistosomiasis remains to be an important cause of

portal hypertension worldwide. And the potential for preventing the

first variceal hemorrhage may mean a concomitant decrease in mor-

bidity and mortality. Non-invasive pre-symptomatic detection of

esophageal varices may be valuable in endemic areas for selecting

patients in need of more invasive diagnostics like upper endoscopy

for early detection of varices. This study aims to correlate the ultra-

sound and endoscopic findings of portal hypertension in patients with

schistosomiasis and to determine which among these findings showed

the best predictive values for the presence of endoscopic signs of

portal hypertension.

Methods: A total of 82 adult patients diagnosed with schistosomiasis

were included in this study. Pertinent liver biochemical tests and

hepatitis profile were determined in all patients. Each underwent

screening upper endoscopies to assess the presence of varices and

portal hypertensive gastropathy, and holoabdominal ultrasound with

Doppler studies to assess the extent of hepatosplenic involvement.

Pearson’s coefficient for correlation was performed to determine
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which ultrasound findings showed the best predictive values for the

presence of endoscopic signs of portal hypertension.

Result: of the 82 patients, almost half (47.6%) had esophageal varices

(54% small vs 46% large), 8.5% had gastric varices, and 46.3% had

portal hypertensive gastropathy (PHG) on screening upper endoscopy.

A significant correlation was found between the presence of eso-

phageal varices, gastric varices, and PHG with the following

ultrasonographic findings: grade of liver appearance (p value 0.00),

surface irregularity (p value 0.00), spleen length (p value 0.00), and

size of right hepatic lobe (p value 0.045).

Conclusion: Sonographic findings of grade of liver appearance,

surface irregularity, spleen length, and size of the right hepatic lobe

strongly predict the presence of endoscopic signs of portal hyper-

tension. Ultrasound may be a useful and non-invasive diagnostic tool

for the selection of patients in need of upper GI endoscopy for early

detection of varices.

PP1501

Protective effect of Caffeic acid phenethyl ester on liver fibrosis
via regulation of TGF-b1/Smad pathway and autophagy

Ning Yang1, Song Zhai1, Juanjuan Shi2, Fengping Wu1, Mei Li1,
Xin Zhang1, Yaping Li1, Xiaoli Jia1, Shuangsuo Dang1

1The Second Affiliated Hospital of Xi’an Jiaotong University, Xi’an;
2The Second Affiliated Hospital of Xi’an Jiaotong University, Xi’an

Background: The purpose of this study was to investigate the pro-

tective mechanism of Caffeic acid phenethyl ester against liver

fibrosis in rats and HSC-T6 cells.

Methods: Liver fibrosis was induced in male Sprague–Dawley

ratsby intraperitoneal injection of CCl4 feeding with highfat forage,

and administering 30% alcohol orally for 10 wk. CAPE (3, 6 and 12

mg/kg) was intraperitoneally administered daily for 10 wk. Con-

currently, HSC-T6 cell was treated by CAPE (15 lM) for 24 h.

Transmission electron microscope (TEM), Hematoxylin eosin

(H&E), Masson’s trichrome (MT), Reticular fibers (RF) and Elastic

fibers (EF) staining were used to detect pathological changes to liver

tissue. Immunohistochemical staining was used to detect protein

levels of transforming growth factor (TGF)-b1, phosphorylated

Smad3 (p-Smad3), IV-collage, a-smooth muscle actin (a-SMA),

matrix metalloproteinases (MMPs) 2, tissue inhibitor of matrix

metalloproteinases (TIMPs) 1 and microtubule-associated protein

light chain 3 (LC3) in Rat liver tissue. In addition, RT-PCR and

western blotting were respectively detected the above factors in

HSC-T6 cells.

Result: CAPE significantly reduced the extent of pathological

changes in liver fibrosis models by transmission electron micro-

scope, MT, RF and EF staining. Compared to the model group, the

expression levels of collagen IV and a-SMA in both tissue and

HSC-T6 cells were clearly reduced by CAPE (P \ 0.01). CAPE

treatment decreased the protein expression of TGF-b1 and

p-Smad3. In addition, a lot of autophagosome were observed in the

cytoplasm by transmission electron microscopy in the CAPE

treatment groups. So western blot analysis showed that LC3 pro-

tein expression decreased in a dose-dependent manner in HSC-T6

cells compared to the control group (P \ 0.05). After treatment

with CAPE for 24 h, the gene and protein expression of ATG5,

ATG7, ATG12, Becline1and LC3 was significantly increased in

the HSC-T6 cells treated with 10 or 15 lmol/L CAPE compared to

the control group (P \ 0.05). Expression of LC3in immunohisto-

chemical staining and the mRNA and protein levels were all

increased in CAPE treated groups both in rats and HSC-T6 cells.

LC3-GFP were significantly increased after the addition of the

autophagy inducer Rapamycin, and the result of LC3-GFP was

significantly decreased after the addition of autophagy inhibitor

3-MA by immunohistochemical staining. These results indicated

that CAPE might promote the autophagy process to inhibit liver

fibrosis.

Conclusion: The protective effects of CAPE against liver fibrosis

may be partly due to Regulation of TGF-b1/Smad pathway and

autophagy.

PP1502

Caffeic acid phenethyl ester up-regulates antioxidant levels
of hepatic stellate cells T6 via Nrf2-mediated MAPKs pathway
in vitro

Ning Yang1, Juanjuan Shi2, Ying Yang1, Fengping Wu1, Song
Zhai1, Xin Zhang1, Xiaoli Jia1, Mei Li1, Wenjun Wang1,
Shuangsuo Dang1

1The Second Affiliated Hospital of Xi’an Jiaotong University, Xi’an;
2The Second Affiliated Hospital of Xi’an Jiaotong University, Xi’an

Background: Liver fibrosis is a pathological response to the injury of

hepatocytes including oxidative stress which is one of the main

mechanisms through a variety of liver damage. CAPE is a phenolic

compound extracted from honeybee propolis that has shown strong

biological properties in liver protection, antioxidant and anti-fibrosis,

and has been used in treatment for several diseases. In this study, we

investigated the antioxidation of CAPE in HSC-T6 cells and its

potential mechanism.

Methods: HSC-T6 cells were cultured in vitro and treated with

various concentrations of CAPE for 24 h. Cell proliferation was

investigated using MTT assay and cell ultrastructural alteration were

observed using transmission electron microscope. Flow cytometry

was employed to investigate the effects of CAPE on apoptosis and the

levels of reactive oxygen species in HSC-T6 cells cultured in vitro.

Enzyme immunoassay instrument was adopted to inspect the

antioxidant enzyme expression. -Smooth muscle actin ( -SMA) was

shown using immunofluorescence. Gene and protein levels of Nrf2

including related factors and mitogen activated protein kinases

(MAPKs) in HSC-T6 cells were detected using RT-PCR and western

blotting respectively.

Result: CAPE inhibited proliferation and activation of HSC-T6 cell

cultured in vitro. CAPE increased the antioxidant levels and

translocation of Nrf2 from cytoplasm to nucleus in HSC-T6 cells.

Moreover, the phosphorylation of MAPK in cells was decreased in

response to the treatment of CAPE. Interestingly, CAPE-induced

oxidative stress in cells were significantly attenuated by pretreatment

with MAPKs inhibitors.

Conclusion: CAPE inhibited proliferation and up-regulated the

antioxidant levels in HSC-T6 cells partly through the Nrf2-MAPKs

signaling pathway.

PP1503

Clinical study of non-invasive fibrosis scoring system of chronic
hepatitis B

Guang Jun Tian1, Xiao Ling Chi1

1Guangdong Provincial Hospital of Chinese Medicine, Guangdong

Background: Screening for some indicators, which could indepen-

dently predict obvious liver fibrosis in patients with chronic hepatitis
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B (CHB) in order to establish a simple scoring system for diagnosing

Hepatic Fibrosis degree in the range of patients with CHB.

Methods: 233 CHB patients who had needle biopsy of liver surgery

were selected and then divided into two groups, which one of them is

the model group (154 patients) and the other one is the validation

group (79 patients). Each group were divided again into the signifi-

cant hepatic fibrosis (S2–S4) group and the non-significant hepatic

fibrosis (S0–S1) group. After recording these patients ‘general

materials, biochemical indexes and imaging data, the diagnosis

scoring system had been established ending up in whether it was

significant hepatic fibrosis in model group. Using the ROC curve, we

could define the threshold, the level of sensitivity and specialty as

well as test the accuracy and repeatability of this equation in vali-

dation group.

Result: � After making statistical analysis of the model group of

patients with CHB hepatic fibrosis, we established a CHB hepatic

fibrosis scoring system which including the sex, HBV-DNA, FS

values and splenomegaly. Among them, male were given 1 point.

HBV-DNA for severe replication (more than 107 copy/ml) were given

-2 points. The FS value, which was more than 7.3 kPa were given 3

points and the splenomegaly were given 2 points. TO name it MDFS

diagnostic scoring system because of the four first letters: male, DNA,

FS and splenomegaly. ` The cut-off value for diagnosis of MDFS

scoring system is 2 points. If someone’s diagnostic result is above 2

points, obvious fibrosis can be judged. ´ The ROC curves of Model

group indicates that the level of specificity and sensitivity are 92.86

and 54.76%. The area under the ROC curve (AUC), the standard

error, the Youden index and 95% confidence interval are 0.790,

0.0353, 0.4762 and 0.717–0.852 respectively. In the validation group,

2 point is also the dividing value. The validate results suggest that the

sensitivity, specificity, positive and negative likelihood rations are

52.17, 82.35, 2.96, 0.58%.

Conclusion: The MDFS diagnostic scoring system has medium

efficiency. Its specificity is relatively high to diagnose CHB hepatic

fibrosis, so it has a relatively low misdiagnosis rate and as to make a

noninvasive and simple CHB hepatic fibrosis diagnosing way.

PP1504

Three commonly used diagnostic methods for liver fibrosis
in patients with chronic hepatitis B in the value

Chen Xiao Yong1

1The Second Hospital of Lanzhou, Lanzhou

Background: To investigate the value of Fibroscan, APRI and FIB-4

index in the diagnosis of chronic hepatitis B with hepatic fibrosis.

Methods: 30 cases of chronic hepatitis B (CHB) patients were treated

in the second hospital of Lanzhou from 2014 to 2015. The result of

LSM, ALT, AST, TBiL and PLT were tested by Fibroscan and bio-

chemical analyzer, then calculated the APRI and FIB-4. After liver

biopsy pathologic examination, LSM value, APRI ratio and FIB-4

index were analysed with liver biopsy pathological fibrosis stage by

Spearman correlation analysis. The accuracy of three methods to

diagnose hepatic fibrosis was analyzed by the receiver operating

characteristic curve (ROC).

Result: LSM showed a high positive correlation with hepatic fibrosis

staging (r = 0.612, P = 0.000), APRI, FIB-4 showed low positive

correlation with hepatic fibrosis staging (r = 0.309, P = 0.046), (r =

0.379, P = 0.039). LSM value, APRI and FIB-4 index were used to

evaluate the area under the ROC curve. The results showed that AUC

was 0.843, the value higher than APRI (0.565) and FIB-4 (0.62) in the

liver fibrosis patients with chronic liver disease.

Conclusion: Compared with the results of liver biopsy, the value of

fibroscan in the diagnosis of liver fibrosis was higher than that of FIB-

4, and the value of APRI ratio was low.

PP1505

Anti-fibrosis effect and mechanism of enalapril combined
with Brucea Javanica Oil on experimental liver fibrosis rat model

Zhengyuan Xie1

1Second Affiliated Hospital, Nanchang University, Nanjing

Background: To investigate the anti fibrosis effect and its mechanism

on hepatic cirrhosis rat model treated by enalapril with Brucea

Javanica Oil.

Methods: Rats were randomly divided into normal, model, Brucea

javanica oil, enalapril and enalapril combined Brucea javanica oil

groups. Rats were intraperitoneally injected with 0.5% dimethyl

nitrosamine (DEN) saline solution to establish liver cirrhosis model.

After administration, the contents of T-Bil, ALT, AST, GGT, Alb and

TP representing liver function of rats and PIII, HA, LN and CIV of

hepatic fibrosis indexes were measured. Meantime a small amount of

liver was taken to observe liver pathological changes by HE staining.

ELISA was used to determine the levels of a-SMA, TIMP-1, ICAM-1

and MMP-1 in serum.

Result: Compared with normal group, GGT, ALT, AST, T-Bil, PIII,

HA, LN, CIV, a-SMA, TIMP-1, ICAM-1 and MMP-1 indexes in

model group were significantly increased, and Alb and TP indexes

were remarkably decreased, HE staining showed that Pathological

changes, such as inflammatory cell activity, fibrous tissue prolifera-

tion and so on, exsited in the liver of model group. Single treatment

group compared with model group, serum T-Bil, ALT, AST, GGT,

PIII, HA, LN, C IV content decreases, and propagated and TP content

was increased, the Java brucea fruit oil group, the difference was

statistically significant (P[ 0.05); Combination group, serum T-Bil,

ALT, AST, GGT, PIII, HA, LN, CIV were decreased more obvious,

and propagated and TP content significantly increased, the more

significant difference (P \ 0.01). And the pathological state of liver

was also improved well. Which Java brucea fruit oil with enalaprilat

combination group than single usage state of liver tissue, inflamma-

tory cell infiltration and fibrous tissue hyperplasia, damaged structure

of hepatic lobule rarely, no spaces.

Conclusion: Combination of enalaprilat Java brucea fruit oil col-

laborative treatment of cirrhosis of the liver, but also reduce the liver

function damage, make liver fibrosis symptoms improved, and the

effect is better than single medicine. Therefore, enalaprilat combi-

nation with Java brucea fruit oil, to improve the effect of the treatment

of cirrhosis of the liver, has important clinical significance.

PP1506

Gamma-glutamyl transpeptidase to platelet ratio predicts
significant liver fibrosis of chronic hepatitis B patients in China

Tianyi Ren1, Huan Wang1

1Department of Hepatology, the First Hospital of Jilin University,

Jilin

Background: Lemoine et al’s excellent article published in ‘GUT’

proposed a novel non-invasive marker—the gamma-glutamyl

transpeptidase (GGT) to platelet ratio (GPR) to identify chronic

hepatitis B (CHB) patients with fibrosis or cirrhosis in West Africa.
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We want to investigate whether it is suitable for Chinese CHB

patients.

Methods: A total of 108 treatment-naı̈ve CHB patients from the First

Hospital of Jilin University who had undergone liver biopsy between

January 2010 and January 2015 were enrolled in our study. The

Metavir scoring system was adopted as the pathological standard of

liver fibrosis. Using liver histology as a gold standard, we assessed the

diagnostic accuracy of GPR, aspartate transaminase-to-platelet ratio

index (APRI) and the 4 factors (FIB-4) in Chinese chronic hepatitis B

patients.

Result: of these 108 CHB patients, the numbers of F0, F1, F2, F3 and

F4 are 32 (29.6%), 44 (40.7%), 9 (8.3%), 15 (15.7%), 6 (5.6%),

respectively. Patients with fibrosis had significantly higher level of

Age, aspartate aminotransferase (AST), alkaline phosphatase (ALP),

GGT and significantly lower level of patelet (PLT). In our study, the

area under the receiver operating characteristic curve (AUROC) of

the GPR (AUROC = 0.74) was significantly higher than that of APRI

(AUROC = 0.72) and FIB-4 (AUROC = 0.72) to predict histological

stage CF2. The sensitivity and specificity of GPR were 64 and 84%

for predicting histological stage CF2.

Conclusion: The GPR can also be a routine laboratory marker to

stage liver fibrosis in patients with CHB in China, which is more

accurate than APRI and FIB-4 to predict histological stage CF2.

PP1507

Predictive Value of Serum IFN-c inducible Protein-10 and IFN-c/
IL-4 Ratio for Liver Fibrosis Progression in CHB Patients

Yadong Wang1, Caiyan Zhao1, Weiyan Yu1, Chuan Shen1,
Wei Wang1, Yajuan Zhao2, Honghao Che3

1The Third Hospital of Hebei Medical University, Shijiazhuang; 2The

Infectious Disease Hospital of Handan City, Handan; 3The First

Hospital of Shijiazhuang City, Shijiazhuang

Background: Noninvasive serum markers for assessment of liver

fibrosis in chronic hepatitis B (CHB) patients have not been well-

studied though several evaluations of serum markers for patients with

chronic hepatitis C virus (HCV) infection. The present study was to

evaluate the predictive value of serum interferon gamma-inducible

protein-10 (IP-10) alone or in combination with the interferon (IFN)-

c/interleukin (IL)-4 ratio for liver fibrosis progression in CHB

patients.

Methods: Based the guidelines for the management of CHB by the

Asian Pacific Association for the Study of the Liver, a total of 180

CHB patients undergoing a liver biopsy were recruited in this cohort

study, and were categorized into four groups according to the Ishak

fibrosis scale of 0–6 (ranging from normal to cirrhosis): no fibrosis

(F0, n = 15), mild fibrosis (F1–2, n = 55), moderate fibrosis (F3–4, n

= 68), and severe fibrosis (F5–6, n = 42), in which F3–6 was defined

as significant fibrosis. Serum IP-10, IFN-c, IL-4, and TGF-b1 levels

were examined by ELISA, from which the IFN-c/IL-4 ratio was

calculated. Intrahepatic mRNA and protein levels of IP-10, IFN-c,

and IL-4 were analyzed by real-time qRT-PCR and quantitative

immunohistochemistry respectively.

Result: The serum levels of IP-10, IFN-c, IL-4 and TGFb1 were each

positively correlated with the severity of liver fibrosis, whereas the

IFN-c/IL-4 ratio was negatively associated with the progression of

hepatic fibrosis. Multivariate logistic regression analysis, in which the

levels of Alb, ALT, TBil, PT, PLT, HBV DNA, and IP-10 as well as

the IFN-c/IL-4 ratio were involved, revealed that the serum IP-10,

IFN-c/IL-4 ratio, PT and PLT were independent predictors for sig-

nificant fibrosis, with the regression equation: Logit P = -1.125 +

3.365 IP-10 + 1.609 IFN-c/IL-4 ratio -2.205 PT–2.694 PLT.

Receiver operating characteristic (ROC) curve analysis demonstrated

a higher area under the curve (AUC) for IP-10 of 0.908 than that for

IFN-c/IL-4 ratio of 0.780. The IP-10 cut-off value of 300 ng/mL (with

the optimal Youden index) had a sensitivity of 92.7%, specificity of

68.6%, positive predictive value (PPV) of 82.3%, and negative pre-

dictive value (NPV) of 85.7%. When the IP-10 level was combined

with the IFN-c/IL-4 ratio (cut-off value 1.8, sensitivity of 70.0%,

specificity of 72.9%, PPV of 80.2%, and NPV of 60.7%), the dis-

criminatory ability was much improved with the sensitivity of 86.9%,

specificity of 93.8%, PPV of 94.6%, and NPV of 84.9%, respectively.

Conclusion: The serum IP-10 alone or in combination with IFN-c/IL-

4 ratio have a great potential for predicting significant fibrosis among

CHB patients, though further insightful mechanisms investigations

and multi-center randomized controlled clinical trials need to be

identified systematically.
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PP1508

Combining serum S100A4 improves the accuracy of transient
elastography for hepatitis B significant fibrosis detection

Libo Yan1,2, Hong Tang1,2

1Center of Infectious Diseases, West China Hospital, Sichuan

University, Chengdu; 2Division of Infectious Diseases, State Key

Laboratory of Biotherapy, Sichuan University, Chengdu

Background: The diagnostic performance of Fibroscan might be

improved while combined with other serum fibrosis related markers.

Previous study has demonstrated that S100A4 expression is associ-

ated with liver fibrosis in humans with hepatitis. This study is aimed

to clarify diagnostic accuracy of serum S100A4 levels for liver sig-

nificant fibrosis in patients with chronic hepatitis B (CHB), and

develop a combined algorithm of LSM, S100A4 to predict significant

liver fibrosis in chronic hepatitis B.

Methods: One hundred and seventy-five CHB patients who per-

formed liver biopsy were consecutively included. We evaluated the

serum levels of S100A4, liver stiffness measurement (LSM) values

and other clinically-approved fibrosis scores.

Result: Serum S100A4 level is higher in CHB patients with signifi-

cant fibrosis, compared those patients with no significant fibrosis

(148.15 ± 178.18 versus 379.40 ± 413.89 pg/ml, P\ 0.001). Using

receiver-operating characteristic (ROC) analyses, the area under the

curves (AUC), sensitivity, specificity of S100A4 were 0.749, 62.7 and

75.9% for significant fibrosis (CStage 2), respectively. These results

were not superior to LSM, but superior to FIB-4 and APRI for sig-

nificant fibrosis detection. An algorithm consisting of S100A4, LSM

were derived. The AUC, sensitivity, and specificity of model based on

serum S100A4 level and LSM were 0.866, 86.6, and 77.8% for sig-

nificant fibrosis detection, which was superior to LSM (0.834, 76.1

and 80.7%).

Conclusion: Serum S100A4 level was identified as a fibrosis marker

of liver fibrosis in patients with CHB. Combining serum S100A4

improves the accuracy of transient elastography for hepatitis B sig-

nificant fibrosis detection.

PP1509

Platelet count to spleen thickness ratio is related to histologic
severity of primary biliary cholangitis

Huan Wang1, Junqi Niu1

1The First Hospital of Jilin University, Jilin

Background: The aim of this study was to evaluate the ability of non-

invasive markers to identify the histological severity of primary bil-

iary cholangitis (PBC).

Methods: Fifty-eight treatment-naı̈ve PBC patients who had under-

gone liver biopsy were enrolled in our study. The patients’

histological stages were based on the classifications of Ludwig and

Scheuer. Aspartate aminotransferase-to-platelet ratio index (APRI),

fibrosis index based on the 4 factors (FIB-4), red blood cell distri-

bution width to platelet ratio (RPR), and platelet count to spleen
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thickness (PC/ST) ratio were calculated. Using the area under the

receiver operating characteristic curve (AUROC) to evaluate the

accuracy of different markers for predicting the histological severity.

Result: Among the 58 treatment-naı̈ve PBC patients, the patients of

Scheuer stage I/II/III/IV were 17/25/11/5, respectively. PC/ST ratio

(AUROC = 0.807) was superior to RPR (AUROC = 0.717), APRI

(AUROC = 0.726), FIB-4 (AUROC = 0.722), and mean platelet

volume (MPV) (AUROC = 0.671) in discriminating between stage I

and stage C II. The AUROC of PC/St ratio, RPR, APRI, FIB-4, and

MPV were 0.939, 0.872, 0.816, 0.831 and 0.572, respectively, for

Scheuer stage C III; 0.968, 0.795, 0.744, and 0.723, respectively for

stage IV. The sensitivity and specificity of PC/ST ratio were

73.4%,79.1%; 81%,100%;88.7%,100% for detection of Scheuer stage

C II, Scheuer stage C III and Scheuer stage IV, respectively.

Conclusion: Our study findings indicated that compared with previ-

ous noninvasive test PRP, APRI, FIB-4 and MPV, PC/ST ratio shows

the most accurate for distinguish the histologic severity of PBC

patients.

PP1510

Application of FibroScan combined with ultrasonic semi-
quantitative scoring for early-stage viral liver cirrhosis

Deti Peng1, Guangdong Tong2, Yufeng Xing2, Sirong Zhang1,
Liang Chen2, Yingjie Chen2, Daqiao Zhou2

1Fourth Clinical College of Guangzhou Chinese Medicine University,

Guangzhou; 2Shenzhen Hospital of Traditional Chinese Medicine,

Shenzhen

Background: Hepatic fibrosis evaluation is highly important in the

management of patients with chronic viral hepatitis. This article is to

evaluate the value of the FibroScan combined with the color Doppler

ultrasound in diagnosing the early-stage viral liver cirrhosis.

Methods: 40 patients with liver biopsy who were diagnosed chronic

hepatitis B were chosen. Routine laboratory tests, Fibroscan and color

doppler ultrasound were carried out; receiver operating characteristic

curve (ROC curve) of FibroScan, ultrasonic semi-quantitative scoring

and combined diagnosis model were drawn out, and the relevance of

these three and early-stage viral liver cirrhosis (S3–S4) was analysed.

Result: The area under the ROC curve (AUROC value) of FibroScan

and ultrasonic semi-quantitative scoring for early-stage viral liver

cirrhosis (S3-S4 stage) was 0.89 (95% CI 0.780–1.00), 0.71 (95% CI

0.517–0.918), respectively;the sensitivity and specificity of FibroScan

and ultrasonic semi-quantitative scoring are 0.71 (1.00), 0.5 (0.75),

respectively; The AUROC value of combination FibroScan with

ultrasonic semi-quantitative scoring was 0.93 (95% CI 0.845–1.00)

for early-stage viral liver cirrhosis and the sensitivity and specificity

was 0.7 (1.00)

Conclusion: FibroScan combined with ultrasonic semi-quantitative

scoring diagnostic model can significantly improve the diagnosis

effectiveness of early-stage viral liver cirrhosis, and thus help clini-

cians choose antiviral therapy and early intervention in treating liver

fibrosis.
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PP1511

The gamma-glutamyl transpeptidase to platelet ratio is superior
to APRI and Fib-4 in predicting significant fibrosis in chronic
hepatitis B patients whose therapy decisions depend on liver
biopsy: a multicentre, retrospective study

JI-yuan Zhou1, Hong Zhao1, Lin-Lin Yan1, An-Lin Ma2,
Shi-Bin Xie3, Xu-Qing Zhang4, Da-Zhi Zhang5, Qing Xie6,
Guo Zhang7, Jia Shang8, Jun Cheng9, Wei-Feng Zhao10,
Zhi-Qiang Zou11, Ming-Xiang Zhang12, Gui-Qiang Wang1

1Peking University First Hospital, Beijing; 2China-Japan Friendship

Hospital, Beijing; 3The Third Affiliated Hospital Sun Yat-Sen

University, Guangzhou; 4South West Hospital affiliated to Third

Military Medical University, Chongqing; 5Second Affiliated Hospital

of Chongqing Medical University, Chongqing; 6Rui Jin Hospital

Shanghai Jiao Tong University School of Medicine, Shanghai; 7The

People’s Hospital of Guang Xi Zhuang Autonomous Region,

Nanning; 8The People’s Hospital of He Nan Province, Zhangzhou;
9Di Tan Hospital Affiliated to Capital Medical University, Beijing;
10Xinxiang Medical University Third Hospital, Shanghai; 11Yantai

City Hospital for Infectious Disease, Yantai; 12Shenyang Sixth

People’s Hospital, Shanyang

Background: The gamma-glutamyl transpeptidase to platelet ratio

(GPR) has been reported as a new model, allegedly more accurate

than the Fib-4 and aspartate aminotransferase to platelet ratio index

(APRI) for predicting significant fibrosis and cirrhosis in African

cohorts. The present study aimed to validate the diagnostic value of

GPR for predicting significant fibrosis (Ishak score C 3) in patients

with chronic hepatitis B virus (HBV) infection, especially in patients

with pending therapy decision.

Methods: From October 2013 to December 2015, 593 treatment-

naı̈ve patients who underwent liver biopsy in 24 teaching hospitals

located in China were recruited into this study. At the time of liver

biopsy, routine laboratory test and liver stiffness measurement (LSM,

FibroScan�) were performed.

Result: A total of 511 patients were finally analyzed. According to

guidelines, anti-HBV treatment was pending in 290 patients. For

predicting the need for urgent anti-HBV medicine in therapy pending

group, the receiver operating characteristic curve of GPR (0.81, 95%

CI 0.76–0.85) was significantly higher than that of Fib-4 (0.75, 95%

CI 0.71–0.81, P = 0.037) and APRI (0.74, 95% CI 0.69–0.79, P =

0.006), and slightly lower than LSM but the difference was no sig-

nificance (0.86, 95% CI 0.82–0.90, P = 0.059).

Conclusion: The diagnostic efficiency of GPR for predicting signifi-

cant fibrosis is superior to Fib-4 and APRI in HBV infected patients.

The GPR may be a promising alternative to liver biopsy and LSM to

guide antiviral decision making, especially in resource-limited setting.

PP1512

The impact of non-selective beta blocker on the liver stiffness
measurement in cirrhosis with severe portal hypertension

Yoo Li Lim1, Ji Hyeon Lee1, Soon Koo Baik1, Moon Young Kim1

1Wonju Severance Christian Hospital, Wonju, South Korea

Background: Liver stiffness measurement (LSM) using transient

elastography has shown a good correlation with portal hypertension

(PHT) measured by the hepatic venous pressure gradient (HVPG). It

is well known that LSM can be influenced by hepatic congestion and

right heart dysfunction. The non-selective beta blocker (NSBB) is

expected to reduce right heart preload by blunting of splanchnic

vasodilation, reducing collateral circulation and portal blood flow.

However, the influence of NSBB on the LSM is still not well known.

This study investigated the impact of NSBB on LSM by histological

and hemodynamic comparison.

Methods: For 69 patients who require NSBB treatments due to severe

PHT (HVPG C 12 mmHg) were included. The correlations between

LSM and histological fibrosis grade using collagen proportion area
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(CPA), and HVPG, before and after 3 months NSBB treatment were

compared. LSM change rate (DLSM) was calculated by (baseline

LSM - post-treatment LSM)/baseline LSMx10 (%).

Result: The etiologies of cirrhosis were composed of alcohol (n = 56,

81.2%) and HBV (n = 13, 18.8%). 43 Patients (62.3%) were NSBB

responders. In total population, the mean CPA was 28.67 ± 11.80%

and the mean baseline LSM was 44.28 ± 17.96 kPa. The baseline

CPA was significantly correlated with baseline LSM (R = 0.593, p\
0.001). After treatment, the LSM was 31.92 ± 15.70 kPa, and the

baseline CPA was more significant correlated with post-treatment

LSM (R = 0.819, p \ 0.001). According to NSBB response, in

responder group, the correlation between LSM and CPA was more

significant and stronger after treatment (R = 0.723, p\ 0.001) than

pre-treatment (R = 0.483, p = 0.001). This trends were also shown in

non-responder group, the correlation was more significant and

stronger after treatment (R = 0.765, p\0.001) than pre-treatment (R

= 0.725, p \ 0.001). The baseline CPA was statistically significant

greater in non-responder than responder (24.13 ± 7.60% vs. 36.18 ±

13.69%, p \ 0.001). The baseline HVPG and post-treatment HVPG

were 16.90 ± 3.66 mmHg and 12.86 ± 4.67 mmHg. Both baseline

HVPG-LSM and post-treatment HVPG-LSM correlation showed

significant correlation ((R = 0.430, p \ 0.001), (R = 0.646, p \
0.001)). In responder group, LSM was more closely correlated with

HVPG after NSBB treatment (R = 0.620, p \ 0.001) compared to

baseline LSM-HVPG correlation (R = 0.435, p = 0.004). However,

DLSM was relatively a weak predictor of NSBB response (AUROC

= 0.763; p \ 0.001), and the best cut-off value of DLSM for dis-

criminating the NSBB therapeutic response was 25.17% (sensitivity

69.9% specificity 76.9%).

Conclusion: The hepatic congestion by severe PHT can influence on

LSM value. The closer correlations between LSM and CPA after

NSBB treatment suggest that LSM include not only static but also

hemodynamic component that can reflect PHT. However this hemo-

dynamic component is prominent in histologically less collagen

accumulated cirrhosis.

PP1513

Selected non-invasive markers for diagnosis and determination
of the severity of liver fibrosis

Anatol Panasiuk1,2, Monika Gudowska3, Ewa Gruszewska3,
Bogdan Cylwik4, Maciej Szmitkowski5, Robert Flisiak6, Lech
Chrostek5

1Medical University of Bialystok, Department of Infectious Diseases

and Hepatology, Bialystok, Poland; 2Polska, Poland; 32 Department

of Biochemical Diagnostics, Medical University of Bialystok,

Bialystok, Poland; 4Department of Pediatric Laboratory Diagnostics,

Medical University of Bialystok, Bialystok, Poland; 5Department of

Biochemical Diagnostics, Medical University of Bialystok, Bialystok,

Poland; 6Department of Infectious Diseases and Hepatology, Medical

University of Bialystok, Bialystok, Poland

Background: The alternative for liver biopsy may be non-invasive

tests. The aim of this study was to evaluate the effectiveness of certain

non-invasive liver fibrosis markers: Bonacini, Lok and Fibro Q scores

in predicting and determining the clinical severity of liver fibrosis.

Methods: Serum samples were obtained from 124 patients with liver

diseases: 62 with alcoholic cirrhosis (AC), 30 - non-alcoholic cir-

rhosis (NAC) and 32 - toxic hepatitis (HT). The severity of liver

cirrhosis was evaluated according to the Child-Pugh score (31 patients

in class A, 35 in class B, and 26 in class C). Control group consisted

of 30 healthy volunteers. The Bonacini, Lok and Fibro Q scores were

calculated using specific formulas based on routine laboratory tests

and clinical data.

Result: The mean values of Bonacini, Lok and Fibro Q scores were

significantly higher in alcoholic cirrhosis (AC) (mean ± SD 7.85 ±

2.19; 3.95 ± 3.80; 29.79 ± 41.40, respectively) and non-alcoholic

cirrhosis (NAC) (7.18 ± 1.59; 1.60 ± 1.95; 14.17 ± 12.62, respec-

tively) when compared to the control group (4.45 ± 0.89; 0.83 ±

0.75; 1.84 ± 1.03, respectively) (Mann–Whitney U test: P\0.001 for

all comparisons). The values of the Bonacini, Lok and Fibro Q scores

significantly differ between liver diseases (ANOVA rank Kurskal–

Wallis test: P\ 0.001 for all comparisons). Further analysis showed

that the values of the Bonacini, Lok and Fibro Q scores in AC were

significantly higher than that in toxic hepatitis (TH) (5.43 ± 2.74;

1.02 ± 4.19; 14.15 ± 37.69, respectively) (P \ 0.001 for all com-

parisons). Also, the mean value of Lok index was significantly higher

in NAC than that in TH patients (P = 0.018), and the Fibro Q score

was higher in AC in comparison with NAC patients (P = 0.017). All

of the tested scores appeared to vary according to the severity of liver

damage (P\0.001 for all comparisons). The values of Bonacini, Lok

and Fibro Q scores were significantly higher in Child-Pugh class C

(9.46 ± 1.14; 6.69 ± 3.36; 47.21 ± 39.52, respectively) than that in

class B (7.29 ± 2.15; 2.69 ± 2.72; 21.71 ± 43.98, respectively) (P\
0.001 for all comparisons) and class A (6.17 ± 1.70; 0.39 ± 1.54;

11.18 ± 22.30, respectively) (P \ 0.001 for all comparisons). The

mean value of Lok index was also higher in class B when compared to

the class A (P = 0.002).

Conclusion: We conclude that the Bonacini, Lok and Fibro Q scores

changes in liver diseases and that all the tested scores reflect the

severity of liver fibrosis.

PP1514

The correlation between liver function and liver-portal vein
contrast ratio at the hepatobiliary phase on Gd-EOB-DTPA-
enhanced 3 Tesla MR imaging

Xiao Wang1, Weiguo Zhang1, Youhan Miao1, Tingting Feng1,
Chunhong Hu1, Weifeng Zhao1

1The First Affiliated Hospital of Soochow University, Soochow

Background: To quantitatively evaluate the usefulness of LPC (liver-

portal vein contrast ratio) in assessing the severity of liver cirrhosis, as

well as to investigate the correlation with liver function parameters on

gadolinium ethoxybenzyl diethylenetriamine pentaacetic acid (Gd-

EOB-DTPA)-enhanced MR imaging.

Methods: A total of 102 patients who underwent Gd-EOB-DTPA-

enhanced 3 Tesla MR imaging classified into the following four

groups: patients with normal liver function without cirrhosis (n = 20)

and cirrhosis patients with Child-Pugh class A, (n = 55); B, (n = 21);

and C, (n = 6) were included in this retrospective study. The LPC in

the T1-weighted volume interpolated breath-hold examination

(VIBE) image was calculated from measurements of the signal

intensity (SI) at hepatobiliary phase (HBP) 20 min, using the fol-

lowing formula: LPC = SIliver/SIportal vein. The LPC was calculated

and compared between normal and cirrhotic livers. The correlations

between LPC and liver function parameters were quantitatively

analyzed.
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Result: The degree of LPC is significantly different between normal

and respectively cirrhosis group (P \ 0.001). LPC constantly and

significantly decreased as the severity of cirrhosis increased at HBP

20 min (P\0.001) (Fig. 1). Multiple regression analysis revealed that

increased LPCs showed correlations with decreased serum levels of

total bilirubin (P = 0.0267) and Model for End Stage Liver Disease

score (P = 0.043), and elevated serum levels of albumin (P\0.001)

and platelet count (P = 0.020) (Fig. 2). The four liver function

parameters were independent predictors of LPC at HBP20 min.

Conclusion: The level of LPC on Gd-EOB-DTPA MR imaging

indicates the severity of cirrhosis and is correlated with liver function

parameters, it might be an alternative imaging biomarker for assessing

liver function.

PP1515

Analysis on the judgment values of three non-invasive score
systems (LIF-5, APRI and FIB-4) for treatment indication
in chronic HBV infected patients with ALT less than two times
of upper limits of normal (ULN)

Ai-rong Hu1,2, Su-wen Jiang1, Hua-dong Yan1, Shanshan Jin2

1Ningbo No .2 Hospital, Ningbo; 2Ningbo University School of

Medicine, Ningbo

Background: To comparatively analyze the judgment values of three

non-invasive score systems (LIF-5, APRI and FIB-4), which were

based on common indicators, for treatment indication (CG2 or CS2)

in patients with ALT\ 2XULN related to Chinese national standard

reference value (WS/T 404.1-2012).

Methods: The data of liver inflammation pathological grading,

fibrosis stage and clinical characteristics in 1 135 chronic HBV

infected patients with ALT\2XULN were analyzed retrospectively.

Patients were divided into (\G2 and\S2) group and (CG2 or CS2)

group. The independent variables were the continuous data that may

influence the treatment indication. Polynomial regression analysis

was carried out to construct the diagnostic model (LIF-5). The

judgment values of LIF-5, APRI and FIB-4 for treatment indication

were conducted by the receiver operating characteristic curve (ROC),

etc.

Result: In 1 135 patients there were 505 cases (44.49%) with liver

inflammation pathological grading CG2 or fibrosis stage CS2. The

constituent ratios of male patients and HBeAg negative, the average

age, the average values of ALT and AST, the average values of APRI

and FIB-4 in treatment indication (CG2 or CS2) group were higher

than that in (P\0.01). The diagnostic model (LIF-5) = 0.725+0.005

9 age (years)+0.003 9 ALT+0.004 9 AST-0.201 9 (A/G)-0.002 9

PLT (109/L). The concentration degree and the judgment value of

LIF-5 were higher than APRI and FIB-4. The AUCs of LIF-5 were

0.775, 0.788 and 0.760 in (CG2 or CS2) group, CG2 group and CS2

group, respectively, which were better than APRI and FIB-4. The

cutoff values for treatment indication of LIF-5, APRI and FIB-4 were
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0.46, 0.53 and 1.22, respectively. When the LIF-5 was B 0.30 for

treatment indication (CG2 or CS2), the sensitivity, negative predic-

tive value (NPV) and negative likelihood ratio (-LR) were 96.8, 91.8

and 0.11%, respectively. When the LIF-5 was [ 0.75 for treatment

indication, the specificity, positive predictive value (PPV) and posi-

tive likelihood ratio (+LR) were 97.3, 87.1 and 8.44%, respectively.

Conclusion: There are still structural damage with liver inflammation

CG2 or fibrosis CS2 in 44.49 per cent chronic HBV infected patients

with ALT \ 29ULN (WS/T 404.1–2012 standard reference value).

The non-invasive score systems (LIF-5, APRI and FIB-4) could

predict treatment indication (CG2 or CS2) with high accuracy, LIF-5

is the most effective among them. These models, especially LIF-5,

can be applied to the initial screening for treatment indication, follow-

up management, and the popularization and application in grass-roots

hospitals.

PP1516

The pathological features of liver tissue and influence factors
in patients with chronic hepatitis B virus (HBV) infection
and alanine transaminase (ALT) less than two times of upper
limits of normal: analysis of 1 148 cases

Ai-rong Hu1,2, Su-wen Jiang1, Yao-ren Hu1,2, Shan-shan Jin2

1Ningbo No. 2 Hospital, Ningbo; 2Ningbo University School of

Medicine, Ningbo

Background: To analyze the liver pathology, the clinical character-

istics and influence factors in chronic HBV infected patients with

normal or slightly abnormal liver function, ALT less than two times

of upper limits of normal (ULN), and to provide some reference

values for reasonable clinical diagnosis and treatment.

Methods: The data of 1148 cases with liver pathology (liver

inflammation pathological grading and fibrosis stage) and clinical

characteristics were analyzed retrospectively. Patients were divided

into non- treatment indication group (30–40 years group (378 cases)

and[40 years group (411 cases).

Result: There were 510 cases (44.42%) with liver inflammation

pathological grading CG2 or fibrosis stage CS2 in these patients. The

constituent ratios of male patients and HBeAg negative, the average

age, and the average values of ALT and AST in each treatment

indication sub-group were higher than that in non-treatment indica-

tion group, and the average values of albumin-globulin ratio (A/G),

white blood cell (WBC) and platelet (PLT) were lower, the differ-

ences were statistically significant (P\0.01). The changes in CG2+

CS2 sub-group and the changes of PLT were the most. The inde-

pendent risk factors for liver inflammation exacerbation and liver

fibrosis exacerbation were PLT declining, AST rising, A/G declining,

age increasing, HBeAg negative, and gender (male), respectively.

Along with the increase of age, the degrees of liver tissue inflam-

mation and liver fibrosis aggravated (r = -0.352, -0.321; v2 =

32.154, 43.585; P \ 0.01), especially in patients aged over30. The

positive cut-off value of age for treatment indication (CG2 or CS2)

was 32.5 years.

Conclusion: A relatively high proportion of chronic HBV infected

patients with ALT \ 2XULN have progressive liver diseases, espe-

cially for male patients with age over 32.5 years, HBeAg negative,

and have declining trend of PLT and A/G, increasing trend of AST.
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The preliminary study on the predictive value of ceruloplasmin
in diagnosising complicated with hepatic steatosis of chronic
hepatitis B

Da-wu Zeng1, Jing Dong1, Yue-Yong Zhu1, Yu-Rui Liu1, Jia-Ji
Jiang1

1Liver Center, The First Affiliated Hospital, Fujian Medical

University, Fuzhou 350005, Fujian Province

Background: To investigate the diagnostic value of ceruloplasmin

for patients with chronic hepatitis B (CHB) complicating with hepatic

steatosis and establish a noninvasive diagnosis model to predict

hepatic steatosis, and analyze its diagnostic value.

Methods: Both liver biopsy samples and sera were collected from

395 consecutive CHB patients in Liver Center, First Affiliated

Hospital, Fujian Medical University (Figure 1). Patients were divided

into Group A (CHB patients complicating hepatic steatosis, n = 136),

Group B (CHB patients without hepatic steatosis, n = 231) and Group

C (patients with fatty liver disease, n = 28). Receiver operator

characteristic curves were applied to the diagnostic value of CP for

measuring hepatic steatosis, and Spearman rank correlation was

applied to analyze the relationship between CP and liver pathology in

Group A. Logistic regression analysis was used to assess the diagnosis

significance of related indicators and build a predictive model for the

diagnosis of hepatic steatosis.

Result: Serum CP levels were different among Group A, B and C (F

= 26.951, P \ 0.01). CP in Group A (209.52 ± 38.09) mg/L was

lower than that in Group C (256.86 ± 84.27) mg/L, and was higher

than that in Group B (197.83 ± 33.85) mg/L, the differences were

statistically significant (P\0.05). The average serum CP in the CHB

patients of S1, S2, S3 and S4 of fibrosis stage were (209.49 ± 35.26),

(207.63 ± 36.72), (193.30 ± 34.78) and (186.89 ± 30.17) mg/L

respectively. One-way ANOVA analysis demonstrated that statisti-

cally significant differences of CP among the four groups of fibrosis

stages (F = 7.849, P \ 0.01) and CP level gradually declined with

fibrosis stage increasing. The average serum CP in the NAFLD

patients of F0, F1, F2 and F4 of hepatic steatosis degree were (197.83

± 33.85), (203.06 ± 35.02), (218.10 ± 41.65) and (222.08 ± 38.93)

mg/L respectively, and displayed statistically significant differences

of CP among the four groups of steatosis degrees (F = 7.849, P \
0.01), the CP level gradually increased with the fibrosis stage

increasing. Spearman rank correlation analysis indicated that serum

CP were negatively correlated with liver fibrosis stage (r = -0.234, P

\ 0.01) while positively correlated with the steatosis degree (r =

0.150, P\ 0.01). The AUC values were derived as 0.738 for F C 3.

Model-F3 was developed combining routine laboratory markers (CP,

Age, HDL and ALB) to predict F C 3 in CHB patients hepatic

steatosis, the AUROC was 0.815 and the adAUROC was 0.871 after

correction of DANA formula.

Conclusion: CP in CHB patients was negatively correlated with

fibrosis stage as well as positively correlated with the degree of

hepatic steatosis. Single factor of CP defined a certain predictive

value for the diagnosis of CHB complicating hepatic steatosis and

incorporation of CP to establish a prediction mode for hepatic

steatosis presented a certain diagnostic value.
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ValidatIon of ELF test score for hepatic fibrosis evaluation
in Turkish chronic liver disease patients

Sertac Durusoy1, Ender gunes Yegin2, Filiz ture Ozdemir1,
Osman cavit Ozdogan1
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Hospital, Istanbul, Turkey

Background: Determining the severity of liver fibrosis without liver

biopsy has been getting higher priority inorder to clarify prognosis or

response of any treatment in patients with chronic liver disease. The

Enhanced Liver Fibrosis (ELF) test is a simple blood test to create an

ELF score by combining three markers: hyaluronic acid (HA), amino-

terminal propeptide of type III procollagen (PIIINP), and tissue

inhibitor of metalloproteinase 1 (TIMP-1).
Methods: Patients’s (Chronic Hepatitis B and C) who have liver

biopsies in 6 to 12 months were recruited and serum samples for ELF

test were collected. Liver biopsies of these patients have already been

used for digital imaging analysis (DIA) in a previous study for

quantification of type III procollagen in liver biopsy samples. The

validation of ELF test score solely and, its companents were done by

Ishak and Knodell fibrosis scores. DIA quantification and serum

procollagen type III levels were evaluated for any correlation.

Result: Fifty-four patients (Female 26) with chronic hepatitis and 37

healthy volunteers (Female 19) were enrolled into the study. The

accuracy of the Elf test in distinguishing healthy and liver fibrosis was

very good (AUROC: 0.910, sensitivity 84%, specificity: 89%), HA

which is a component of the Elf test (AUROC: 0.908, sensitivity 75%,

specificity 94.4%) found to be as strong as Elf test. For detection of

significant fibrosis (Ishak C F2, Knodell C F1) cut off value of 8.41

(AUROC: 0.90, sensitivity 87%, specificity 82%), and for detection of

severe fibrosis (Ishak C F4; Knodell C F3) cut-off value of 9.47

(AUROC: 0.79–0.81, sensitivity 75–65%, specificity 75–84%) were

found to be appropriate for our population. DIA type III procollagen

values were modaretely correlated with the serum type III procollagen

values (rs: 0.441, p = 0.001).

Conclusion: The ELF test is a promising technique to identify

patients with liver fibrosis, especially for the clarification of

significant and/or severe fibrosis (AUROC: 0.914, 100% sensitivity,

77% specificity) in our population. However, cut off levels for the

significant and/or severe fibrosis should be redetermined for our

population. Serum procollagen type III levels have modarete corre-

lation with DIA quantifications showing that serum procollagen type

III is probably effected by another fibrotic tissues in the body.

PP1519

Noninvasive cirrhosis regression assessment in patients treated
with direct acting antivirals for chronic C Hepatitis

George Sebastian Gherlan1,2, Madalina Neata2, Petre Iacob
Calistru1,2

1’’Carol Davila’’ University of Medicine and Pharmacy, Bucharest,

Romania; 2’’Dr. Victor Babes’’ Center for Diagnosis and Treatment,

Bucharest, Romania

Background: It is already known that liver fibrosis is a reversible

phenomenon and evidences supporting that even cirrhosis reverses are

growing. The point of no return for cirrhosis is still unknown. We

monitored by noninvasive means the evolution of liver fibrosis during

direct acting antivirals, trying to demonstrate the reversibility of

fibrosis and even cirrhosis

Methods: We monitored 28 patients (9 men and 19 women) with

ages between 36–79 years diagnosed with liver cirrhosis by either one

(or both) of the most used noninvasive methods: Fibroscan and

Fibrotest during the antiviral treatment. We performed Fibroscan at

the beginning of the treatment, at one month from the beginning and

at the end of treatment (EOT). At the same time points we performed

paraclinical investigations based on which we calculated noninvasive

fibrosis scores.

Result: At the beginning: 3 patients classified by Fibrotest as F4 were

classified by Fibroscan as other stages (2 F3 and one F1). 6 patients

classified by Fibroscan as F4 were classified by Fibrotest as other

stages (4 F3 and 2 F2). The evolution of the parameters measured at

start of therapy, one month and three months: There was a mean

decrease of Fibroscan of 2.49 ± 3.93 kPa (p \ 0.005, CI 95%

0.97–4.02) from start to one month. From start to EOT, the decrease

was 6.72 ± 6.66 kPa (p \ 0.005, CI 95% 4.14–9.31). According to

Fibroscan 10 patients passed from F4 to F3, one from F4 to F2, 2 from

F3 to F2 and one from F1 to F0. 13 patients maintained the same stage

of fibrosis (F4). There was a mean decrease of APRI from start to 4

weeks of 1.12 ± 0.92 (p\0.005, CI 95% 0.76–1.48) and a decrease

of 1.02 ± 1.02 (p\0.005, CI 95% 0.62–1.481) from start to EOT. A

slight increase of APRI from 4 to 12 weeks can be noticed, but it has

no statistical significance: 0.09 ± 0.33 (p = 0.128). FIB 4 had a

parallel evolution with APRI, decreasing at one month with 1.66 ±

1.18 (p\0.005, CI 95% 1.2–2.13) and at EOT with 1.15 ± 1.88 (p\
0.005, CI 95% 0.42–1.88) from the beginning. The raise from week 4

to week 12 was similarly not statistically: 0.51 ± 1.32 (p = 0.06).

Conclusion: There is an improvement of noninvasive tests results

(Fibroscan, APRI and FIB 4) in patients treated with DAA (including

in those with liver cirrhosis). It is possible that Fibroscan reduction is

based partly on inflammation disappearance, but owing that the

change of stage from F4 to F3 occurred in 8 patients classified by both

Fibroscan and Fibrotest as F4, probably fibrosis regression is also

involved.
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Dynamic changes of liver stiffness within 26 weeks could predict
histological reverse of liver fibrosis in chronic hepatitis B patients
treated with entecavir

Yuanyuan Kong1, Jialing Zhou1, Xiaoning Wu1, Yameng Sun1,
Yong-peng Chen2, Hongxin Piao3, Lungen Lu4, Huiguo Ding5,
Yuemin Nan6, Wei Jiang7, Youqing Xu8, Wen Xie9, Hanwei Li10,
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Youan Hospital, Capital Medical University, Beijing; 19Departments
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Israel Medical Center of Albert Einstein College of Medicine, New
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Background: In patients with chronic hepatitis B patients (CHB) oral

antiviral therapy leads to biphasic decline in liver stiffness. However,

whether the declining amplitude of LSM in early phase would predict

the reversibility of fibrosis in later phase is still unknown. Therefore,

in the present study we evaluated the predictability of early phase

decline in LSM for later phase reversibility of liver fibrosis.

Methods: In a cohort of patients with CHB who received entecavir

therapy, we measured HBV DNA, liver function tests and LSM at

baseline and every 26 weeks during a 78-week entecavir therapy.

Liver biopsies were taken before and 78 weeks of the treatment and

histological reverse of liver fibrosis was defined as Ishak fibrosis score

decreased1. Piecewise linear mixed-effects model was used to

examine the predictive value of dynamic changes in liver stiffness for

histological reverse of liver fibrosis.

Result: Among 179 CHB patients on entecavir therapy, histological

reverse of liver fibrosis was observed in 40.8%. In patients with

baseline ALT\2.5 ULN, the LSM declining at the first phase (at 26

weeks of treatment) was significant faster in those with histological

reverse of liver fibrosis (reverse group) than in those without histo-

logical reverse (non-reverse group) (Dslope = -0.086, P = 0.035): in

the reverse group the LSM went down from 12.7 to 8.5 Kpa (rate of

decrease = 33.1%; slope = -0.16, P\0.0001), whereas in the non-

reverse group it went down from 12.5 to 10.5 Kpa (rate of decrease =

16%; slope = -0.08, P \ 0.0001). The second phase of LSM

declining showed no significant difference between reverse and non-

reverse groups (Dslope = -0.006, P = 0.747). The AUROC of LSM

dynamic model (including age, sex, and biphasic slopes) for pre-

dicting the later phase histological reverse of liver fibrosis was 0.78

(95% CI 0.68–0.86), with a sensitivity of 77.78% and specificity of

75.41% at a cut-off value of 0.41.

Conclusion: Dynamic changes of liver stiffness within 26 weeks of

entecavir therapy could be used to predict later phase histological

reversibility of liver fibrosis in CHB patients with baseline ALT\2.5

ULN.

PP1521

Serum sST2 is a Potential novel biomarker for non-invasive
diagnosis of HBV-related liver cirrhosis

Lanyi Lin1, Shaowen Jiang1, Ruidong Mo1, Xiaogang Xiang1,
Rongtao Lai1, Hui Wang1, Gangde Zhao1, Wei Cai1, Weijing
Wang1, Qing Guo1, Qing Li1, Qing Xie1

1Department of Infectious Diseases, Ruijin Hospital, Shanghai Jiao

Tong University School of Medicine, Shanghai

Background: This study aimed to investigate whether interleukin-33/

ST2 pathway is involved in the progression of liver fibrosis and

instrumental use of serum markers for the diagnosis of liver fibrosis in

patients with chronic hepatitis B virus (HBV) infection.

Methods: Liver fibrosis was staged using Ishak score system. Serum

levels of IL-33 and sST2 from 105 chronic hepatitis B (CHB) patients

were detected using ELISA.

Result: Serum levels of sST2 were found positively correlated with

AST and total bilirubin, and inversely correlated with serum albumin

or platelet count. Serum sST2 level was significantly two times higher

in patients with liver cirrhosis (F6) compared with those of non or

mild fibrosis group (F0–2), moderate fibrosis group (F3–4), advanced

fibrosis group (F5) and healthy controls (P\0.05), but notably lower

than HBV-associated acute chronic liver failure (HBV-ACLF) group

(P\0.05). Serum sST2 was positively associated with the severity of

fibrosis. The area under receiver operating characteristics (ROC)

curve was calculated to assess the accuracy of serum sST2 to identify

liver cirrhosis from CHB patients. Its corresponding area was 0.87

(95% CI 0.77 to 0.97; P\ 0.0001), and the optimal cut-off value of

serum sST2 was 7.3 ng/ml, with the sensitivity of 82.6%, specificity

of 86.1%, positive predictive value of 79.2%, and negative predictive

value of 88.6%. There was no significant difference in serum levels of

IL-33 between patients with different fibrosis stages.

Conclusion: Serum sST2 is involved in the progression of liver

fibrosis and may serve as a potential novel non-invasive biomarker for

diagnosing HBV-related liver cirrhosis.
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The differential expression of plasma microRNAs in the HBV-
related liver fibrosis patients

Ma yan Hua1, Liu shun Ai2, Xing hui Chun1,3, Cheng Jun1,4

1Peking University Ditan TeachingHospital, Beijing; 2Institute of

Infectious Diseases, Beijing Ditan Hospital, Capital Medical

University, Beijing; 3Center of Hepatology, Beijing DitanHospital,

Capital Medical University, Beijing; 4Center of Hepatology Beijing

DitanHospital, Capital Medical University, Beijing

Background: To explore the differential expression of plasma

microRNAs in patients with HBV-related liver fibrosis

Methods: The expression of plasma miRNAs in healthy controls (n =

8), cirrhosis control group (n = 8) and hepatic fibrosis group (n = 10)

was detected by IlluminaHiSeq sequencing. Cluster analysis and

target genes prediction of differentially expressed miRNAs was car-

ried out, Gene ontology (GO) enrichment analysis and KEGG

pathway enrichment analysis of differentially expressed miRNAs

target genes were performed.

Result: Compared with the healthy control group, 104 miRNAs were

screened out from the liver fibrosis group, 72 miRNAs were up-

regulated and 32 down-regulated; in the liver cirrhosis group, 102

miRNAs were screened out, of which 70 were up-regulated and 32

down-regulated. Compared with healthy group, 22 miRNAs were up-

regulated in the other two groups, and 24 miRNAs were down-

regulated.

Conclusion: The expression of miRNAs in patients with liver fibrosis

is significantly different from those in healthy subjects. Many signal

pathways of hepatic fibrosis are regulated by miRNAs, the exact

mechanism still needs further study.

PP1523

Noninvasive evaluation of fibrosis change in chronic hepatitis C
patients after virologic cure: a meta-analysis and systematic
review

Zhi-Peng Liu1,2, Ting Chen1,2, Chu-Hong Huang1,2,
Xue-Wu Wei1,2, Yan Wang3,4

1State Key Laboratory of Organ Failure Research, Guangdong

Provincial Key Laboratory of Viral Hepatitis Research, Department

of Infectious Diseases, Nanfang Hospital, Southern Medical

University, Guangzhou; 2The Second School of Medicine, Southern

Medical University, Guangzhou; 3State Key Laboratory of Organ

Failure Research, Guangdong Provincial Key Laboratory of Viral

Hepatitis Research, Department of Infectious Diseases and

Hepatology Unit, Nanfang Hospital, Southern Medical University,

Guangzhou; 4Biomedical Research Center, Southern Medical

University, Guangzhou

Background: Noninvasive approaches to fibrosis evaluation, such as

liver stiffness (LS) measurement by transient elastrography (TE) and

a few well-investigated serum markers (SMs), have been getting

widely applied in the real practice. Yet, there is still uncertainty in

their reliability for assessing the longitudinal regression or progres-

sion of liver fibrosis in the CHC patients after sustained virological

response (SVR). We aimed to identify the association of SVR with

changes in noninvasive markers of hepatic fibrosis.

Methods: Databases of MEDLINE, Cochrane library, EMBASE, and

SCOPUS from inception to Jan 2016 were searched for the cohort

studies that had pre- and post- treatment evaluation of fibrosis in

patients. The associations between SVR and change in noninvasive

markers were identified by meta-analyses of pooled data from the

included studies that used noninvasive markers which had baseline

biopsy as reference and measures obtained at both pre- and post-

treatment time points with interval C6 months.

Result: Four eligible studies were included in the analysis of TE-

LSM with up to 499 patients, of which 55.9% achieved SVR and

92.2% had baseline biopsy. Patient numbers at baseline METAVIR

F1/2/3/4 were 133/127/92/77. From 72 weeks to 4 years after treat-

ment, SVR vs Non-SVR patients could have more improvement in
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both the change of LS (P = 0.029) and the rate of change in LS (P =

0.025). Among Non-SVR patients, relapsers might have more

improved LS than nonresponders at one year after treatment; or there

could be no difference between relapsers and nonresponders in LS

values both at the baseline and the end of treatment or 3 years of

follow-up. Clinical factors associated with the change of LS include

baseline fibrosis stage, therapy duration, virological response, and

biochemical response. Seven eligible studies were included in the SM

analysis with totally 1430 patients and 44.9% achieved SVR. Time

interval ranged from 1.25 to 8.31 yrs. A high baseline histologic stage

could have a high baseline score. Additionally, baseline scores

appeared to be lower in SVR vs Non-SVR patients. There could be

more decrease in SM scores in SVR vs Non-SVR patients for the

same duration of follow-up. However, at different time points, there

could be differences in the predictive ability or the significance of

change in scores of SMs among the SVR or Non-SVR patients.

Moreover, except for Fibrotest’s reported concordance with changes

in histologic fibrosis, it is still uncertain whether the decrease in other

SMs scores can be reliably associated with fibrosis regression as the

parallel histologic assay had not been performed in most studies.

Conclusion: Change in LS and SMs may reflect the prognosis of

virological response in the treated patients, while the exact correlation

of their measures to the fibrosis changes needs further determination.

PP1524

A systems approach to identify liver fibrosis makers for non-
invasive testing

Biaoyang Lin1,2,3, Yunhua Liu 4, Weikun Li 4, Longgen Liu5,
Shu Zheng6

1Hangzhou Proprium Biotech Co. Ltd, Hangzhou; 2Zhejiang
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Kunming; 5The Third Hospital of Changzhou City, Changzhou; 6The
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Background: Liver fibrosis has been routinely assessed using com-

mon serum markers HA, LN, CIV and PIIINP. However, these

markers have low sensitivity in detecting liver fibrosis. There is a

need to identify novel serum markers for liver fiborsis. However, the

research on liver fibrosis lacks a systems biology approach, as most

efforts focused on using existing biochemical tests (e.g. ALT, AST

and PLT) as used in the FIB4 and APRI scores or common proteins

(e.g. alpha-2-microglobulin and haptoglobin) as used in the Fibrotest.

Methods: We took a systems’ approach by combining next-genera-

tion sequencing and mass spectrometry based analysis of all secreted

proteins in fibrotic/cirrhotic liver tissues. An integrated systems

approach was used to analyze the huge data sets generated by the two

high-throughput technologies.

Result: We identified several top candidates for liver fibrosis. As a

proof of the principle and to show the effectiveness of the approach,

we demonstrated that CHI3L1, one of the top candidates, has both a

sensitivity and a specificity over 90% (Figure 1), much better than the

combined HA, LN, CIV and PIIINP tests. The CHI3L1 test, which we

nicknamed Fibro-CHI for easy memory, also was able to identify

biopsy-confirmed advanced liver fibrotic patients that were missed by

the combined HA, LN, CIV and PIIINP tests. In a three-way com-

parison of the Fibro-CHI, Fibroscan and pathology assessment, we

found that about 48% of the cases were consistent among the three

analyses (Table 1), suggesting that biopsy might be avoided for

patients with consistent Fibro-CHI and Fibroscan results. A similar

approach was adopted by the EASL for using the combination of liver

stiffness measurement and a blood test to improve accuracy and to

reduce the need for liver biopsy or to resolve uncertainty.

Conclusion: A systems approach allows nonbiased identification of

novel fibrosis markers for liver diseases. The CHI3L1 test, named

Fibro-CHI, is a potential potent noninvasive test for helping assessing

liver fibrosis.

PP1525

Clinical study of M2BPGi assessing liver fibrosis in patients
with chronic hepatitis C

Yang Yi Liang1, Pan Yu1

1Department of Hepatology, The First Hospital of Jilin University,

Changchun

Background: To explore the accuracy of M2BPGi in evaluating liver

fibrosis in chronic hepatitis C (CHC), compared with FibroScan.

Methods: We retrospectively reviewed 1001 hepatitis C patients who

underwent FibroScan test and color Doppler ultrasound at The First

Hospital of Jilin University (Changchun, China). 321 patients who got

fatty liver were exclusion in this study. Serum liver fibrosis markers

and Liver stiffness measurement (LSM) were evaluated in 680 pa-

tients with chronic hepatitis C. We analysed the correlation between

LSM and serum liver fibrosis markers. In addition, the diagnostic

value of liver stiffness for predicting fibrosis was assessed by calcu-

lating the areas under the ROC curves. The sensitivity, specificity,

positive predictive value (PPV), and negative predictive value (NPV)

of optimal cutoff values of M2BPGi for the diagnosis of liver fibrosis

were calculated. Statistical analyses were performed using the IBM

SPSS Statistics 22.0.

Result: 1. This study including 680 CHC patients and 164 healthy

controls. The median serum M2BPGi value was significantly higher

in CHC patients (0.8 (0.50–1.50)) than in controls (0.3 (0.22–0.46)).

2. Among CHC patients, the median serum M2BPGi value increased

in association with progression of fibrosis score as F0:0. (0.41–0.87),

F1:1.1 (0.82–1.74), F2:1.3 (0.86–2.77), F3:1.5 (1.15–2.55), F4:4.3

Hepatol Int (2017) 11 (Suppl 1):S1–S1093 S911

123



(1.76–8.17). There were significant differences between fibrosis

stages F0 and F1, and between F3 and F4 (P \ 0.001). 3. The area

under the receiver operating characteristic curve (AUC) values of

M2BPGi for fibrosis stage CF1, CF2, CF3 and CF4 were 0.855,

0.854, 0.864 and 0.904, respectively. The cutoff values were 0.935,

1.155, 1.165 and 1.315. The AUC for the diagnosis of early fibrosis (F

C 1) using serum M2BPGi values (0.855) was almost comparable to

that using APRI examination (0.854, P = 0.984), but was superior to

the other surrogate markers, including FIB-4 (0.748, P\ 0.001) and

GPR (0.815, P = 0.042). The AUC for the diagnosis of significant

fibrosis (F C 2) using serum M2BPGi values (0.854) was almost

comparable to that using GPR (0.844, P = 0.615) and APRI (0.872, P

= 0.335) examination, but was superior to FIB- (0.807, P = 0.032).

When compared with other non-invasive markers, M2BPGi had the

greatest specificity for diagnosing severe fibrosis (F C 3) and cirrhosis

(F C 4) in hepatitis C patients.

Conclusion: 1. The serum M2BPGi values were significantly higher

in CHC patients than in healthy controls. 2. The serum M2BPGi

values increased in association with progression of fibrosis stage. 3.

M2BPGi was the most significant factor which is associated with

LSM. 4. M2BPGi may be a good marker to differentiate early (F1)

from significant fibrosis (F2), but it did not performed well in clas-

sifying patients at the extremes of significant fibrosis and sever

fibrosis (F2–F3). M2BPGi had the highest accuracy for diagnosing

liver cirrhosis.

PP1526

The Relationship between angiogenesis and histopathological
features in chronic liver diseases
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School, Nanjing; 3Department of Pathology, Nanjing Drum Tower
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Background: Liver fibrosis is a common pathological process in

chronic liver diseases (CLD). However, the mechanisms of liver

fibrosis are not yet fully elucidated. Animal studies show that liver

angiogenesis may contribute to both hepatic inflammation and

fibrosis. However, few studies investigate the liver angiogenesis in

liver tissues of CLD patients. We aimed to explore the association

between liver vessel density (VD) and the histopathological features

in chronic liver diseases (CLD).

Methods: Eighty-seven patients with CLD and 12 healthy controls

were included. The liver VD and fibrosis were estimated by CD31 and

a-smooth muscle actin (a-SMA) immunohistochemistry.

Result: Liver VD of CLD patients (54.83 ± 3.10/HPF) was signifi-

cantly higher compared to healthy controls (21.65 ± 1.85/HPF, P\
0.001). However, the liver VD was not significantly different among

CLD patients with different etiologies. Additionally, the VD was

significantly increased in patients with S3–4 stage (64.62 ± 3.39/

HPF) compared to S0–2 stage (36.11 ± 3.87/HPF, P\0.001). Liver

VD was positively correlated with fibrosis stages (r = 0.445, P \
0.001) and a-SMA positive area ratio (r = 0.335, P = 0.003). The

liver VD was not different between G3–4 stage (61.19 ± 5.47/HPF)

and G0–2 stage (51.35 ± 3.57/HPF, P = 0.155). The liver VD was

positively correlated with C-reactive protein (r = 0.253, P = 0.021),

prothrombin time (r = 0.42, P\0.001), international normalized ratio

(r = 0.426, P \ 0.001), activated partial thromboplastin time (r =

0.515, P \ 0.001) and Child-Pugh scores (r = 0.369, P = 0.001).

Furthermore, liver VD was negatively associated with serum albumin

(r = -0.357, P = 0.001) and cholinesterase (r = -0.401, P\0.001).

However, it was not correlated with serum alanine aminotransferase (r

= -0.064, P = 0.559) and aspartate aminotransferase (r = 0.027, P =

0.806).

Conclusion: Liver VD of CLD patients was positively associated

with liver fibrosis stage. We assumed that liver angiogenesis may

participate liver fibrosis in CLD patients.

PP1527

A novel non-invasive Golgi protein 73 (GP73)-based model
accurately diagnosed significant fibrosis in chronic liver disease
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Jiaotong University School of Medicine, Shanghai

Background: Golgi protein 73 (GP73) as a diagnostic biomarker for

hepatocellular carcinoma has been widely investigated and validated.

However, GP73 as a potential non-invasive biomarker for hepatic

fibrosis remains to be explored. The aim of the study was to explore

and validate the diagnostic value of serum GP73 in prediction of

significant fibrosis in chronic live disease.

Methods: 884 patients hospitalized for liver biopsy between Jan.

2013 and Apr. 2016 were screened and 619 patients were included for

analysis. The whole cohort was first used to evaluate the diagnostic

performance of GP73 for significant fibrosis (METAVIR F C 2) and

then divided into two cohorts, training and validation cohort. A GP73-

based model was developed using a training cohort (n = 469) and

further validated in the validation cohort (n = 150). See Fig. 1 for

flow chart of study design.

Result: Patient from training and validation cohort were comparable

with no significant different median age (42 vs 42), sex (52 vs 45% of

male), significant inflammation (52 vs 51%), significant fibrosis (47

vs 55%), ALT (50 vs 49), AST (37 vs 38), liver stiffness (LS,

determined by Fibroscan�) (7.9 vs 7.6) and GP73 level (56, 57) (P[
0.05 for all). Diagnostic performance of GP73 for significant fibrosis

was demonstrated to be good in the whole group or in patients with

different etiology or different ALT level (Fig. 2). Serum GP73, LS

and blood platelet counts (Plt) were identified as independent pre-

dictor of significant fibrosis under univariate and multivariate logistic

regression analysis in the training cohort. A GP73-based model

(GP73, LS and Plt) was developed and demonstrated better
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performance in diagnosing significant fibrosis than original LS (Auc

0.87 vs. 0.85, P [ 0.05) and other powerful non-invasive methods,

APRI (Auc 0.87 vs. 0.71, P\0.0001) and FIB-4 score (Auc 0.87 vs.

0.73, P \ 0.0001). In the validation cohort, the GP73-based model

also demonstrated better diagnostic value comparing to LS, APRI or

FIB-4 (Auc 0.83 vs. 0.80, 0.64, 0.73, respectively) (Fig 3.). Nearly

70% patients could be confirmed or excluded significant fibrosis with

*10% misclassification rate using the proposed GP73-based model

cut-off values (Fig. 4). Furthermore, the GP73-based also showed

good diagnostic value (Auc = 0.85) in treatment-naı̈ve CHB patients

who needs fibrosis evaluation for antiviral therapy decision making.

Conclusion: GP73 is an accurate serum marker for the detection of

significant fibrosis in patients with chronic liver disease regardless of

etiologies and inflammation background. A proposed GP73-based

model diagnosis strategy for confirming or excluding significant

fibrosis would help to decrease the needs of liver biopsy. Clinical

implementation of serum GP73 measurement as a standard test for

non-invasive diagnosis of significant fibrosis is recommended.
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Discovery of novel biomarker candidates for liver fibrosis
in chronic hepatitis B infectors
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Background: As current gold standard for assessing hepatic fibrosis

induced by HBV, liver biopsy procedure is invasive and accompanied

by a risk of complications. Moreover, although liver biopsy is thought

to provide relatively more definitive diagnosis for the discrimination

between stages of fibrosis, it is only about 80% accurate in staging

fibrosis. Therefore, various non-invasive approaches have been pro-

posed for assessing hepatic fibrosis including serum biomarkers,

transient elastography and combination algorithms, while the accu-

racy of these non-invasive approaches for discriminating various

stages of fibrosis is far lower than liver biopsy. In view of this, more

accurate serological biomarkers for HBV induced liver fibrosis are

urgently needed. The liver is the main site for the synthesis and

release of most of the plasma proteins, and when it is infected by

HBV, plasma proteins are likely to be quantitatively and qualitatively

affected. So analyzing the protein content in serum samples of CHBV

infectors is a novel and effective approach to find more accurate

biomarkers for liver fibrosis in non-invasive approaches.

Methods: Proteins in serum samples from chronic hepatitis B virus

(CHBV) infectors with liver fibrosis stages S0 and S2 were compared
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aimed to identify novel candidate differential expressed proteins by

using isobaric tags for relative and absolute quantitation (iTRAQ),

and then the candidate proteins as novel biomarker for liver fibrosis

were verified in other two group CHBV infectors using Western blot.

Result: 215 proteins were identified by using iTRAQ, among these

proteins, 107 differential proteins showed significant difference in

expression level between CHBV infectors with liver fibrosis stage S0

and S2. Eleven proteins which were upregulated to more than 1.5-fold

or downregulated to less than 0.5-fold in group S2 when compared to

group S0 were identified as candidate biomarkers for liver fibrosis.

Among the 11 candidate biomarkers, proteins upregulated in S2

samples when compared to S0 samples were: Ig gamma-2 chain C

region (IGHG2), Ig gamma-3 chain C region (IGHG3),

Immunoglobulin heavy chain (IGH@ protein), alpha-2-macroglobu-

lin (A2MG), and alpha-1-antitrypsin (A1AT). Proteins downregulated

in S2 samples when compared to S0 samples were: hemoglobin

subunit alpha (HBA), hemoglobin subunit beta (HBB), apolipoprotein

(APOA), apolipoprotein C-II (APOC2), apolipoprotein C-III

(APOC3), and vitamin D-binding protein (VTDB). The expression

level of these 11 proteins between another two groups of CHBV

infectors with liver fibrosis stage S0 and S2 were confirmed by

Western blot, among which, 10 proteins showed significant difference

except for IGH@ protein.

Conclusion: Proteins expression in serum samples from CHBV

infectors at fibrosis stage S0 and S2 showed significant difference, 10

potential biomarkers for liver fibrosis in CHBV infectors were

demonstrated.
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Prospective study of factors affecting the accuracy of liver
histopathology in patients with chronic hepatitis B
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Background: Liver biopsy (LB) is a valuable diagnostic method in

chronic liver disease. Recently, the status of LB is being challenged

by non-invasive measurement of liver fibrosis, and its value ques-

tioned owing to LB specimens quality. Although the size of the

biopsy specimen, which varies between 10.0 and 30.0 mm in length

and between 1.2 and 2.0 mm in diameter, but it is considered rea-

sonably representative of the whole liver pathology. Short specimens

may result in difficulties in grading and staging liver fibrosis, espe-

cially for cirrhosis. Thus, adequate specimens are important to

histopathological evaluation of grading and staging. Usually, a

specimen of 1.5 cm in length and containing at least six to eight portal

triads is recognized as enough for diagnosing. However, whether it is

suit for assessing liver fibrosis in patients with chronic hepatitis B

(CHB) and what factors affect the accuracy of liver histopathological

assessment remain poorly understood.

Methods: Sixty-nine consecutive treatment-naive patients with

chronic hepatitis B were prospective studied to analyze relevant

factors affecting accuracy of liver histopathology. The histopathology

of specimens which contained three sections was selected as the

standard. The histopathology of specimens was compared between

different pathologists, with different methods (the Ishak and Metavir

score) and in different lengths. 229 passes of percutaneous liver

biopsy were performed in 69 patients. Through the combination of

different pathological sections, seven specimens were obtained from

each patient. The procedure of study is showed in picture 1.

Result: A total of 483 specimens were acquired, with the mean of

25.5 ± 10.6 mm in length, 1.3 ± 0.7 mm in width, and 13.3 ± 6.4 in

number of complete portal tracts (NCPTs), respectively. 69 specimens

served as the standard and 414 specimens were received analysis. By

the receiver operating characteristic curve analysis, when the cut-off

value for length of 20 mm or NCPTs of 11, the diagnostic sensitivities

(Se) of the Ishak grading (IG), Ishak staging (IS), Metavir grading

(MG), Metavir staging (MS), were 60.0, 68.5, 71.2, 71.1, or 63.1%,

72.5, 66.1, 73.7, respectively. When the cut-off value for length of 30

mm or NCPTs of 16, the Se of the IG, IS, MG, MS were 88.7, 90.0,

90.7, 92.3, or 85.2%, 93.5, 83.9, 90.1%, respectively.

Conclusion: In conclusion, our study suggests that the accuracy of

liver histopathology assessment is affected with the size of specimen,

error of intraobserver or interobserver, and assessing method. The size

of specimen is an important factor affecting the accuracy of liver

histopathological assessment. Too short specimen (less than 20 mm)

will be difficult to correctly reflect the actual situation of liver

pathology. Adequate specimens, length more than 30 mm and/or

NCPTs more than 16, will help to reduce sampling variability.
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Background: Liver fibrosis is the net result of dynamic changes

between fibrogenesis and fibrolysis. Evidence has shown that antiviral

therapy can reverse liver fibrosis or even early cirrhosis. However, the

current evaluation systems mainly focus on the severity, but not the

dynamic changes of fibrosis.

Methods: A new classification was proposed to evaluate the dynamic

changes of fibrosis activity, namely: predominantly progressive which

was the most progressive form of scarring (thick/broad/loose/pale

septa with inflammation), predominately regressive which was the

most regressive forms of scarring (delicate/thin/dense/splitting septa),

and indeterminate which was an overall balance between progressive

and regressive scarring. Then this classification was used to evaluate

chronic hepatitis B (CHB) patients with paired liver biopies before

and after entecavir-based therapy for 78 weeks.

Result: Of 96 patients with eligible paired biopsy, 71 patients who

had pre- or post-treatment LBx with significant fibrosis or cirrhosis

(Ishak C 3) were analyzed for the purposes of this follow up study.

Progressive, indeterminate and regressive were seen in 58, 29 and

13% of patients before treatment, versus in 11, 11 and 78% after

treatment. Out of the 55 patients who showed Regressive category on

post-treatment liver biopsy, 29 cases (53%) had fibrosis improvement

of at least one Ishak stage, and more interestingly, 25 cases (45%) had

significant improvement in terms of Laennec substage, collagen

percentage area and liver stiffness despite remaining in the same

Ishak stage.

Conclusion: This new classification highlights the importance of

assessing and identifying the dynamic changes of fibrosis activity,

especially relevant in the era of anti-viral therapy.
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Diagnostic accuracy and practicability of serological fibrosis tests
and liver stiffness measurement in non-alcoholic fatty liver
disease
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Background: With the development of economics, people’s life style

has changed greatly thus the prevalence rate of non-alcoholic fatty

liver disease (NAFLD) has approximately doubled in the past decade

in China. Recent longitudinal studies indicate that the degree of liver

fibrosis is the main determinant of NAFLD patients’ outcome. In the

last few years, there has been a great progress in the field of non-

invasive assessment of liver fibrosis. However, the latest 2015 EASL

guidelines about non-invasive tests of liver fibrosis stated that blood

fibrosis tests and LSM required further validation in NAFLD.

Therefore, in the present study, we evaluated and compared the

aspartate aminotransferase to platelet ratio index (APRI), FIB-4 and

liver stiffness measurement (LSM) for the non-invasive diagnosis of

liver fibrosis in NAFLD patients.

Methods: Between January 2011 and June 2016, 105 patients in a

hospital in Beijing who fulfilled the clinical criteria were recruited
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into this cross-sectional study. For cirrhosis diagnosed by clinical

criteria, we used 2015 EASL-EASD-EASO clinical practice guide-

lines. Percutaneous needle liver biopsy and LSM were performed in

all patients. The APRI and FIB-4 were calculated by using corre-

sponding formulas. Receiver operating characteristic (ROC) curves

and the area under the ROC curve (AUROC) were applied to evaluate

and compare the diagnostic accuracy and practicability of each non-

invasive fibrosis test. All statistical analyses were performed using

MedCalc (15.8.1) software and SPSS 21.0 software program. All tests

of significance were two-tailed and P-values less than 0.05 were

considered statistically significant.

Result: We evaluated the diagnostic accuracy of APRI, FIB-4 and

LSM in NAFLD patients. To compare the ability of fibrosis tests to

discriminate individual fibrosis stages, the AUROCs and other data of

APRI, FIB-4 and LSM for significant fibrosis (F C 2), advanced

fibrosis (F C 3) and cirrhosis (F = 4) were showed in Table 1. (The

ROC curves were detailed in the Figure 1.) As we can see, with an

increase in the severity of the fibrosis, the AUROCs of all three

groups were raising which meant increasing diagnosis accuracy. At

the same time, among all groups, LSM had the highest AUROC with

a significant difference compared to APRI and FIB-4.

Conclusion: Based on our results, we thought that LSM performed

better than other serologic tests we compared, and LSM was still

believed one of the best non-invasive methods to diagnose fibrosis

and cirrhosis in NAFLD patients.

PP1532

Changes of liver stiffness in patients with chronic hepatitis B
during antiviral therapy: a meta-analysis

Yun-Dong Qu1, Tao Li1, Feng Liu1, Lei Wang1

1The Second Hospital of Shandong University, Jinan

Background: Liver stiffness (LS) can be used for the staging of liver

fibrosis and cirrhosis. However, there is a lack of firm evidence on the

changes of LS value during antiviral therapy. We performed a meta-

analysis to further evaluate the efficacy of antiviral therapy on the

changes of LS for patients with chronic hepatitis B (CHB).

Methods: We performed a systematic literature search in PubMed,

EMBASE, Web of Science, and CENTRAL on The Cochrane Library

without time or language limitation. Terms used were ‘‘FibroScan’’,

‘‘transient elastography’’, ‘‘liver stiffness’’, ‘‘CHB’’, ‘‘chronic hep-

atitis B’’, ‘‘cirrhosis’’, ‘‘liver cirrhosis’’, ‘‘antiviral therapy’’,

‘‘nucleotide’’, ‘‘nucleoside’’, ‘‘lamivudine’’, ‘‘adefovir’’, ‘‘entecavir’’,

‘‘tenofovir’’, ‘‘telbivudine’’. We performed a meta-analysis of single-

arm studies as well as experimental arm of comparative studies. Data

analyses were performed by using meta-analysis software

OpenMetaAnalyst.

Result: 15 individual studies, overall comprising a total of 1636

patients were included in our meta-analysis. The pooled LS improved

by 3.928 kPa (3.060–4.796, p \ 0.001, I2 = 98.16%) after antiviral

therapy, which is very significant and suggests a regression in liver

fibrosis or cirrhosis. Some factors (geographical origin and baseline

alanine aminotransferase) were found to be associated with the

changes of LS through meta-regression analysis.

Conclusion: Antiviral therapy resulted in a significant improvement

of LS for patients with CHB, indicating a regression of fibrosis or

cirrhosis. LS may be used in clinical practice to assess the efficacy of

antiviral therapy in CHB patients. Some factors (especially the extent

of necroinflammatory activity) associated with the changes of LS

should be taken into account.

PP1533

Interpretation US elastography in chronic hepatitis B
with or without anti-HBV therapy

Cheng-Han Lee1, Yung-Liang Wan1, Tse-Hwa Hsu1,
Shiu-Feng Huang2, Ming-Chin Yu1, Wei-Chen Lee1, Po-Hsiang
Tsui3, Yi-Cheng Chen1, Chun-Yen Lin1, Dar-In Tai1

1Chang Gung Memorial Hospital, Linkou Medical Center, Taoyuan;
2National Health Research Institute, Taipei, Taiwan; 3Chang Gung

University, Taoyuan

Background: Inflammation have significant impacts on liver fibrosis

measurement by ultrasound elastography. The interpretation requires

further optimization in patients with or without therapy.

Methods: A consecutive series of patients with chronic hepatitis B

(CHB) who were studied by liver histology analysis were included.

Acoustic radiation force imaging (ARFI) was performed with stan-

dardized two-location measurements and carried out by one well-

trained technician.

Result: One hundred and thirty-one patients with CHB who under-

went liver needle biopsy (43.5%) or tumour resection (56.5%) were

enrolled. Thirty-four patients (25.9%) had been receiving anti-hep-

atitis B therapy of various duration at the time of enrolment. The

AUROC for the diagnosis of metavir F4 by mean ARFI was 0.814 in

the non-treatment group and 0.871 in the treatment group. The cut-off

value for cirrhosis was 1.403 m/s with a sensitivity of 0.750 and a

specificity of 0.750 in the non-treatment group, while it was 1.330 m/s

with a sensitivity of 0.818 and a specificity of 0.833 in the treatment

group. The ARFI tended to be higher than the metavir grading in

patients with a treatment duration of B6 months, equal from 12 to 26

months and lower after C28 months.

Conclusion: ARFI is a reliable tool for the measurement of liver

fibrosis in CHB with ALT \5x upper limit of normal. For those

patients with active inflammation, the optimal timing for ARFI

analysis is during the second year of nucleos(t)ide analogue therapy.

The ARFI measured after the second year tends to be lower than

histology grading.
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Patients with chronic hepatitis B liver inflammation activity
in clinical diagnosis and treatment

Minghao Qiu1
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Background: To observe the analysis of patients with chronic liver

inflammation activity in the clinical diagnosis and treatment.

Methods: March 2012 to March 2013 to our hospital for a total of

131 cases of chronic hepatitis B patients. Contrast serological testing

results and the results of liver biopsy in patients with chronic hepatitis

B clinical findings similarities. And serological indicators of liver

function in patients with chronic hepatitis B liver inflammation

activity relationship between the two.

Result: The serological indicators, ALT, AST, GGT and TBIL with

liver inflammation and grading temperature increased, showing a

proportional relationship between liver tissue activity grade changes

are significant differences (P \ 0.01); while ALB and PTA, along

with the grading of liver inflammation and reduce elevated, indicators

between different levels of significant differences (P \ 0.01). Sero-

logical diagnosis of liver function results closest to biopsy results are

mild diagnostic results, the accuracy was 98.2%, moderate accuracy

rate of 89.4, 88.2% and severe. G1 to G4, response rates were 92.7,

90.0, 87.1 and 69.2%.

Conclusion: Patients with chronic hepatitis B and liver inflammation

activity serological between indicators of liver function tests have

some relevance. Serological liver function can be more accurate

diagnosis of chronic hepatitis. Liver inflammation activity to a certain

extent reflect the therapeutic effect.

PP1536

Validation of ten non-invasive predictors of liver fibrosis
in chronic hepatitis B patients in China

Minhui Dong1, Xueping Yu1, Jing Li1, Jingwen Wu1, Sisi Yang1,
Xun Qi1, Richeng Mao1, Jiming Zhang1

1Department of Infectious Diseases, Huashan Hospital, Fudan

University, Shanghai

Background: Severity of liver fibrosis is one of the most concerned

factors when evaluating candidacy of antiviral treatment and prog-

nosis in chronic hepatitis B (CHB) patients. Since the invasiveness of

liver biopsy limits its application, several non-invasive predictors of

liver fibrosis based on biomarkers have been developed and widely

discussed, such as APRI and FIB-4. However, the accuracy of these

predictors and whether they can reduce the need for liver biopsy

haven’t been fully clarified, so comparison and validation of them

with large samples are imperative. In doing so, we have conducted a

retrospective study in 837 CHB patients who were admitted to

Huashan Hospital, Fudan University.

Methods: Medical records of 957 hospitalized CHB patients who had

undergone liver biopsy from January 2006 to September 2016 were

reviewed, and 837 of them were eligible for this study. The efficacies

of the ten predictors (listed in Table 1) for diagnosing liver fibrosis

were assessed by the receiver operating characteristic (ROC) curves,

using fibrotic stages of the biopsy specimens scored by Scheuer

system as standards. According to HBeAg status and phases of natural

history, patients were also respectively divided into two groups and

four groups for stratified analysis.
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Result: Among the ten non-invasive predictors, GPR (AUROC =

0.744) and APRI (AUROC = 0.729) performed better than others in

predicting significant fibrosis (S C 2) in CHB patients. When pre-

dicting advanced fibrosis (S C 3), GPR (AUROC = 0.777) and FCI

(AUROC = 0.746) showed higher accuracy. As for predicting cir-

rhosis (S = 4), GP (AUROC = 0.816) and FIB-4 (AUROC = 0.814)

were the best two. When considering HBeAg status, GPR performed

the best in predicting significant fibrosis both in HBeAg positive

(AUROC = 0.780) and negative (AUROC = 0.719) CHB patients,

while for predicting cirrhosis, APind (AUROC = 0.872,) and FIB-4

(AUROC = 0.791) were respectively the best ones in HBeAg positive

and negative patients. When it comes to phases of natural history,

GPR (AUROC = 0.748) predicted significant fibrosis and APind

(AUROC = 0.865) predicted cirrhosis with the highest accuracy in

the group of immune clearance phase, while GPR (AUROC = 0.687)

and FIB-4 (AUROC = 0.761) took the places respectively in reacti-

vation phase. Besides, although there’s not a specific pattern we could

draw from the results, we could still recognize that the more severe

the liver fibrosis were, the better the predictors performed generally.

Conclusion: Based on the results, none of these predictors have

shown consistent priority in all the 3 stages of liver fibrosis, and this

situation also occurred in patients with both kinds of HBeAg status

and patients in different phases of natural history. Therefore, none of

these non-invasive predictors are reliable enough to take the place of

liver biopsy when diagnosing stages of liver fibrosis in CHB patients

in China.

PP1537

Serum YKL-40 as a biomarker for predicting significant fibrosis
and advanced fibrosis in chronic hepatitis B patients with normal
or mildly elevated ALT

Linlin Yan1, Yongqiong Deng1, Jiyuan Zhou1, Hong Zhao1,
Guiqiang Wang1

1Department of Infectious Disease, Center for Liver Disease, Peking

University First Hospital, Beijing

Background: The management of chronic hepatitis B (CHB) patients

who do not meet the treatment criteria recommended by AASLD

guideline depends on liver biopsy, an invasive process. YKL-40 is a

chitinase-like protein which is involved in matrix remodeling and a

non-invasive fibrosis marker. This study aimed to assess the value of
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YKL-40 in diagnosing liver fibrosis in CHB patients with normal or

mildly elevated ALT.

Methods: A total of 460 CHB patients with ALT less than 2 times the

upper limit of normal range (ULN) were enrolled in this study. All

patients underwent liver biopsy and staging by Ishak criteria. F C 3

was defined as significant fibrosis, F C 4 was defined as advanced

fibrosis. Serum YKL-40 and other serum fibrosis markers were

quantified. The detailed clinical trial protocol has been registered

(NCT01962155 and ChiCTR-DDT-13003724).

Result: Serum YKL-40 increased significantly in accordance with the

progression of fibrosis in CHB patients with ALT \ 2 ULN (P \
0.0001) (Fig). YKL-40 was positively correlated with AST, hya-

luronic acid, laminin, PIIINP, Collagen IV, while it was negatively

correlated with platelet count. Multivariate analysis revealed that

YKL-40 was independently associated with significant fibrosis (P =

0.006, odd ratio = 2.932, 95% confidence interval (CI) = 1.368 to

6.282). We established a novel YKL-40 model for fibrosis of CHB

patients with ALT\ 2 ULN using logistic regression analysis. Area

under the curve (AUC) of YKL-40 model in diagnosing significant

fibrosis and advanced fibrosis in patients with normal or mildly ele-

vated ALT were 0.802 (95% CI 0.739–0.856), 0.810 (95% CI

0.747–0.862), 0.817 (95% CI 0.764–0.862) and 0.793 (95% CI

0.738–0.841), respectively, which were all higher than APRI, FIB-4,

Forns’ index and Hui model.

Conclusion: Serum YKL-40 is a feasible biomarker of liver fibrosis

in CHB patients. Serum YKL-40 based fibrosis model was superior to

APRI, FIB-4, Forns’ index and Hui model for the diagnosis of sig-

nificant fibrosis and advanced fibrosis in patients with normal or

mildly elevated ALT.

PP1538

EGY Fibro-mark: a panel of accurate laboratory parameters
for the identification of significant fibrosis in patients with chronic
hepatitis C

Dalia Omran1,2, Abdelfattah M. Attallah3, Mohamed M. Omran4,
Mohamed S. Albannan3, Rania Zayed5, Azza Farid6, Sameh Seif6,
Mohamad Hassany6

1Faculty of Medicine, Cairo University, Giza, Egypt; 2Giza, Egypt;
3Biotechnology Research Center, Giza, Egypt; 4Helwan University,

Giza, Egypt; 5 Faculty of Medicine, Cairo University, Giza, Egypt;
6NHTMRI, Giza, Egypt

Background: It is well known that individual direct and indirect

markers of hepatic fibrosis are useful for the prediction of liver cir-

rhosis but they have limited accuracy for the diagnosis of significant

fibrosis. This work aims to develop a more sophisticated score

combining ‘direct’ and ‘indirect’ markers for hepatic fibrosis staging

and then estimating its performance against BRC, FRT, King’s score,

APRI, Fibro-a score and Fibro Q in chronic hepatitis C (CHC).

Methods: A total of 148 Egyptian patients with clinically and labo-

ratory confirmed chronic hepatitis C constituted this study. All

patients were subjected to routine laboratory workup in addition to

estimation of serum AFP, hyaluronic acid (HA), platelet-derived

growth factor (PDGF), tissue inhibitor of metalloproteinase-1 (TIMP-

1) and collagen IV. According to fibroscan, patients were classified

into those with non-significant fibrosis (\2) and those with significant

fibrosis ([F2).

Result: Based on univariate analysis, ten variables were significantly

higher in patients with significant fibrosis. Patients with F2–F4 had

2.08-fold, 2.14-fold, 1.80-fold and 1.90-fold increase in the concen-

trations of collagen IV, HA, PDGF and TIMP-1, respectively.

Multivariate regression demonstrated that only age, AFP, PDGF,

collagen IV and TIMP-1 retained significance. Therefore, a five-

marker score named Egypt (EGY) Fibro-mark (FM) was developed.

A significant correlation was found between its candidate markers and

liver fibrosis progression. AFP was found to have highest correlation

(r = 0.47, P \ 0.0001) followed by collagen IV (r = 0.46, P \
0.0001), Age (r = 0.43, P\0.0001), TIMP-1 (r = 0.40, P\0.0001)

and PDGF (r = 0.40, P\0.0001) (Fig. 1a). ROC curve was used to

estimate and compare the diagnostic accuracy of these candidate

variables, (Fig. 1b). As a consequence, these markers were in a

decreasing rank: AFP (AUC 0.79), collagen IV (AUC 0.78), age

(AUC 0.76), TIMP-1 and PDGF (AUC 0.75). Additionally, Bivariate

Spearman’s rank correlation coefficient between EGY-FM and its

candidate markers was determined for estimating the impact of each

marker on the predictive criteria (Fig. 1c).

The diagnostic value of EGY-FM was then assessed by ROC curve

showing an AUC of 0.89 for diagnosing significant fibrosis at an

optimal cut-off point of 4.05 with 77% sensitivity, 83% specificity

and 79% efficiency. Next, the area under the ROC curve (AUC) was

used as an index to evaluate and compare the performance charac-

teristics of different non-invasive scores. The AUC was greatest for

Fibro-mark (0.89), then BRC (0.83), followed by FRT and King’s

score (0.82), APRI (0.80), Fibro-a (0.70) and finally Fibro Q (0.63).

The correlation of each score to hepatic fibrosis progression (Fig. 2)

Conclusion: EGY-FM score is a useful tool to improve the staging of

liver fibrosis in CHC patients and seems more efficient than BRC,

FRT, King’s score, APRI, Fibro-a score and Fibro Q.
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Diagnostic usefulness of real-time elastography for liver fibrosis
in chronic viral hepatitis B

Lin Tao Fa1, Wang Shao Yang2

1Department of Infectious Diseases, Fuzhou General Hospital of

Nanjing Military Area Command, Fuzhou; 2Fuzhou General Hospital

of Nanjing Military Area Command, Fuzhou

Background: The purpose of this study was to prospectively inves-

tigate the value of real-time ultrasound elastography for diagnosis of

liver fibrosis in patients with chronic hepatitis B and to correlate the

elastographic findings with histologic stages of liver fibrosis and

blood parameters.

Methods: Forty-three consecutive patients, who performed liver

biopsy for the staging of hepatic fibrosis at Fuzhou general Hospital,

between January 2014 and January 2016, were enrolled. All patients

were diagnosed with CHB. Chronic viral hepatitis was diagnosed by

the presence of hepatitis B surface antigen (HBsAg) in the serum for

more than 6 months. In all patients, the liver fibrosis index (LFI) by

RTE was measured simultaneously with liver biopsy. Laboratory

examinations of blood samples had been determined. This study was

approved by the Institutional Subcommittee and Ethics Committee of

Fuzhou general Hospital. Institutional Review Board approval and

informed patient consent were obtained. Study exclusion criteria

included patients with other types of hepatitis, metabolic disease, liver

disease associated with drugs or alcohol, and car-diopulmonary

disease.

Result: Baseline Characteristics of Patients. The histologic fibrosis

stages were F0 in 13 patients (30.2%), F1 in 5 patients (11.6%), F2 in

6 patients (14.0%), F3 in 10 patients (23.3%), and F4 in 9 patients

(20.9%). Age, PT increased significantly with increasing severity of

fibrosis (P = 0.000). Serumalbumin levels and platelet counts

decreased significantly with increasing severity of fibrosis (P =

0.000). There is no significant difference of AST and ALT according

to the fibrosis stage. Relationship between the LFI and Histologic

Fibrosis Stage. The LFI was successfully obtained in all patients even

with severe obesity and ascites because RTE had the advantage of

being able to image liver stiffness in real time. The LFI by RTE

increased significantly with the fibrosis stage: 2.79 ± 0.32 for F0, 3.15
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± 0.04 for F1, 3.32 ± 0.16 for F2, 3.56 ± 0.22 for F3, and 4.25 ±

0.33 for F4 (Spearman r = 0.922);

Conclusion: RTE is useful for the assessment of liver fibrosis in

patients with CHB and has better discrimination power than serologic

markers.

PP1540

Sampling variability of liver fibrosis for assessment of cirrhotic
portal hypertension: a qFibrosis approach

Xiaolong Qi1, Shuoyu Xu2, Jinghui Dong3, Lei Wang4, Changchun
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Aileen Wee8, Jinlin Hou9
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Therapy, Beijing Shijitan Hospital, Capital Medical University,

Beijing; 5Department of Interventional Radiology, Nanfang Hospital,

Southern Medical University, Guangzhou; 6Department of

Physiology, Yong Loo Lin School of Medicine and Mechanobiology

Institute, National University of Singapore, Singapore, Singapore;
7BioSym, Singapore-MIT Alliance for Research and Technology,
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9Nanfang Hospital, Southern Medical University, Guangzhou

Background: Portal hypertension is the major clinical complication

of liver cirrhosis. Hepatic venous pressure gradient (HVPG) mea-

surement is the most accurate method to assess portal hypertension;

however, it is highly invasive thus not widely performed worldwide.

Liver biopsy remains the gold standard to assess liver fibrosis. The

newly developed Laennec fibrosis scoring system classifies cirrhosis

into three sub-stages based on the septa thickness and presence of the

complete nodule found in the biopsy sample, and is reported to cor-

relate well with HVPG. The quantitative measurement of fibrosis such

as collagen proportionate area (CPA) is also demonstrated to be a

better histological correlation with HVPG than Ishak stage. However,

sampling error is a major limitation when applying either semi-

quantitative fibrosis scoring (Laennec) or quantification methods

(CPA).

Methods: The biopsy samples were taken from the patients with

clinically and histologically proven cirrhotic portal hypertension

during the transjugular intrahepatic portosystemic shunts procedure,

and sectioned at 5 lm thickness for Masson Trichrome staining. The

entire section of each stained sample was digitized using whole slide

scanner (3D Histech). Virtual biopsy samples of 1-mm width were

produced from the whole digitized slide. Quantitative image analysis

was performed independently on each virtual biopsy sample to gen-

erate a set of quantitative measurements of collagen architecture using

qFibrosis method and coefficient of variance (CV) was assessed for

each measurement.

Result: The CV of CPA with 1-mm wide biopsy sample (Figure 1)

was 31.2% and the CV of average septa width was 30.46%. An

extremely high degree of inter-sample variability in the measurement

of the number of nodules was found (CV = 172.65%). By the sep-

aration of portal, septal and fibrillar collagen, CV of the area of

fibrillar collagen was fairly low (CV = 17.46%). The further char-

acterizations of fibrillar collagen such as fiber density (CV =

11.12%), average fiber length (CV = 15.02%) and average cross-link

density (CV = 16.94%) were more robust to the sampling (Table 1).

Conclusion: This study suggests that sampling variability is a major

limitation when Laennec scoring system and quantitative image

analysis method such as CPA is performed for cirrhosis and portal

hypertension assessment. Measurements of fibrillar collagen using

qFibrosis method might be helpful in clinical practice as the better

histological estimate of cirrhotic portal hypertension due to our

findings that they are more robust to sampling variability.
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Screening liver fibrosis in Thai HIV-infected patients
without viral hepatitis co-infection by transcient elastrography
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Sripongpun1, Narongdet Kositpantawong2, Teerha Piratvisuth1
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Background: Liver disease became one of the important causes of

death among HIV mono-infected patients in the era of combine

antiretroviral treatment (cART). We aimed to study the prevalence

and factors associated with significant liver fibrosis with liver stiffness

measurement (LSM) using transcient elastrography in Thai HIV

infected patients.

Methods: We performed a prospective cross sectional study from

September 2015 to February 2016 and recruited Thai HIV mono-

infected patients who received cART at Songklanagarind Hospital

Thailand. LSM values [7.2 kPa by transient elastrography was

defined as significant liver fibrosis.

Result: Five of fifty-seven patients (8.77%) had LSM values [7.2

kPa. In univariate analysis, underlying DM (40 vs 1.9%, P = 0.018),

dyslipidemia (80 vs 23.1%, P = 0.019), hepatotoxic drug use (80 vs

25%, P = 0.024), duration of HIV diagnosis (mean 144.6 vs 84.5

months, P \ 0.001), total duration of cART (mean 120.8 vs 69.5

months, P = 0.005), serum fasting blood sugar (median 113 vs 95.5

mg %, P = 0.02), serum ALP (median 126 vs 94 IU/mL, P = 0.031),

were factors that significant differed between the patients with and

without significant liver fibrosis. In multivariate logistic regression

analysis, the independent predictors associated with significant liver

fibrosis were underlying dyslipidemia (adj.OR 0.02; 95% CI 0, 2.36;

P = 0.034), duration of HIV diagnosis (adj.OR 1.13, 95% CI 0.99,

1.28; P\0.001), and serum ALP (adj.OR 1.13; 95% CI 0.99, 1.31; P

= 0.005).

Conclusion: The prevalence of significant liver fibrosis in Thai HIV

mono-infected patients was 8.77%. Underlying dyslipidemia, duration

of HIV diagnosis, and serum ALP, were independent predictors

associated with significant liver fibrosis.

PP1542

Assessment of liver fibrosis and inflammation using fluorine-18
fluorocholine PET/CT

Sandi Kwee1, Owen Chan2, Naoky Tsai1, Sumodh Kalathil1,
Linda Lou Wong2

1The Queen’s Medical Center, Honolulu, USA; 2University of Hawaii

Cancer Center, Honolulu, USA

Background: Liver regeneration after injury requires phosphatidyl-

choline (PtC) for membrane synthesis and cell proliferation. PtC is

also used by hepatocytes to produce lipid particles and bile. Fluorine-

18 fluorocholine (18F-choline) is a radioisotopic analog of choline

that allows molecular imaging with positron emission tomogra-

phy/computed tomography (PET/CT) to depict and quantify the first

steps of PtC synthesis in living tissue. We conducted a radio patho-

logic correlation study to ascertain the histopathologic features of

chronic liver disease associated with 18F-choline metabolism in the

liver.

Methods: Following written informed consent, 35 patients with

resectable liver cancer underwent pre-operative imaging of the liver

with 18F-choline PET/CT. Liver 18F-choline metabolism was quan-

tified by standardized uptake value (SUV) measurements obtained

from a 4 cm diameter region of interest in the tumor-bearing hepatic

lobe. These measures were compared to histopathologic indices of

chronic liver disease as assessed using peri-tumoral liver tissue

obtained during partial hepatectomy.

Result: Liver mean SUV ranged from 5.4 to 11.4 (median 7.7, mean

7.9) and correlated with Knodell histologic activity index (HAI) (rho

= -0.700, p\0.0001) and AST-to-platelet ratio index (rho -0.48, p =

0.0037), but not MELD or Child-Pugh score. of the HAI components,

there were significant differences in liver mean SUV between patients

stratified by portal inflammation score (p = 0.0005), piecemeal

necrosis, (p = 0.0011), fibrosis score (p = 0.0118), but not lobular

inflammation score (p = 0.1244). There were no significant differ-

ences in mean liver SUV or Knodell HAI across gender or type of

cancer. There was no significant association between liver mean SUV

and amount of steatosis in liver tissue, or type of steatosis observed

(macrovesicular, microvesicular, mixed, or none). There was a sig-

nificant difference in liver mean SUV between HCV and HBV

infected patients (6.9 vs 9.2, p = 0.0061). HAI also differed signifi-

cantly between HCV and HBV infected patients (mean score 7.5 vs.

2.0, p = 0.0009). There were no significant differences in liver mean

SUV between patients with and without clinical histories of hyper-

tension, diabetes mellitus, or hyperlipidemia.

Conclusion: Liver uptake of 18F-choline was significantly associated

with several histopathologic features of chronic liver disease,

including degree of fibrosis, inflammation, and necrosis, but not

degree or type of steatosis. These findings lend support for further

clinical research on 18F-choline PET/CT as a non-invasive means of

assessing liver fibrosis and inflammation.
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Serum Golgi protein 73 is a valuable diagnostic bbiomarker
in HBV infection-related significant fibrosis and early cirrhosis
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of Basic Medical Sciences, Peking University Health Science Center,

38 Xueyuan Road, Beijing; 2Beijing 302 Military Hospital, Beijing

Background: The aim of this study was to evaluate the diagnostic

value of serum GP73 for significant fibrosis and cirrhosis in HBV

infection-related patients.

Methods: The ROCs were assessed in 222 CHB patients. The diag-

nosis of liver fibrosis and the scoring of necroinflammation activity

were based on histopathological examination of percutaneous liver

biopsy specimens from patients with informed consent. The in situ

expression of GP73 was measured by immunohistochemistry.

Result: Serum levels of GP73 (Mean ± SE) were found gradually

increased in parallel with the increasing severity of fibrotic scores

among CHB patients: F0 (n = 11): 34.68 ± 4.41 ng/ml, F1 (n = 51):

41.86 ± 3.87 ng/ml, F2 (n = 46): 45.18 ± 4.51 ng/ml, F3 (n = 41):

67.31 ± 5.54 ng/ml, and F4 (n = 73): 149.45 ± 9.24 ng/ml (P \
0.001). Concordantly, a step-wise increase of GP73 expression in the

liver tissue was observed with the increasing severity of liver fibrosis,

with serum levels of GP73 being correlated with the number of

positive cells and staining intensity. For diagnosis, the sensitivity,

specificity and AUROC of GP73 were 60.13, 87.10% and 0.783 (95%
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CI 0.723–0.836) for significant fibrosis (F C 2), and were 77.19,

86.1% and 0.867 (95% CI 0.815–0.908, P \ 0.001) for advanced

fibrosis (F C 3), respectively. At the cut-off value of 85.79 ng/ml, the

sensitivity, specificity and AUROC of GP73 for diagnosing early

cirrhosis (F = 4) were 84.93, 87.25% and 0.910 (95% CI

0.865–0.944, P \ 0.001), respectively. Moreover, in multivariate

analysis, we did find that the increased serum levels of GP73 were

independently associated with several fibrosis/cirrhosis relevant

markers, such as higher Collagen type IV (CIV), Collagen type III

N-terminal peptide (PIIINP), Hyalurona, total bile acid (TBA), and

Platelet Count (PLT), respectively.

Conclusion: Serum GP73 is a valuable marker for the diagnosis of

significant fibrosis and early cirrhosis in CHB patients.

PP1544

The macrophage activation marker, soluble CD163, is a predictor
of inflammation activity and fibrosis progression in chronic
hepatitis B (CHB)

Linlin Yan1, Jiyuan Zhou1, Hong Zhao1, Guiqiang Wang1

1Department of Infectious Disease, Center for Liver Disease, Peking

University First Hospital, Beijing

Background: Macrophages are involved in in hepatic inflammation

and fibrosis. Soluble CD163 (sCD163), a marker of macrophage

activation, released during liver damage, was found to be associated

with the severity of inflammatory and fibrosis. This study aimed to

investigate the associations between sCD163 and inflammatory

activity and fibrosis in a large CHB cohort.

Methods: A total of 678 Chinese hepatitis B patients were enrolled in

this study. Ishak histological scores of activity and fibrosis were

assessed (HAI0-4 no/mild inflammatory, HAI5-6 moderate inflam-

matory, HAI C 7 severe inflammatory. F0–1 no/mild fibrosis, F2

moderate fibrosis, F3 significant fibrosis, F4–6 advanced fibrosis or

higher). This cohort is well characterized, including complete

anthropometric and biochemical parameters. The detailed clinical

trial protocol has been registered (NCT01962155 and ChiCTR-DDT-

13003724). Serum sCD163 was measured by enzyme-linked

immunosorbent assay (ELISA). Existing fibrosis scores such as APRI,

FIB-4 and CD163-HBV-FS (reported by Konstantin Kazankov, et al.)

were calculated.

Result: sCD163 increased significantly in accordance with the pro-

gression of inflammatory activity and fibrosis in CHB patients (P \
0.0001, P \ 0.0001, respectively) (Fig). sCD163 was positively

correlated with age, ALT, AST, ALP and GGT, while it was nega-

tively correlated with platelet count. Multivariate analysis revealed

that sCD163 was one of the independent factors significantly asso-

ciated with significant fibrosis or higher (P = 0.006, OR 2.212, 95%

confidence interval (CI): 1.258–3.889). We established a sCD163

based fibrosis score (sCD163-FS-Index) for CHB patients using

logistic regression analysis with age, GGT, PLT and sCD163. Areas

under the receiver operating characteristics curve (AUROC) were

0.75 (95% CI 0.72–0.78) and 0.77 (95% CI 0.73–0.80) for significant

fibrosis or higher and advanced fibrosis or higher, respectively.

Compared to existing fibrosis scores, sCD163-FS-Index was signifi-

cantly superior to APRI, FIB-4 and CD163-HBV-FS in this cohort

(For significant fibrosis or higher, AUROCs of APRI, FIB-4 and

CD163-HBV-FS were 0.68 (95% CI 0.64–0.72), 0.71 (95% CI

0.67–074), 0.62 (95% CI 0.58–0.65), respectively. For advanced

fibrosis or higher, AUROCs of APRI, FIB-4 and CD163-HBV-FS

were 0.68 (95% CI 0.64–0.72), 0.71 (95% CI 0.67–0.74), 0.62 (95%

CI 0.58–0.66), respectively).

Conclusion: sCD163 is associated with inflammatory activity and

fibrosis in the liver. sCD163-FS-Index is superior to APRI, FIB-4 and

CD163-HBV-FS for the diagnosis of significant fibrosis and advanced

fibrosis in CHB patients.

PP1545

The pitfalls of Fibroscan liver stiffness measurement reports

Gabriel Cher1, Kuo Chao Yew1

1Department of Gastroenterology and Hepatology, Tan Tock Seng

Hospital, Singapore, Singapore

Background: Indirect assessment of liver fibrosis is a promising

medical development that may be an alternative to invasive percu-

taneous liver biopsy. Indirect liver fibrosis and stiffness assessments

have been performed using physical methods such as Fibroscan, ARFI

and serum biomarkers including Fibrometer, Fibrotest etc.

Liver stiffness measurement (LSM) with Fibroscan has been shown to

be reliable and easily reproducible. However, anthropometric factors

and operator variability, have been known to affect LSM validity. Our

study examined the significance of anthropometric factors and oper-

ator judgement on the variability of LSM readings in a local setting.

Methods: A cross-sectional study in a single tertiary referral centre in

Singapore recruited 235 consecutive patients referred for assessment

of liver stiffness. The procedure was performed by experienced

operators using Fibroscan Model 502, M probe. LSM readings were

obtained from two separate acceptable points. Operators were blinded

from patients’ medical condition. All LSM reports were validated

using standard quality assurance criteria (interquartile range (IQR)

\30%, success rate[70% and elastogram adequacy).

Result: After excluding 26 patients with IQR [ 30%, all remaining

209 patients had 2 validated LSM readings. 2 had LSM variability

greater than 10 kPa and were excluded as outliers, and 146 patients

with LSM variability less than 2 kPa were excluded as this variability

was considered to be insignificant. 61 patients were analysed after

exclusion. There was no significant difference between mean LSM

readings from both points (P = 0.476). 58 patients (24.68%) were

obese. The operators perceived that 16% of patients had a small

intercostal space and 17.8% had thick subcutaneous tissue. 7.6% of

the procedures were considered difficult but the LSM reports were

still of acceptable quality. Univariate regression analysis found that

male patients (Coefficient -1.051, P = 0.037) demonstrate less LSM

report variability. However, anthropometric factors and operator

perception of procedure technicalities do not appear to correlate with

LSM variability on multivariate regression analysis.

Conclusion: Although majority of patients had low LSM variability

of less than 2 kPa, 25.9% of our patients still had significant LSM

variability. This may be influenced by variables other than
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anthropometric factors. of note, obesity did not correlate with LSM

variability in our study. Different measurement sites in the same

patient may produce different Fibroscan readings. When appraising a

Fibroscan report, physicians should be aware of other factors beyond

anthropometric data which may affect LSM validity.

PP1546

Serum Golgi protein 73 is a valuable non-invasive marker
for the diagnosis of fibrosis and cirrhosis in patients
with autoimmune liver diseases

Leijie Wang1, Yanmei Li2, Mingjie Yao1, Xiong Ma2,
Jingmin Zhao3, Fengmin Lu1

1Department of Microbiology and Infectious Disease Center, School

of Basic Medical Science, Peking University Health Science Center,

38 Xueyuan Road, Beijing; 2State Key Laboratory for Oncogenes and

Related Genes, Key Laboratory of Gastroenterology and Hepatology,

Ministry of Health, Division of Gastroenterology and Hepatology,

Renji Hospital, School of Medicine, Shanghai Jiao Tong University,

Shanghai Cancer Institute, Shanghai; 3Beijing 302 Military Hospital,

Beijing

Background: Autoimmune liver diseases (AILDs) includes autoim-

mune hepatitis (AIH), primary biliary cholangitis (PBC). As liver

fibrosis progression and cirrhosis was closely related to the prognosis

of PBC and the treatment effect of AIH, noninvasive marker of liver

fibrosis and cirrhosis is needed for AIH and PBC. The aim of present

study was to investigate that whether serum GP73 can work as a good

non-invasive marker for the diagnosis of AILDs related cirrhosis and

fibrosis.

Methods: A total of 109 patients including 52 AIH and 57 PBC who

underwent liver biopsy, liver stiffness measurement (LSM) and GP73

measurement were selected. The ROCs were plotted to explored

diagnostic value of GP73 and LSM.

Result: Serum GP73 level were gradually increased with the aggra-

vation of fibrosis both in patients with PBC and AIH (Figure 1).

Among the 52 AIH patients, 45 of them had significant fibrosis (CF2),

26 had advanced fibrosis (CF3), and 11 had cirrhosis (F4). For

diagnosis, the AUROC curves shown that GP73 was superior to LSM

in distinguishing significant fibrosis (0.898 vs 0.878), advanced

fibrosis (0.867 vs 0.764) and cirrhosis (0.861 vs 0.853) (Figure 2A-C).

Among the 57 PBC patients, 51 had significant fibrosis (CF2), 35 had

advanced fibrosis (CF3), and 13 had cirrhosis (F4). AUROC indicated

that GP73 performed better in distinguishing significant fibrosis

(0.878 vs 0.796) as well as cirrhosis (0.853 vs 0.718), but similarly in

distinguishing advanced fibrosis (0.844 vs 0.855) (Figure 2D-F).

Conclusion: Serum GP73 is a valuable non-invasive marker for

diagnosis AILDs related fibrosis and cirrhosis.
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Bibliometric analysis of liver fibrosis diagnosis

Hong Zhang1

1Tianjin Secondary People Hospital, Tianjin

Background: Objective To expolre the status of liver fibrosis in

chronic liver disease the last 10 years.

Methods: The foreign literatures which were involved in liver fibrosis

diagnosis from 1995 to 2014 have been retrieved on PubMed,

Embase, web of science. The bibliometric analysis have been oper-

ated with NoteExpress3.0, Bicomb2.0 software. The high frequency

keywords of liver fibrosis diagnostic test have been defined by the

frequency not less than 40. At last, the high frequency keywords have

been put into SSPS20.0 and made cluster analysis.

Result: A total of 1253 documents have been retrieved, roughly the

amount of literatures published on the rise. The 5767 key words of

liver fibrosis diagnostic test have been screened. The most frequent

key words are biopsy, biological markers and elastography in the

order.

Conclusion: Biopsy is still the diagnostic reference standard of liver

fibrosis. Serological examination is common testing method. Imaging,

especially ultrasonic elasticity measurements have been major non-

invasive diagnostic means.

PP1548

Serum Golgi protein 73 values to the early diagnosis
of autoimmune liver diseases-related cirrhosis

Mingyu Li1, Mingjie Yao1, Jingmin Zhao2, Fengmin Lu1

1Department of Microbiology and Center of Infectious Disease,

School of Basic Medical Sciences, Peking University Health Science

Center, Beijing; 2Beijing 302 Military Hospital, Beijing

Background: Autoimmune liver diseases (AILDs) are arise from the

host immune system attacking autologous hepar, comprise Primary

biliary cirrhosis (PBC), primary sclerosing cholangitis (PSC),

autoimmune hepatitis (AIH) and other autoimmune diseases. Early

diagnosis and intervention of cirrhosis in AILDs patients can prevent

the diseases progression, which include the screening of serology

noninvasive marker crucially. This study is aimed at estimating the

signification of serum Golgi protein 7 (GP73) in the diagnosis, and it

researched by making a preliminary analysis on the clinical feature

and significance of GP73 in the early AILDs-related cirrhosis.

Methods: We enrolled data of 204 patients with AILDs in Beijing

302 hospital from January 2011 to June 2016, which are up to the

diagnostic criteria of Guidelines for the diagnosis and treatment of

autoimmune liver diseases by Chinese Rheumatology Association

(CRA). This cohort includes 47 patients with AIH, 108 patients with

PBC, 49 patients with overlap syndrome. Among these patients, 176

patients were diagnosed as compensatory cirrhosis that met two of the

following criteria: typical findings in CT or MRI, platelet count below

100,000/mm3, serum albumin less than 3.5 g/dL, and 28 patients

without cirrhosis. We recorded the levels of serum GP 73, got data for

APRI and FIB-4 analysis. These biomarkers diagnostic accuracy was

analyzed using receiver operating characteristic (ROC) curve. The

data were analyzed statistically by MedCalc (15.8.1), a = 0.05.

Result: In the diagnosis of early cirrhosis caused by AILDs, we

computed ROC curves, the area under the curve (AUROC) and the

diagnostic indices (Figure 1, Table 1). Differences were not statisti-

cally significant between GP73 and APRI (p = 0.14), GP73 and FIB-

(p = 0.34) in the diagnostic value. GP73 was superior to the other two

in specificity, but inferior in sensitivity.

Conclusion: GP73 could be a new biomarker which is appropriate for

discriminating cirrhosis in AILDs, compared to APRI and FIB-4.

Although differences were not statistically significant between GP73

with APRI/FIB-4, Gp73 was the highest index for AILDs-related

cirrhosis diagnosis, demonstrated that Gp73 may be more valuable in

diagnosis than the traditional biomarkers, dynamic monitoring of

serum GP73 levels in patients with AILDs is beneficial for detection

of early liver cirrhosis.
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Serum HCV RNA level and alcohol consumption are the risk
factors associated with liver fibrosis in sustained hepatitis C virus
infection patients, the result from a 5-year follow-up

Xiaoqian Chen1, Yanjun Cai1, Yu Pan1, Junqi Niu1, Yue Qi1,
Ruihong Wu1

1The First Hospital of Jilin University, Changchun

Background: Chronic hepatitis C virus infection is one of the major

causes of liver fibrosis. We try to explore the risk factors associated

with progression of liver fibrosis in sustained HCV infection patients

in northeast China.

Methods: 236 Chronic HCV infection patients in northeast China

followed for 5 years were observed in this study. We evaluated the

progression of liver fibrosis by the difference of FIB-4 based on blood

test results and age. Patients were grouped according to Serum HCV

RNA level and Alcohol consumption. The influence of those factors on

the progression of liver fibrosis was assessed by Mann-Whitneytest.

Result: A total of 236 patients were enrolled, comprising 73 patients

with HCV RNA [ 2.0 9 10^4 IU/mL and 163 patients with HCV

RNA\2.0 9 10^4 IU/Ml. The patients included were categorized as

Alcohol (66) or No Alcohol (76). The progression of the fibrosis in

the Serum HCV RNA level ([ 2.0 9 10^4 IU/mL) group was sig-

nificantly higher than that of the Serum HCV RNA level group (P =

0. 002) .Also, the fibrosis in Alcohol group was may well higher than

that of the no Alcohol group in the HCV RNA level ([2.0 9 10^4 IU/

mL) group (P = 0.051).

Conclusion: Comparing with HCV RNA \ 10^4 IU/mL, patients

whose HCV RNA[1.0 9 10^4 IU/mL, prefer to aggravate the liver

fibrosis; Alcohol consumption may worsen the liver fibrosis among

patients whose HCV RNA[ 2.0 9 10^4 IU/mL.

PP1550

RDW, an indicator for early stage liver function in compensated
cirrhosis stage patients

Xinyu Li1, Mengru Zhan1, Xin Yan1, Fei Peng1, Weidong Dou2,
Qi Wang3

1Department of Hepatology, The First Hospital of Jilin University,

Changchun; 2The First Hospital of Jilin University, Changchun; 3The

Second Hospital of Jilin University, Changchun

Background: Red blood cell distribution width (RDW), a measure of

the range of variation of red blood cell (RBC) volume, is a routine

component of the complete blood count. We aimed to develop new

simple predictive indicator to estimate liver function with simple

routine laboratory parameters.

Methods: Methods: A total of 476 patients who had admitted in the

Hepatic-biliary-pancreatic Medicine department of First Hospital of

Jilin University. Among these, 295 were diagnosed with liver cir-

rhosis, 16 had pancreatitis, and 165 had other kind of liver diseases.

We calculated the Child-Pugh grade and Meld score. Patients were

divided into three groups by Child-Pugh Grade of A, B and C. All

common demographics and routine laboratory parameters were

analyzed.

Result: Red blood cell distribution width (RDW) values increased

with both Child-Pugh grade and Meld score. (correlation coefficient

= 0.514 and 0.304, respectively using spearman analysis) and among

Child-Pugh grade A, B and C, the correlation coefficient =

0.448,0.228 and 0.406, respectively.

Conclusion: RDW may provide a useful clinical value to estimate

liver function, and the RDW correlated best with Child grade A,

which indicates that RDW is suitable for early stage liver function in

compensated cirrhosis stage patients with liver cirrhosis correlated

best.

PP1551

SA-APASL2017-24010

The gamma-glutamyl-transpeptidase to platelet ratio is
not superior to APRI, FIB-4 and RPR for diagnosing liver fibrosis
in patients with chronic hepatitis B

Rui Huang1, Guiyang Wang1, Chen Tian1, Yong Liu2, Bei Jia3,
Jian Wang3, Yue Yang3, Yang Li1, Xiaomin Yan1,
Zhaoping Zhang1, Weimao Ding4, Chao Wu1

1Department of Infectious Diseases, Nanjing Drum Tower Hospital,

Nanjing University Medical School, Nanjing; 2Department of

Laboratory Medicine, Nanjing Drum Tower Hospital, Nanjing

University Medical School, Nanjing; 3Department of Infectious

Diseases, Nanjing Drum Tower Hospital, Clinical College of Nanjing

Medical University, Nanjing; 4Department of Hepatology, Huai’an

No 4 People’s Hospital, Huai’an

Background: The gamma-glutamyl transpeptidase to platelet ratio

(GPR) is a novel index to estimate liver fibrosis in patients with

chronic hepatitis B (CHB). However, few studies compared diag-

nostic accuracy of GPR with other non-invasive fibrosis tests based on

blood or serum parameters. We aimed to analyze diagnostic values of

GPR for detecting liver fibrosis in CHB patients and compared the

diagnostic performances of GPR with APRI (aspartate aminotrans-

ferase-to-platelet ratio index), FIB-4 (fibrosis index based on the four

factors), NLR (neutrophil-to-lymphocyte ratio), AAR (aspartate

aminotransferase/alanine aminotransferase ratio) and RPR (red cell

distribution width-to-platelet ratio) in both HBeAg positive CHB and

HBeAg negative CHB.

Methods: Two hundred and fifty-six CHB patients who underwent

liver biopsy were included. APRI, FIB-4, NLR, AAR, RPR and GPR

were calculated. The areas under the receiver-operating characteristic

curves (AUROCs) were calculated to assess the diagnostic accuracy

of these models.
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Result: The AUROCs of the GPR in predicting significant fibrosis,

advanced fibrosis and liver cirrhosis were 0.732 (95% CI

0.663–0.801), 0.788 (95% CI 0.729–0.847) and 0.753 (95% CI

0.692–0.814), respectively. The optimal cut-off value of GPR for

predicting significant fibrosis, advanced fibrosis and liver cirrhosis

were 0.341, 0.413 and 0.637. The further comparisons demonstrated

the diagnostic performance of GPR was not significantly different

with FIB-4 and RPR in identifying significant fibrosis, advanced

fibrosis and cirrhosis, but it was significantly superior to the AAR and

NLR in both HBeAg positive CHB and HBeAg negative CHB.

Conclusion: GPR showed an acceptable diagnostic performance for

the detection the degrees of liver fibrosis in patients with CHB.

However, it does not show advantages than APRI, FIB-4 and RPR in

identifying significant fibrosis, advanced fibrosis and cirrhosis in both

HBeAg positive CHB and HBeAg negative CHB.

PP1552

The value of spleen stiffness measured by acoustic radiation force
impulse for the non-invasive diagnosis of liver fibrosis

Yu Wang1, Xiaoxiao Yang1

1Liver Research Center, Beijing Friendship Hospital, Capital Medical

University, Beijing

Background: Liver stiffness (LS) measured by acoustic radiation

force impulse (ARFI) has similar predictive efficacy with FibroScan

for significant fibrosis and cirrhosis, but the diagnostic accuracy is

affected by aminotransferase, cholestasis, steatosis. Spleen stiffness

(SS) assessed by ARFI is correlated with liver fibrosis stage. How-

ever, the influencing factors of SS are not explicit. Therefore, the aim

of this study was 1. To research the diagnostic values of spleen

stiffness (SS) measured by ARFI (SS-A), and comparing with liver

stiffness measured by ARFI (LS-A) and LS measured by FibroScan

(LS-FS) 2. To analyze the associated factors with SS-A.

Methods: A total of 200 consecutive patients who underwent per-

cutaneous liver biopsy in Beijing Friendship hospital between June

2013 and February 2016 were enrolled in this study. of these patients,

viral hepatitis B/C, NAFLD, PBC, DILI and other liver diseases were

58, 27, 29, 38, 48, separately. For each patient, SS was assessed by

ARFI performed 10 measurements. Liver fibrosis was evaluated by

histology using the Metavir fibrosis staging and was regarded as the

gold standard. The diagnostic efficiency of SS and its influencing

factors were evaluate by SPSS21.0, Medcalc and SAS.

Result: 1. The median of SS-A in patients with F0, F1, F2, F3, and F4

fibrosis stages were: 2.29, 2.50, 2.53, 2.71, 3.05 m/s. SS-A had no

significant statistical difference among F0–F3. The statistical differ-

ence between F0 and F3 and F4 was significant. The median of LS-A

from F0 to F4 were: 1.14, 1.43, 1.92, 1.96, 2.13 m/s. There were

significant statistical difference between F0 and F1–F4, F1 and F2–

F4. LS-A had no significant statistical difference among F2–F4. The

median of LS–FS from F0–F4 were: 4.3, 6.8, 10.9, 15.5, 22.2 kPa.

There were statistical difference between F0 and F1–F4, F1 and F2–

F4, F2 and F4. There were no significant statistical difference

between F2 and F3, F3 and F4. 2. Cut-off values of SS-A for F C 3

and F = 4 were 2.76 and 2.83 m/s, separately. Area under ROC

(AUC) were 0.69 and 0.74. Cut-off values of LS-A for F C 1, F C 2, F

C 3 and F = 4 were 1.51, 1.7, 1.71, 1.78 m/s respectively. AUC were

0.86, 0.80, 0.77, 0.84, separately. Cut-off values of LS-FS for F C 1, F

C 2, F C 3 and F = 4 were 6.4, 10.0, 15.3, 17.1 kPa. AUC were 0.90,

0.82, 0.86, 0.93 separately. 3. In multivariate analysis, SS-A was only

correlated with platelet (PLT). According to the maximal sum of

sensitivity and specificity and 95% specificity, cut-offs for SS-A to

diagnosing cirrhosis were 3.06 and 3.27 m/s in PLT B 100 9 109/L

group, and 2.93 and 3.21 m/s in PLT[ 100 9 109/L group.

Conclusion: 1. SS-A can be used to diagnose liver cirrhosis. The

accuracy of SS-A, LS-A, LS-FS for diagnosing cirrhosis had no

significant difference. 2. The diagnosis of cirrhosis by SS-A was only

correlated with PLT.

PP1553

Study on diagnostic value of liver fibrosis by Fibroscan in chronic
hepatitis B patients with alanine aminotransferase lower than two
times upper limits of normal

Xingxiang Yang1, Rengang Huang2

1Departments of Infectious Disease, Sichuan Academy of Medical

Sciences and Sichuan Provincial People’s Hospital, Chengdu;
2Departments of Infectious Disease, Sichuan Academy of Medical

Sciences and Sichuan Provincial People’s Hospital, Chengdu,

Sichuan

Background: Liver biopsy is a diagnostic procedure, which involves

the examination of a small liver tissue sample for liver disease, and is

considered to be the gold standard for the diagnosis of liver fibrosis.

However, due to its invasiveness and high cost, the application of

liver biopsy in the evaluation of liver fibrosis is limited. The liver

tissue samples obtained for liver biopsy comprise only 1/50,000 of the

entire liver tissue, and therefore may not reflect the condition of the

entire liver.
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Liver stiffness measurement (LSM) using Fibroscan is a non-invasive,

rapid, quantitative and low-cost transient elastographic method of

assessing the degree of liver fibrosis. However, the results of LSM

may be influenced by factors other than fibrosis, including necroin-

flammatory activity, obesity, extrahepatic cholestasis and sampling

location. The efficacy of transient elastography has been validated in

patients with chronic hepatitis C; however, limited data are available

for its use in patients with other forms of liver disease.

Methods: A total of 500 consecutive patients with CHB and ALT

levels less than twice the normal upper limit were enrolled. Liver

biopsy and liver stiffness measurements (LSM) were performed.

Receiver operating characteristic (ROC) analysis was used to deter-

mine the predictive ability of LSM for the development of liver

fibrosis in patients with stage S1, S2 and S3 liver fibrosis. Pearson’s

correlation analysis was performed in order to determine the associ-

ation between liver stiffness value, which was measured by LSM, and

liver fibrosis degree, which was measured by liver biopsy.

Result: A total of 500 chronic hepatitis B patients were enrolled in

the study during October 2010 and August 2015, male:female =

294:206, their age was 16–67 years. LSM had a significant positive

correlation with liver fibrosis (r = 0.444, P\0.001). The cutoff level

of liver stiffness was 7.70 kPa for S2 with an AUC of 0.86 (95% CI

0.828–0.909), 81.43% sensitivity, 78.37% specificity. The cutoff was

8.8 kPa for S3 with an AUC of 0.89 (95% CI 0.843–0.940), 88.0%

sensitivity, 82.95% specificity. The age and LSM value of e antigen

negative patients were significantly higher than those of e antigen

positive patients in the fibrosis stage 1, while DNA HBV levels and

platelet count were significantly lower than those of e antigen positive

patients (P\ 0.05).

Conclusion: Fibroscan may provide improved sensitivity and speci-

ficity for the diagnosis of liver fibrosis in patients with CHB and ALT

levels lower than twice the normal upper limit, e antigen status affects

the LSM value of liver fibrosis stage 1.

PP1554

Type 2 diabetes mellitus is associated with of severe liver fibrosis
and liver steatosis using a combination of non-invasive diagnostic
parameter of liver stiffness measurement and controlled
attenuation parameter

Jirran Cabatingan1, Diana Payawal1,2

1Fatima University Medical Center, Valenzuela, Philippines;
2Cardinal Santos Medical Center, Valenzuela, Philippines

Background: Non-alcoholic fatty liver disease (NAFLD) is frequent

and progresses to fibrosis among patients with type 2 diabetes.

Methods: All diabetic patients, who underwent FibroScan for

assessment of liver fibrosis by liver stiffness measurement (LSM), and
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steatosis by Controlled Attenuation Parameter (CAP) were included

in the study. Demographics and NAFLD Fibrosis score were corre-

lated using Spearman correlation coefficients.

Result: 31 patients were screened with a mean age 50 ± 11 years,

with BMI 29.5 ± 6 kg/m. About 80% had controlled diabetes

(HbA1C 5.0 ± %). Severe fibrosis (LSM[8.7 kPa) was evidenced in

84% of patients, whose main risk factors includes age above 50,

increase BMI, higher waist circumference (p \ 0.005) and dyslipi-

demia. These factors also correlates with higher CAP (severe

steatosis): 330 ± dB/m (p\ 0.005). There was direct correlation of

higher LSM with higher CAP. Higher baseline CAP was related to

bigger waist circumference and high triglycerides level (p\0.0001).

However, normal HbA1c, an indication of Diabetes Control, was not

significantly correlated with neither CAP nor LSM.

Conclusion: Patients with Type II Diabetes Mellitus have a higher

steatosis and severe LSM. The main risk factors includes age above

50, increase BMI, higher waist circumference and dyslipidemia.

However normal HbA1c, was not significantly correlated with CAP

nor LSM.
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Statin use and histopathological change in non-alcoholic fatty
liver disease (NAFLD): meta-analysis

Pakkapon Rattanachaisit1, Paweena Susantitaphong2,
Kessarin Thanapirom1, Roongruedee Chaiteerakij1,
Piyawat Komolmit1, Pisit Tangkijvanich3,
Sombat Treeprasertsuk1

1Department of Medicine, Division of Gastroenterology, Faculty of

Medicine, Chulalongkorn University, Bangkok 10330, Thailand;
2Department of Medicine, Division of Nephrology, Faculty of

Medicine, Chulalongkorn University, Bangkok 10330, Thailand;
3Liver Research Unit, Faculty of Medicine, Chulalongkorn

University, Bangkok 10330, Thailand

Background: Non-alcoholic fatty liver disease (NAFLD) is one of

the major causes of chronic liver disease that can progress from fatty

liver, non-alcoholic steatohepatitis (NASH) and liver fibrosis. Primary

treatment of NAFLD by statins has not been clearly elucidated.

Therefore, we conducted a meta-analysis of statin use in patients with

biopsy-proven NAFLD or NASH on the change of liver histology.

Methods: We searched MEDLINE, Scopus, Google Scholar,

Cochrane Central Register of Controlled Trials (CENTRAL) for

clinical trials and observational studies that investigating the effects

of statins on histological change regardless of type or dosage. The

included study must have a treatment-duration of at least 1 year with

followed up biopsy. Random-effect model meta-analyses were used

to compute changes in outcomes of interest.

Result: We identified 8 studies (150 patients), representing 7

prospective cohort and 1 retrospective cohort study. There was a

significant decrease in steatosis grading and NAFLD activity score

(NAS) with standardized mean difference of -3.062 (95% CI -4.484

to -1.64; p \ 0.001) and -1.802 (95% CI -2.642 to -0.963; p \
0.001), respectively. However, there was no significant change in

fibrosis stage; 0.235 (95% CI -0.184 to 0.653; p = 0.272). In

subgroup analysis, we found that type of statin might affect the out-

come. Atorvastatin decreases NAS with standardized mean NAS

difference -1.875 (95% CI -2.90 to -0.85; p \ 0.01); however, it

increases fibrosis with standardized mean fibrosis stage difference

0.365 (95% CI 0.13 to -0.60; p\ 0.01). Pitavastatin also decreases

steatosis by standardized mean steatosis grading difference -0.45

(95% CI -0.81 to -0.09; p = 0.02). Rosuvastatin reduces fibrosis

with standardized mean fibrosis stage difference -0.493 (95% CI

-0.93 to -0.06; p = 0.03).

Conclusion: The current evaluation suggests that statin use can

reduce the extent of hepatic steatosis but not the stage of fibrosis.

Further randomized controlled studies assessing histological evi-

dences with adequate sample size and duration are required in order to

establish the role of statin as a primary treatment of NAFLD.

PP1556

The association of methylene tetrahydrofolate reductase C677T
and A1298C polymorphisms with non-alcoholic fatty liver disease
risk: a meta-analysis

Qin Wu1, Cong Wang1, Hong Tang1, Xue-zhong Lei1

1West China Hospital, Sichuan University, Chengdu

Background: The methylene tetrahydrofolate reductase (MTHFR)

gene polymorphism has been implicated in susceptibility to non-al-

coholic fatty liver disease (NAFLD), but study results are still

controversial. The aim of our study was to evaluate the association

between MTHFR genes and the risk for NAFLD.

Methods: A literature search was conducted in PubMed, Ovid

Medline, Embase, EBSCO, Web of Science, China National

Knowledge Infrastructure (CNKI) platform, Wanfang databases and

VIP databases. The association was assessed by the odds ratio (OR)

with a 95% confidence interval (CI).

Result: Ultimately, the present meta-analysis included 8 studies

involving 1712 patients for C677T polymorphism and 3 studies

including 729 participants for A1298C polymorphism. For A1298C,

no significant association between polymorphism and the risk of

NAFLD was identified under all five genetic models. For C677T,

significant associations were found in Asians under four genetic

models (T vs. C: OR = 1.577, 95% CI = 1.577; P = 0.007; CT vs.

CC: OR = 1.718, 95% CI = 1.157–2.551; P = 0.007; TT vs. CC: OR

= 1.942, 95% CI = 1.186–3.181; P = 0.008 and dominant model: OR

= 1.805, 95% CI = 1.258–2.591; P = 0.001); however, associations

could not be observed in Caucasians.

Conclusion: The MTHFR –677T allele is a susceptibility factor for

NAFLD in the Asian population, but not in Caucasians.
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Prevalence of hypothyroidism in nonalcoholic fatty liver disease

Sakkarin Chirapongsathorn1, Tassamon Pattaropong1

1Division of Gastroenterology and Hepatology, Phramongkutklao

Hospital and College of Medicine, Bangkok, Thailand

Background: NAFLD is considered to excessive hepatic fat accu-

mulation and associated with insulin resistance (IR). There are many

researches that suggest the correlation between NAFLD and

hypothyroidism other than metabolic syndrome. We performed a

cross-sectional study to find out the prevalence of hypothyroidism in

NAFLD.

Methods: Patients diagnosed NAFLD by imaging-based techniques,

were consecutive enrolled from outpatient department service at

Phramongkutklao hospital during Jan, 1st 2015 to July, 31st 2016.

Data selection criteria were age more than 18 years with characteristic

of fatty liver from radiographic and excluded other liver disease.

Every patients were tested for free T3, free T4, and TSH. Basic

investigation such as serum lipid profile, fasting blood sugar also

performed.

Result: The data showed 204 cases diagnosed NAFLD but found to

be hypothyroid only 2 cases, the prevalence of hypothyroidism was

only 1%. Mean of BMI was 28.44 ± 4.81 and obesity was found 75%

of case. Diabetes was found 43.2% of patients and hypertension was

72.82% of cases. Eighty percent of patients have dyslipidemia.

Conclusion: The study found that the incidence of hypothyroid in

NAFLD patient was 1% unlike the previous research and might not

support the hypothesis that hypothyroid was one of the risk factor.

PP1558

Impact of vitamin D replacement on liver enzymes in non-
alcoholic fatty liver disease

Suparuedee Boonyagard1, Karjpong Techathuvanan1,2

1Charoenkrungpracharuk Hospital, Bangkok, Thailand; 2Vajira

Hospital, Bangkok, Thailand

Background: Non-alcoholic fatty liver disease (NAFLD), which is

related to insulin resistance and metabolic syndrome, is a disease

most commonly found to progress into steatohepatitis and also evi-

denced as a major cause of cryptogenic cirrhosis. Several recent

studies showed that vitamin D plays an important role in the patho-

genesis and the treatment of chronic liver disease from many causes,

including NAFLD. However, studies specifically involving a role of

vitamin D replacement in NAFLD are extremely limited.

Objective: To demonstrate the effect of vitamin D replacement on

liver enzymes and Inflammatory markers in NAFLD patients

Methods: A randomized control trial was conducted at Liver clinic at

Vajira hospital from January to December 2015. Sixty eligible

NAFLD participants, who have ALT elevation with vitamin D

insufficiency, were randomly split into two groups (30 patients per

group) and assigned to receive either a vitamin D replacement or a

placebo for 20 weeks. During this study, the participants were asked

to maintain the same lifestyle and medication as before the experi-

ment, as well as to have their serum calcium level monitored every

four weeks for any side effects of hypervitaminosis D. Serum ALT,

inflammatory markers, and homeostasis model assessment (HOMA)

including Fibroscan� were compared before and after the 20-week

vitamin D replacement period to evaluate the anti-inflammatory effect

of vitamin D.

Result: At the beginning of the study, there was no statistical dif-

ferences between the two groups of patients on the baseline

characteristics, including gender, age, BMI, underlying disease (ex-

cept T2DM), ALT, inflammatory markers, FibroScan� and Inbody�.

At the end of the study, ALT (-27.43 ± 24.61 U/L, p\0.001), IL-6

(-0.45 ± 1.12 pg/mL, p = 0.036) and Ferritin (-52.75 ± 96.34 ng/

mL, p = 0.006) decreased significantly in the vitamin D group, while

CAP (-4.80 ± 26.15 dB/m), hsCRP (-0.42 ± 1.65 mg/L) and liver

stiffness (0.25 ± 3.48 kPa) tended to decrease. In the placebo group,

Ferritin (0.69 ± 72.45 ng/mL), hsCRP (0.06 ± 1.45 mg/L), CAP

(2.67 ± 30.89 dB/m) and liver stiffness (0.01 ± 2.18 kPa) increased

although statistically insignificant. In addition, the decrease of serum

ALT in the vitamin D group was significantly greater than in the

placebo group (-27.43 ± 24.61 U/L vs -12.70 ± 25.49 U/L,

respectively, p = 0.026). Furthermore, all patients in the vitamin D

group did not experience any side effects from hypervitaminosis D.

Conclusion: This is the first RCT showing that vitamin D replace-

ment could significantly reduce the liver inflammation as well as

contributed to the decrease of steatosis quantification in NAFLD

patients with ALT elevation, without evidence of short-term adverse

effects.

PP1559

Dynamic hepatoscintigraphy in the early diagnosis
of nonalcoholic fatty liver disease

Irina Curnikova1, Guzyal Ahmadullina2, Olga Tarasova1

1RUDN University, Moscow, Russia; 2Izhevsk State Medical

Academy, Izhevsk, Russia

Background: Aim: To explore the diagnostic capabilities of dynamic

hepatobiliary scintigraphy in the detection of non-alcoholic fatty liver

disease.

Methods: 60 patients were examined: 26 overweight and 34 obese

(class I—14 persons, class II—16, class III—4), all female, mean age

46.2 ± 6.29 years. In control group were persons with normal body

mass index (BMI) (37: female—35, male—2), the average age—42.9

± 11.67 years. The exclusion criteria were viral, autoimmune and

alcoholic liver disease. All patients were examined -general clinical
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research methods, as well as ultrasound examination of abdominal

organs (ultrasound), dynamic hepatobiliary scintigraphy were per-

formed. The studies were conducted on the ‘‘CF-9100’’ gamma

camera with computer software «Super-Segams». As a radiophar-

maceutical Bromezidu labeled with 99mTc was used.

Result: The prevalence of fatty liver disease (FLD) in patients

increased progressively with weight gain according to ultrasound

study, so in overweight patients FLD occur in 30.8% of patients, in

obesity class 1-in 64.3%, class 2—93.7%, class 3—100%. Among

those with normal body weight signs of FLD were found in 16.2% of

patients. Cytolytic syndrome was found out in 8.1% of those with

normal BMI, in 15.4% of overweight patients, in 28.6%—with obe-

sity class 1, in 18.8% with class 2 and 25% with class 3. Results of

dynamic hepatobiliary scintigraphy in overweight patients and obesity

showed varying degrees of slowing absorptive-excretory function of

hepatocytes with an increase in body weight. In individuals with

normal weight body Tmax was 13.7 ± 3.7 min, T1/2 = 28.5 ± 16.5

min; overweight—16.2 ± 3.4 min and 43.0 ± 24.8 min (p B 0.05),

class 1—16.9 ± 3.3 min and 34.1 ± 16.8 min (p B 0.05), class 2—

14.1 ± 3.8 min and 36.3 ± 19.0 min (p B 0.05), and class 3—16.4 ±

5.8 min and 24.7 ± 7.7 min respectively. Comparison of dynamic

hepatobiliary scintigraphy data in patients without liver ultrasound

changes and normal biochemical parameters revealed that an increase

in body weight was significantly slowed absorption and changed

within the physiological normal excretory function: in case of the

normal BMI Tmax was 13.8 ± 3.7 min, T1/2 -29.4 ± 17.7 min while

overweight -16.3 ± 3.83 min (r B 0.01) T1/2—42.4 ± 22.5 min (r B

0.01), obesity class 1—15.5 ± 0.7 min; T1/2—31.8 ± 6.6 min. There

were no patients with normal liver ultrasound picture and without

cytolytic syndrome among patients with obesity class 2 or 3.

Conclusion: Normal liver ultrasound picture and the lack of cytolytic

syndrome are not a measure of functional activity of hepatocytes in

overweight and obese patients. Dynamic hepatobiliary scintigraphy

reveals functional disturbances before the ultrasound signs of fatty

liver.

PP1560

Validation of the BARD (BMI, AST/ALT ratio, DMt2) scoring
system for detection of fibrosis in patients with nonalcoholic fatty
liver disease

M. D. Kamrul Anam1,2, Shahinul Alam3, Nooruddin Ahmad3

1Ministry of Health and Family Welfare, New Delhi, India;
2Bangabadhu Sheikh Mujib Medical University, Dhaka, Bangladesh;
3Bangabandhu Sheikh Mujib Medical University, Dhaka, Bangladesh

Background: Nonalcoholic fatty liver disease (NAFLD) includes a

wide spectrum of liver pathologies. Fibrosis stage is the strongest

predictor for both overall and disease-specific mortality in NAFLD

patients. Identifying patients with significant fibrosis is crucial to

accurate evaluation of prognosis, need of surveillance and therapeutic

intervention. So, clinical predictors of advanced NAFLD are needed

to guide diagnostic evaluation and treatment. There is a novel and

highly accurate noninvasive scoring system called BARD, which

identifies patients with NAFLD having significant fibrosis. The aim of

the present study was to validate BARD scoring system in patients

with NAFLD.

Methods: The study included 40 biopsy proven NAFLD patients.

Fibrosis in liver biopsies was evaluated according to the Histological

Scoring system for NAFLD. The BARD scoring system was assessed

according to Harrison et al.: BMI C28 = 1 point, AST/ALT ratio

C0.8 = 2 points, type 2 diabetes mellitus = 1 point. The BARD score

was compared with the fibrosis score.

Result: Significant fibrosis (F2-4) was observed in 18 (45%) patients.

Body mass index (BMI), 2 h after breakfast (2HABF), aspartate

transaminase (AST), aspartate transaminase/alanine aminotransferase

(AST/ALT) ratio and homeostasis model assessment for insulin

resistance (HOMA-IR) were significantly higher in patients having

significant fibrosis (F2-4). Diabetes mellitus (DM), impaired glucose

tolerance (IGT), obesity, metabolic syndrome, BMI C28 and AST/

ALT ratio C0.8 were also significantly higher in fibrosis score 2–4.

BMI (C28) was independently associated with significant fibrosis

(F2-4) in multivariate analysis. A positive significant correlation was

found between BARD score and fibrosis score. The validity of the

BARD score was correlated by calculating sensitivity—83.3%,

specificity—86.4%, positive predictive value (PPV)—83.3%, nega-

tive predictive value (NPV)—86.4%. The AUROC was found to be

0.908 with an odds ratio of 31.67 (CI 4.46–100.0) for detecting stage

2–4 fibrosis using the BARD score.

Conclusion: It can be concluded that the BARD score is useful non-

invasive diagnostic score for prediction of significant fibrosis and it

can also be capable of markedly reducing the need for liver biopsies

in NAFLD patients.

PP1561

Effect of pentoxifylline on histological activity and fibrosis
of nonalcoholic steatohepatitis patients: a one year randomized
control trial

Shahinul Alam1, S. K. M. Nazmul Hasan2, Golam Mustafa1,
Mahbubul Alam1, Nooruddin Ahmad1

1Department of Hepatology, Bangabandhu Sheikh Mujib Medical

University, Dhaka, Bangladesh; 2Resident Physician, Shahid Sayed

Nazrul Islam Medical College Hospital, Dhaka, Bangladesh

Background: Pentoxifylline (PTX) blocks the second hit for nonal-

coholic steatohepatitis (NASH) which includes secretion of

proinflammatory cytokines such as TNF-a. This study was designed

to evaluate the effects of Pentoxifylline for 1 year on histological

activity and fibrosis in NASH.

Methods: Thirty five patients with biopsy proven NASH were ran-

domized in two groups: PL group (n = 25) received Pentoxifylline

400 mg three times a day along with lifestyle modification and L

group (n = 10) only lifestyle modification for one year. After one year

a repeat liver biopsy was performed. Index and end of study NAFLD

activity score and fibrosis score was compared to evaluate the effects

of PTX in NASH patients.

Result: Base line anthropometric, biochemical and histological

character was similar in 2 groups. NAS improved in PL group from

5.45 ± 0 0.76 to 3.30 ± 1.13 (p value 0.000) and in L group from 5.30

± 0.68 to 4.20 ± 1.23 (p = 0.007). In PL group the individual

component of NAS; steatosis improved from 2.30 ± 0.66 to 0.95 ±

0.76 (p = 0.000), lobular inflammation from 1.65 ± 0.59 to 1.05 ±

0.51 (p = 0.002) and hepatocyte ballooning from 1.50 ± 0.51 to 1.30

± 0.57 (p = 0.258). In L group steatosis improved from 2.30 ± 0.68

to 1.40 ± 1.08 (p = 0.01), lobular inflammation from 1.50 ± 0.53 to

1.40 ± 0.51 (p = 0.591) and hepatocyte ballooning from 1.50 ± 0.52

to 1.40 ± 0.52 (p = 0.678). Fibrosis score improved in PL group from

1.25 ± 0.44 to 1.20 ± 0.70 (p = 0.716) and in L group it improved

from 1.30 ± 0.68 to 1.30 ± 0.48 (p = 1.00). At the end of the study

NAS improved in both group, the difference of NAS improvement

between two groups was statistically significant 2.10 ± 1.07 versus

0.90 ± 0.99 (p = 0.006); significantly higher in PL group. In this

study NAS C2 or fibrosis score C1 improvement is considered as

significant histological improvement (histological responder). NAS

C2 improved in 15 patients out of 20 (75%) in PL group and in 3
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patients out of 10 (30%) in L group (p = 0.018). The difference of

fibrosis score C1 improvement between two groups was not statisti-

cally significant (p value 1.00). Total 10 patients lost C7%

bodyweight, among them 7(35%) in PL group and 3(30%) in L group.

Among patients with C7% bodyweight looser, 70% was histological

responder and 30% was histological non-responders. On the other

hand those who did not loose 7% bodyweight, 60% were histological

responder and 40% was histological non-responders. So, significant

bodyweight loss (7% or more) was not associated with significant

histological improvement (p value 0.592). Multivariate analysis

explored that NAS significantly improved in PL group (p = 0.027;

OR = 22.76, CI = 1.43–362.40) independent of weight reduction.

Pentoxifylline had minimum side effects.

Conclusion: Pentoxifylline treatment for 1 year reduced NAFLD

activity score. It was safe and well tolerated.

PP1562

The assessment of intima media thickness value in obese children
with nonalcoholic fatty liver disease

Dariusz Marek Lebensztejn1, Monika Klusek-Oksiuta1,
Anna Bobrus-Chociej1, Irena Bialokoz-Kalinowska2,
Eugeniusz Tarasow3

1Department of Pediatrics, Gastroenterology and Allergology,

Medical University of Bialystok, Białystok, Poland; 2Medical

Institute, Lomza State University of Applied Science, Łom _za, Poland;
3Department of Radiology, Medical University of Bialystok,

Białystok, Poland

Background: Nonalcoholic fatty liver disease (NAFLD) is regarded

as a hepatic manifestation of metabolic syndrome which is charac-

terized of early development of cardiovascular disease. Data in adults

showed that intima media thickness (IMT) value seems to be a suit-

able marker for evaluation of cardiovascular risk. Therefore, the aim
of the study was to evaluate the IMT value in obese children with

NAFLD.

Methods: The prospective study included 83 obese children (aged

7–17 years, median 12 years) admitted to our Department to diagnose

initially suspected liver disease. Patients with viral hepatitis (HCV,

HBV, CMV), autoimmune (AIH), toxic and metabolic (Wilson’s

disease, alfa-1-antitrypsin deficiency) liver diseases were excluded.

NAFLD was diagnosed in children with liver steatosis in ultrasound

as well as elevated ALT serum activity. IMT value and the degree of

liver steatosis (graded according to Saverymuttu scale) were assessed

in ultrasound. Advanced steatosis was defined as a score[1. The total

intrahepatic lipid content (TILC) was assessed by magnetic resonance

proton spectroscopy (1H-MRS).

Result: Significant positive correlation was found between IMT and

alanine transaminase (r = 0.23), BMI (r = 0.23) and waist circum-

ferences (r = 0.36). Mean IMT value was significantly higher (p =

0.049) in children with NAFLD (n = 31) compared to other obese

patients (n = 52). Moreover, children with NAFLD had significantly

higher activity of ALT (p\0.001) and GGT (p\0.001), HOMA-IR

(p = 0.02), BMI (p = 0.02), waist circumference (p = 0.003) steatosis

grade in ultrasound (p \ 0.001) and TILC in 1H-MRS (p = 0.004).

We did not find significant differences in IMT value in children with

mild (grade 1) and advanced liver streatosis in ultrasound (grade 2–3).

Conclusion: The higher IMT value in NAFLD children and its cor-

relation with biochemical marker of liver injury and anthropometric

measurements suggest the higher possibility of earlier development of

cardiovascular disease in this group of children.

PP1563

The value of FibroTouch fat attenuation parameter in patients
with chronic hepatitis B and nonalcoholic fatty liver disease

Chongshan Mao1

1Department of Infectious Diseases, Henan Provincial People’s

Hospital, Zhengzhou

Background: To explore the value of FibroTouch in the fat attenu-

ation parameter about patients with chronic hepatitis B and

nonalcoholic fatty liver disease.

Methods: 115 patients treated in Henan Provincial People’s Hospital

from Jan 2014 to Mar 2015 are divided into two groups, patients with

chronic hepatitis B (CHB) only and combined with nonalcoholic fatty

liver disease (NAFLD). Analysis the value of FibroTouch in liver

inflammation, fibrosis, and fatty liver disease, and the relationship

with other related factors. T test was used in quantitative data anal-

ysis, the differences between groups were analysised by using single

factor analysis of variance (ANOVA), while the qualitative data

worked by Chi square test, we do think that P\0.05 was statistically

significant.

Result: There are 54 patients which were diagnosed with CHB and

NAFLD in 115 patients. In different grade of fibrosis and inflam-

mation, the fat attenuation parameter of patients with CHB and

NAFLD is higher than patients with CHB alone. Also, the higher

about the degree of the fat attenuation parameter, the more heavy of

the liver steatosis, while the sensitivity is 85% and the specificity is

92.6%. Closely related in the degree of liver inflammation and

fibrosis, but fat attenuation parameter has nothing to do with them.

Conclusion: As a new noninvasive diagnostic method truthfully and

accurately, FibroTouch can detect the degree of hardness and fat of

the liver, which should be recommended as the clinical diagnosis and

treatment method of fatty liver patients with chronic hepatitis B.

PP1564

Value of fat attenuation parameter to the diagnosis of fatty liver
disease and the related factors analysis

Huibin Ning1, Jia Shang1

1Department of Infectious Diseases, Henan Provincial People’s

Hospital, Zhengzhou

Background: To evaluate the diagnostic value of fat attenuation

parameter in fatty liver disease, and the relation with other factors that

caused fatty liver disease.

Methods: To study the 241 patients treated in our hospital, divided

into fatty liver group and non-fatty liver group, fat attenuation

parameters were observed with gender, BMI (Body Mass Index, BMI)

and age.

Result: 241 cases of patients, 166 male, 75 female, mean age is 38.83

± 12.39 years, BMI average of 24.61 ± 4.05 (kg/m2), fat attenuation

parameters averaged 242.41 ± 32.90 (db/m). The occurrence of fatty

liver disease is unrelated to sex (t = -0.602, P[0.05), but not with

age (t = -2.489, P \ 0.05), BMI (t = -9.826, P \ 0.05) and fat
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attenuation parameters (t = -16.083, P\ 0.05). The differences are

statistically significant.

Conclusion: Fat attenuation parameters can be more accurately to

determinate the fat in liver as a new diagnosis to guide the diagnosis

of fatty liver disease, its simple, non-invasive and accurate charac-

teristics were suitable for clinical application.

PP1565

Hemoglobin is independently associated with hepatic steatosis in
patients with Hepatitis B virus infection

Zhiqiao Zhang1, Gongsui Wang2, Kaifu Kang3, Guobiao Wu3,
Peng Wang2

1The First Hospital of Shunde, Shunde; 2Department of Infectious

Disease, The First People’s Hospital of Shunde, Shunde; 3Department

of Pathology, The First People’s Hospital of Shunde, Shunde

Background: Hepatitis B virus (HBV) affects 350 million individuals

in the world [1]. Non-alcohol fatty liver disease (NAFLD) is the most

common liver disease, which occurring in one out of three persons in

the developed world [2]. Machado et al. has reported that the overall

prevalence of hepatic steatosis was 29.6% (ranging from 14 to 70%)

in patients with hepatitis B infection in a meta-analysis study [5].

Sung et al. has found that the subjects with NAFLD were at signifi-

cantly increased cardiovascular disease (CVD) risk [6]. Jin et al. has

reported that Hepatic steatosis was significantly associated with

treatment failure of Entecavir [7]. Recently, Trak-Smayra et al. has

reported that serum free hemoglobin subunits was positively corre-

lated with severity of liver lesions in patients with NAFLD and might

serve as serum biomarkers for the severity of liver damages in

NAFLD [10]. Xu et al. has found that serum hemoglobin concen-

tration was significantly associated with NAFLD, and the prevalence

rate of NAFLD increased with progressively higher serum hemo-

globin concentrations [11]. These previous studies suggested that the

hemoglobin was correlated with NAFLD in general individuals.

However, the relationship between serum hemoglobin and hepatic

steatosis in patients with HBV infection has not been clearly clarified.

The aim of this cross-sectional study was to determine the association

of hemoglobin with hepatic steatosis in patients with HBV infection.

Methods: From January 2006 to December 2014, a total of 1580

consecutive subjects who underwent liver biopsies were enrolled. All

subjects were grouped according to their baseline hemoglobin levels:

group 1, B142 g/L (for female: B123 g/L); group 2, 143–153 g/L (for

female: 124–131 g/L); group 3, C154 g/L (for female: C132 g/L). All

clinical and pathological data were collected and analyzed. The uni-

variate logistic regression analyses were carried out to identify

variables that were significantly associated with hepatic steatosis. The

multivariate logistic regression analyses were performed to identify

variables independently associated with hepatic steatosis.

Result: Compared to the subjects in group1, the prevalence ratio of

hepatic steatosis for the subjects in group 2 and group 3 was 1.55 and

2.86 (v2 = 44.23, P\0.001), respectively. After adjustment for age,

gender and BMI, with comparison to subjects in group 1, the hazard

ratios (95% CI) for subjects in group 2 and group 3 were 2.941

(1.346–6.425) and 5.080 (2.372–10.881), respectively (all P\0.001).

Further multivariate logistic regression analysis demonstrated that

hemoglobin was an independent factor for hepatic steatosis.

Conclusion: Hemoglobin is independently associated with hepatic

steatosis in patients with HBV infection. Increased hemoglobin may

be a valuable predictor of hepatic steatosis in patients with HBV

infection.

PP1566

Study on the influence of alanine transaminase to the sensitivity
of non-alocholic fatty liver disease diagnosed by Fibrotouch

Wenrui Wang1, Zhenjing Jin2

1The Second Hospital of Jilin University, Changchun; 2The Second

Hospital of Jilin University, Changchun

Background: Study on the influence of alanine transaminase to the

sensitivity of non-alocholic fatty liver disease diagnosed by

Fibrotouch.

Methods: According to the levels of serum ALT, the patients who

presented with non-alcoholic fatty liver diseases in hepatic fibrosis

were divided into three groups: Group A: ALT \ 19 ULN (upper

limit of normal value), Group B: 19 ULN\ALT\29 ULN, Group

C:ALT C29 ULN. The Area under the ROC curve in hepatic fibrosis

in the three groups were calculated simultaneously using Fibrotouch

as well as analyzed statistically.

Result: The average value of hepatic hardness value in hepatic

fibrosis of Group A, Group B, Group C respectively was 6.4, 7.4, 8.6

kPa, which were statistically significant. The average value of con-

trolled attenuation parameter was 246.43, 271.86, 267.14 dB/m. The

values of different groups were statistically significant (P\0.05). In

hepatic cirrhosis, dates showed that the hepatic hardness values were

increasing by the rise of the levels of serum ALT. However, the

controlled attenuation parameter of Group A, Group B, Group C,

whose AUROC respectively were 0.928, 0.961 and 0.714; sensitivity

respectively were 0.971, 0.933 and 0.857; and accuracy respectively

were 0.971, 0.955 and 0.909. It demonstrated that the sensitivity of

diagnosis of controlled attenuation Parameter reduced with ALT

increasing.

Conclusion: The diagnosis sensitivity of non-alocholic fatty liver

disease by Fibrotouch is influenced by ALT levels.

PP1567

No relationship between high body mass index and irritable bowel
syndrome in Chinese adolescents

Zhou Hui-qing1, Yao Min 2, Chen Guang-yu 1, Yuan-wen Chen1

1Department of Gastroenterology, Xinhua Hospital Affiliated to

Shanghai Jiaotong University School of Medicine, Shanghai;
2Department of Paediatrics, Yueyang Hospital of Integrated

Traditional Chinese and Western Medicine, Shanghai University of

Traditional Chinese Medicine, Shanghai

Background: The aim of this study was to explore the impact of high

body mass index (BMI) on irritable bowel syndrome (IBS) in Chinese

adolescents.

Methods: In total, 1173 students from Shanghai completed the ado-

lescent questionnaire for IBS and had their BMI calculated.

Result: The prevalence of obesity, overweight, and combined obe-

sity/overweight were not significantly different between genders.

Similarly, the prevalence of IBS adjusted for cluster effects in all

adolescents was 18.84%, with no significant difference between

genders. The prevalence of IBS adjusted for cluster effects between

junior middle school and senior high school students was 13.43 and

26.85%, respectively, which was significantly different (P \ 0.05).

High BMI was not associated with IBS. After adjusting for age, sex,

night pain, and psychological factors, univariate analyses did not

indicate a significant association between obesity/overweight and

IBS.
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Conclusion: Obesity and IBS were extremely prevalent in Chinese

adolescents, but no correlation between high BMI and IBS was found.

PP1568

A comparison of hepatic steatosis index, controlled attenuation
parameter, and ultrasound as noninvasive diagnostic tools
for hepatic steatosis in patients with biopsy-proven chronic
hepatitis B

Xu Liang1, Lu Wei2, Li Ping2, Mi Yuqiang2, Fan Jian-Gao3

1Tianjin Research Institute of Liver Diseases, Tianjin Second Peoples

Hospital, Tianjin; 2Tianjin Research Institute of Liver Diseases,

Tianjin Second People’s Hospital, Tianjin; 3Xinhua Hospital,

Shanghai Jiaotong University School of Medicine, Shanghai

Background: To evaluate the value of noninvasive tools for diag-

nosis of hepatic steatosis in chronic hepatitis B (CHB) patients.

Methods: Consecutive CHB patients who underwent liver biopsy

(LB), ultrasound, and FibroScan were enrolled. The diagnostic per-

formance of controlled attenuation parameter (CAP), hepatic steatosis

index (HSI), and ultrasound for hepatic steatosis compared with LB

was assessed.

Result: Prevalence of histological steatosis was 37.4% in 366 patients

with CHB, with mild (S1), moderate (S2), and severe (S3) steatosis

being 33.9, 2.2, and 1.4%, respectively. However, prevalence of

ultrasound-diagnosed fatty liver was 9.8%. CAP and HSI accuracies

were significantly higher than ultrasound to detect patients with S1

(65.3, 56.5 vs. 17.7%, v2 = 46.305, 31.736, both P\0.0001) and S2-

3 steatosis (92.3, 100 vs. 53.8%, v2 = 4.887, 7.800, P = 0.037, 0.007

respectively). Both CAP and HSI had lower underestimation rates of

steatosis grade than ultrasound (12.0, 14.8, vs. 29.5%, v2 = 9.765,

6.452; P \ 0.05 for both). The areas under receiver operating char-

acteristic curves (AUROCs) of CAP and HSI were 0.780 (95% CI

0.735–0.822) and 0.655 (95% CI 0.604–0.704) for S C 1 (P =

0.0006); 0.932 (95% CI 0.902–0.956) and 0.755 (95% CI

0.707–0.799) for S C 2 (P \ 0.0001), 0.990 (95% CI 0.974–0.998)

and 0.786 (95% CI 0.740–0.827) for S C 3 (P = 0.0017).

Conclusion: CAP might be more accurate for classifying steatosis

than HSI and ultrasound in CHB patients.

PP1569

The study of lifestyle intervention treatment of non-alcoholic fatty
liver disease

Xu Liang1, Mi yu Qiang2

1Tianjin Research Institute of Liver Diseases, Tianjin Second Peoples

Hospital, Tianjin; 2The Second People Hospital of Tianjin, Tianjin

Medical Research Institute of Liver Disease, Tianjin

Background: Aim: To evaluate the effect of loss of weight by life-

style intervention in NAFLD treatment.

Methods: This was a prospective cohort study. All these 66 patients

who came from fatty liver disease outpatient of Tianjin No. 2 Peo-

ple’s Hospital between February 2013 and May 2014 just only had

undergone lifestyle intervention treatment without drug prescription,

and were observed the changes of the weight, the CAP, liver function,

blood lipids, fasting blood glucose and insulin levels, then we eval-

uated the effect of loss of weight by lifestyle intervention in NAFLD

treatment. Receiver operating characteristic curves were plotted, and

the areas under the curves were calculated to determine the diagnostic

efficacy.

Result: To lower two grades of steatosis was needed to reduce the

weight of at least 2.75 kg or 4% with AUROC of 0.767 (95% CI

0.637–0.896) or 0.811 (95% CI 0.678–0.944) respectively; ALT

returned to normal was needed to losing at least 4.5 kg weight, or at

least 6% weight with AUROC of 0.708 (95% CI 0.556–0.859) or

0.733 (95% CI 0.586–0.880) respectively.

Conclusion: To lower two grades of steatosis was needed to reduce at

least 4% weight, and ALT returned to normal was needed to losing at

least 6% weight by lifestyle intervention treatment in NAFLD.
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PP1571

Assessment of hepatic steatosis improvement using controlled
attenuation parameter in patients with non-alcoholic fatty liver
disease under regular follow up

Young Eun Chon1, Kyu Sik Jung2, Jun Yong Park2, Beom Kyung
Kim2, Seung Up Kim2, Sang Hoon Ahn2, Do Young Kim2, Hana
Park1, Kyu Sung Rim1, Seong Kyu Hwang1, Kwang-hyub Han2

1CHA Bundnag Medical Center, CHA University, Seongnam, South

Korea; 2Yonsei University College of Medicine, Seoul, South Korea

Background: The change of hepatic steatosis in non-alcoholic fatty

liver disease (NAFLD) patients under regular follow up has not been

widely investigated. We investigated the serial changes of hepatic

steatosis assessed by controlled attenuation parameter (CAP) and the

predictors for improvement of hepatic steatosis in NAFLD patients.

Methods: Among 513 NAFLD patients diagnosed upon ultrasound

and CAP [250 dB/m at baseline, 304 patients underwent repeated

CAP measurement at baseline and at follow up. The improvement of

hepatic steatosis was defined as a[10% decline of CAP value from

the baseline.

Result: Mean age of 304 patients was 58.8 ± 11.4 years and 80.1%

were male. The mean CAP value significantly decreased from base-

line to follow up (292.3 dB/m to 277.1 dB/m, P\0.001). During the

median follow up of 15.3 (9.5–20.3) months, 34.5% patients showed

improvement of hepatic steatosis. In a univariate analysis, low body

mass index (BMI), low weight, low liver stiffness value, low

triglyceride level, and low ALT at follow up were predictors for

improvement of hepatic steatosis. In multivariate analyses, low

weight (P = 0.004; hazard ratio [HR], 0.965; confidence interval [CI],

0.941–0.988) and low ALT (P = 0.004; HR, 0.971; CI 0.951–0.990)

at follow up, or low BMI (P = 0.006; HR, 0.881; CI 0.805–0.964) and

low ALT (P = 0.004; HR, 0.971; CI 0.951–0.990) at follow up were

the independent predictors. In patients with weight reduction more

than 10% (n = 22), CAP value significantly decreased (from 288.0

dB/m to 228.9 dB/m, P\ 0.001).

Conclusion: Weight reduction, and ALT decrease were independent

predictors for improvement of hepatic steatosis. Long term effect of

weight reduction on improvement of hepatic steatosis and fibrosis

should be investigated further.

PP1572

The study on diagnosis efficiency of fatty liver disease by using
the invasive and non-invasive method

Yan Shi Yan1

1Shanghai Jiaotong University School of Medicine, Shanghai

Background: To explore invasive and noninvasive examination

measures of the diagnosis efficiency of fatty liver disease (FLD).

Methods: 338 patients confirmed by liver biopsy with chronic liver

disease were included in this study. The etiology mainly contained

non-alcoholic fatty liver disease (NAFLD), chronic hepatitis B

(CHB), and the merger of CHB and NAFLD. Using FibroScan testing

the live stiffness measurement (LSM) and controlled attenuation

parameter (CAP) to predict the degree of fibrosis and the quantity of

steatosis. In addition, determined and calculated the Fatty Liver Index

(FLI), Hepatic Steatosis Index (HSI) of 100 cases, NAFLD Fibrosis

Score, APRI and FIB-4 index of 260 cases. Take these as noninvasive

markers, and to compare these indexes with LSM and CAP in the

diagnostic efficiency of FLD by taking liver biopsy as gold standard.

Result: The AUROC of CAP diagnosis fatty liver is 0.882, signifi-

cantly better than the FLI and HSI, were 0.763, 0.696, and diagnostic

value of 0.866 when diagnosis S C 2, also significantly better than

that of HSI (AUROC = 0.681) (P \ 0.05). The LSM diagnosis of

cirrhosis in NAFLD was significantly superior to APRI, AUROC

were 0.969, 0.859; and in CHB, the diagnosis of significant fibrosis (F

C 2), advanced fibrosis (F C 3) and cirrhosis value was significantly

superior to NFS, APRI and FIB-4 index, AUROC were 0.830, 0.918,

0.906, respectively (P\ 0.05).

Conclusion: Fatty liver disease, non-alcoholic fatty liver disease,

liver biopsy, hepatitis B, noninvasive diagnosis

PP1573

Optimal cut-off value to assess changes of intrahepatic fat amount
using controlled attenuation parameter in clinical trial

Sang Bong Ahn1, Dae Won Jun2

1Eulji University Hospital, Taejon, Korea; 2Hanyang University

Hospital, Hanyang University College of Medicine, Seoul, South

Korea

Background: Recently, controlled attenuation parameter (CAP) has

shown good correlation with intrahepatic fat amount compare to liver

biopsy as well as MRS data in large cross sectional cohort. However,

there are few information about whether change of CAP scores can be

used in clinical trial. Therefore, we investigated the correlation with

CAP and MRS by serial examination in clinical trial setting.

Methods: Sixty-five NAFLD patients were evaluated with MRS and

transient elastography including CAP in clinical study. Both MRS and

CAP were evaluated after 3 months probiotic clinical trial in patients

with NAFLD.

Result: Baseline CAP and MR-PDFF showed good correlation

assessing hepatic steatosis (r = 0.60, p \ 0.001). Also, changes of

CAP value was also correlated with changes of intra-hepatic fat %

using MR-PDFF (r = 0.35, p = 0.008) in clinical trial setting. Con-

cordance rate of improvement or aggravation was comparable in both

two methods. However, the less change amount was small in CAP

value, the less concordance rate showed more weak with MR-PDFF.

When the change of CAP value after treatment was less than 20,

concordance rate with MR-PDFF was decreased to 15/25 (60%).

Conclusion: CAP and MRS have a comparable diagnostic value for

the hepatic steatosis quantification as well as assessing changes of

hepatic fat amount in clinical trial. However, a careful interpretation

of the steatosis change using CAP score is needed when the absolute

change value was less than 20 in clinical trial setting.

PP1574

A clinical study on behavior type A and quality of life in patients
with nonalcoholic fatty liver disease (NAFLD)

Yuanyuan Zhang1, Jiwei Wang2, Zeyu Zhang2, Weicheng Lin2,
Saisai Cao2, Yulan Liu1

1Department of Gastroenterology, Peking University People’s

Hospital, Beijing; 2Peking University Health Science Center, Beijing

Background: Nonalcoholic fatty liver disease (NAFLD) is the most

common chronic liver disease worldwide. It is a progressive disorder

involving a spectrum of conditions that include pure steatosis without

inflammation, nonalcoholic steatohepatitis (NASH), fibrosis and
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cirrhosis. The aim of this investigation was to study the behavior type,

quality of life, the status of anxiety and depression in patients with a

diagnosis of nonalcoholic fatty liver disease (NAFLD).

Methods: A questionnaire survey was conducted among the outpa-

tients and inpatients of Peking University People ‘s Hospital. The

patients were divided into two groups, NAFLD group and control

group. The questionnaire included Type A Behavior Pattern Scale

(TABP), Chronic Liver Disease Questionnaire (CLDQ), Fatigue

Scale-14 Questionnaire (FS-14), Self-rating Anxiety Scale (SAS) and

Self-rating Depression Scale (SDS). We analysized the clinical lab

results and the questionnaire scores of the two groups.

Result: ’A total of 153 valid questionnaires were collected and divided

into NAFLD group (87 cases) and control group (66 cases). In the bio-

chemical results, the levels of ALT (36 ± 25.58), AST (27.16 ± 14.27),

GGT (50.31 ± 56.77), triglycerides (2.66 ± 2.23), UA (355.57 ± 92.12)

in NAFLD group were significantly higher (P\0.05) than those in the

control group ALT (21.69 ± 6.98), AST (21.49 ± 6.98), GGT (28.57 ±

26.45), TG (1.67 ± 1.98), UA (305.52 ± 97.01) (Table 1). The score of

type A Behavior Pattern Scale (26.80 ± 6.075) and type A behavior

percentage (6.90%) in the NAFLD group were higher than those in the

control group (score 23.85± 7.406, percentage 3.03%), but there was no

significant difference (P[0.05). There were no significant differences in

the scores of FS-14 between the two groups. There were no significant

differences in the five scales of fatigue, emotional function, abdominal

symptoms, general health and anxiety in the Chronic Liver Disease

Questionnaire (CLDQ), but the score of energy (15.44 ± 4.30) in

NAFLD group was significantly lower (P\ 0.01) than that in control

group (16.77± 2.91). The score of depression scale in the NAFLD group

(35.20 ± 7.96) was lower than control group (38.56 ± 9.28) (P\0.05).

Meanwhile there was no significant difference in the anxiety scores of

the two groups (P = 0.423) (Table 2).

Conclusion: There is no significant correlation between NAFLD and

type A behavior. For the life quality, the energy score of NAFLD

group was lower compared to the control group, and meanwhile the

depression score was lower.

PP1575

What is the role of NAFLD in cirrhosis etiology?

Ahmet Uyanikoglu1, Ferzan Aydin1, Necati Yenice1

1Medical Faculty, Gastroenterology, Harran University, Şanlıurfa,

Turkey

Background: The most common cause of liver cirrhosis is chronic

viral hepatitis, in our region and Turkey. Cryptogenic cirrhosis is

described if causative factors can not be found. Non-alcoholic fatty

liver disease (NAFLD) is a disease that proceed chronic inflammation

and can cause liver cirrhosis that are not the second reason for liver

steatosis. In this study, we aimed the etiology of cirrhosis and the

assessment of the role of the cirrhosis etiology of NAFLD.

Methods: The clinical study between January 2013 and December

2014 and/or with biopsy diagnosis of cirrhosis patients had been

placed. Were detailed history of the patients, physical examination

was performed, Body mass index (BMI) was calculated. Routine

examinations were done, detailed laboratory and radiological analyses

were performed. Etiological cause can not be found were considered

cryptogenic cirrhosis patients, these patients ATP 3 (Adult Treatment

Panel 3) was evaluated according to the criteria for metabolic syn-

drome, this patient was considered to meet the criteria in NAFLD

cirrhosis ground.

Result: 108 patients enrolled in the study 61 (56.5%) were male,

mean age 54.5 ± 15.1 (19–89) years. Etiologic factors of chronic

hepatitis B 33 patients (30.6%), chronic hepatitis C 19 (17.6%), HBV

+ HCV (1.9%), HDV 12 (11.1%), Wilson’s disease 6 (5.6%), car-

diogenic 2 (1.9%), autoimmune hepatitis, hemokromatosiz, hereditary

metabolic disorders, alcohol, portal vein thrombosis, congenital

hepatic fibrosis, while a patients 27 patients with cryptogenic cir-

rhosis, (25%), respectively. Cryptogenic Cirrhosis patients were 14

male (51.9%), mean of age 54.3 ± 15.7 (19–89). Cryptogenic cir-

rhosis patients, 14 of them (51.8%), according to ATP III criteria for

the metabolic syndrome were evaluated.

Conclusion: Viral hepatitis are the most common cause of cirrhosis

etiology in our region. One quarter of patients were cryptogenic cir-

rhosis and half of these patients meet of metabolic syndrome criteria,

these patients can be defined as cirrhosis in the ground of NAFLD.

One of ten causes of all cirrhosis is NAFLD.

PP1576

Vitamin E versus placebo for the treatment of non diabetic
patients with nonalcoholic steatohepatitis in China

Shufei Zang1, Yu Song2, Lang Bai3, Jinjun Chen4, Xiaoling Chi5,
Fangping He6, Yuqiang Mi7, Huiping Sheng8, Wang Jing9,
Yongfeng Yang10, Jing Zhang11, Mingxiang Zhang12,
Minghua Zheng13, Yongjian Zhou14, Zhengsheng Zou15,
Bingyuan Wang16, Junping Shi17

1Hangzhou Normal University Affiliated Hospital, Hangzhou;
2Hangzhou Normal University Affiliated Hospital, Hangzhou; 3West

China Hospital, Sichuan university, Chengdu; 4Hepatology Unit,

Nanfang Hospital, Southern Medical University, Guangzhou;
5Guangdong Provincial Chinese Medicine Hospital, Guangzhou; 6The

First Affiliated Hospital of Xinjiang Medical, Urumqi; 7The second

people’s Hospital of Tianjin, Tianjin; 8General Hospital Ningxia

Medical, Yinchuan; 9Affiliated Traditional Chinese Medicine

Hospital of Southwest Medical University, Luzhou; 10The Second

Hospital of Nanjing, Nanjing; 11Beijing You An Hospital Capital
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Medical University, Beijing; 12The Sixth People’s Hospital of

Shenyang, Shenyang; 13Department of Hepatology, Liver Research

Center, the First Affiliated Hospital of Wenzhou Medical University,

Wenzhou; 14Guangzhou First People’s Hospital, Guangzhou; 15302

Military Hospital of China, Beijing, Guangzhou; 16The First Hospital

of China Medical University, Shenyang; 17Hangzhou Normal

University Affiliated Hospital, Hangzhou

Background: Vitamin E is one of the most promising agents for

nonalcoholic steatohepatitis (NASH) treatment. However, its efficacy

and safety remains unknown in China.

Methods: Objectives: VENS is conducted to evaluate: (a) the efficacy

and safety of treatment with moderate dose of vitamin E softgel (300

mg/day) determined from standardized histologic scoring of liver

biopsies, (b) whether treatment with vitamin E improves biochemical

parameters, cytokines, anthropometric parameters, the CAP and E

values determined by fibroscan and the health related quality of life

(SF-36), (c) whether the efficacy of treatment with vitamin E was

associated with the Heptoglobin (Hp) 2 allele in non diabetic adults

with NASH.

Result: Design: VENS is a multicenter, randomized, double-masked,

placebo parallel controlled trial to evaluate the efficacy and safety of

treatment with vitamin E softgel in non diabetic adults with NASH

compared to treatment with placebo in China. Liver biopsies are read

by Pathological Evaluation Committee independently according to

NASH Clinical Research Network (CRN) scoring system and a

NAFLD Activity Scores (NAS) consisting of steatosis, lobular

inflammation, and hepatocyte ballooning. The definition of histologic

improvement requires all three of the following criteria: (a) either

improvement in NAS by at least 2 points or post-treatment NAS of 3

points or less, (b) at least 1 point improvement in the score for bal-

looning and (c) no worsening of fibrosis stages.

Conclusion: Methods: VENS will enroll about 120 biopsy-proven

NASH patients from 15 centers in China. Participants will be ran-

domized to received vitamin E (100 mg, t.i.d.) or placebo for 96

weeks and then 24 weeks of post-treatment observation (Figure 1).

Biochemical parameters, cytokines, anthropometric parameters,

transient elastography, Hp2 allele and several questionnaires will

collected according to schedule table (Table 1). This protocol was

approved by the Ethics Committee of Hangzhou Normal University

Affiliated Hospital to ensure patients safety, and R&G Pharma

Studies Co., Ltd. was established for monitoring the accumulated

interim data to review efficacy and quality of data collection and

overall study management.

PP1577

Changes of four common non-infectious liver diseases
for the hospitalized patients in Beijing 302 hospital from 2002
to 2013

Binxia Chang1, Baosen Li2, Ang Huang2, Guangju Teng2,
Ying Sun2, Xiaoxia Wang2, Suthat Liangpunsakul3, Jin Li2,
Zhengsheng Zou2

1The Center for Non-infectious Liver Disease, Beijing 302 Hospital,

Beijing; 2Beijing 302 Hospital, Beijing; 3Division of

Gastroenterology and Hepatology, Department of Medicine, Indiana

University School of Medicine, Indianapolis, IN, USA; 3The

Department of Medical Administration, Indianapolis, IN, USA

Background: The implementation of hepatitis B vaccination program

in China had led to a significantly decline in the prevalence and

incidence of liver diseases secondary to hepatitis B virus over the past

2 decades. With recent changes in the economies and increases in

average incomes in China during the same period, there has been a

rapid rise in per capita alcohol consumption and obesity epidemic.

We hypothesized that the burden of liver diseases in China is shifted

from infectious to non-infectious etiologies.

Methods: We analyzed retrospectively 20,378 hospitalized patients

with non-infectious liver disease in Beijing 302 Hospital from 2002 to

2013

Hepatol Int (2017) 11 (Suppl 1):S1–S1093 S937

123



Result: We found that the total admission rate secondary to alcoholic

liver disease (ALD), non-alcoholic liver disease (NAFLD), autoim-

mune liver disease (AILD) and drug-induced liver injury (DILI) was

10.7%. ALD was the leading cause of inpatient hospitalization 3.9%

of total admission. The rate of inpatient admission for ALD, AILD

and DILI increased by 170, 111, and 107%, respectively during the

study period.

Conclusion: Chinese herbal medicine was the primary cause of DILI

in our subjects. The burden of non-infectious liver diseases is

increased over the last decade among hospitalized patients in a large

tertiary hospital in China. The increase in the rate of admission on

ALD and DILI from Chinese herbal medicine suggests that the

strategy to reduce harmful use of alcohol and increase awareness and

education on the use of herbal medicine are needed.

PP1578

Surveillance of non-B, non-C hepatocellular carcinoma (NBNC-
HCC) is enclosure of NBNC HCC possible?

Tomohiro Arakawa1, Hirokazu Suii1, Ryoji Tatsumi1,
Masakatsu Yamaguti1, Mutsuumi Kimura1, Tomoaki Nakajima1,
Yasuaki Kuwata1, Takahiro Sato1, Shuhei Hige1,
Yoshiyasu Karino1, Joji Toyota1

1Department of Gastroenterology, Sapporo Kosei General Hospital,

Sapporo, Japan

Background: Recently hepatocellular carcinoma (HCC) patients

related to hepatitis virus C infection have been decreasing in Japan. In

contrast, HCC patients with neither hepatitis B nor hepatitis C (non-B

non-C; NBNC) have been increasing. Diabetes (DM) and non-alco-

holic fatty liver disease (NAFLD) are considered to be risk factors of

NBNC-HCC. So it is important to find risk factors of HCC among

those who have DM or NAFLD. We analyzed clinical characteristics

of NBNC-HCC patients and aimed at detecting risk factors of HCC,

for early treatment.

Methods: From January 2005 to December 2014, we had 1411 HCC

patients who were treated for the first time. And there were 341

NBNC-HCC patients among them. Then we eliminated 20 PBC/AIH

patients and 152 abused-alcoholic patients (more than 60 g/day

ethanol). The Remaining 169 patients [median age, 75 years, 74 men

(44%), platelet, 15.0 [9104/ll] were included in this study, and 40

(24%), 42 (25%), 28 (17%) and 59 (35%) were categorized into the

DM(+)NAFLD(+); group A, DM(+)NAFLD(-); group B, DM(-

)NAFLD(+); group C, and DM(-)NAFLD(-); group D, respectively.

Differences in clinical parameters among the four groups were ana-

lyzed. Numerical values were indicated by using the median.

Result: There were no significant differences regarding clinical

characteristics, such as age, male gender, concomitant liver cirrhosis,

Child–Pugh class, HCC stage, patients with positive Anti-HBc and

dyslipidemia. The percentage of patients with hypertension (HT) was

significantly higher in group A than in group D. Platelet levels (9104/

ll) were 14.3, 15.5, 13.4, and 17.0, respectively and significantly

higher in group D than in group A, B and C.

Among patients in group A and B, 78 patients could be monitored

past clinical course. The period from DM onset to HCC onset was 11

(1–48) years. Platelet levels (9104/ll) in patients with DM onset was

significantly higher in patients with HCC onset, 16.0, 14.0, respec-

tively (p = 0.037).

Conclusion: A decrease of PLT might be an important factor related

to NBNC-HCC, particularly in the NAFLD patients with DM.

PP1579

Relationship between hemoglobin and type 2 diabetes combined
with non-alcoholic fatty liver

Lihui Yan1

1Key Laboratory of Hormones and Development (Ministry of Health),

Institute of Endocrinology, Metabolic Disease Hospital, Tianjin

Medical University, Tianjin

Background: To detect the relationship between hemoglobin and

type 2 diabetes combined with non-alcoholic fatty liver disease

(NAFLD).

Methods: 234 subjects with type 2 diabetes from Metabolic Disease

Hospital, Tianjin Medical University underwent history taking,

measured height, weight, waist and hip circumference, blood pressure

and examined by abdominal ultrasonography. According to the results

of the abdominal ultrasonography, we divided into two groups: type 2

diabetes combined with NAFLD and type 2 diabetes. We detected

blood routine examination, serum lipid, HbA1c, froctosamine, fasting

glucose and 2 h after 75 g glucose load, fasting insulin and 2 h after

75 g glucose load; We assessed the insulin resistance through the

HOMA-IR. All data were analyzed by SPSS16.0.

Result: 129 of the 234 type 2 diabetes patients (55%) were by

diagnosed as with NAFLD. The level of hemoglobin (147 ± 13 vs

133 ± 13, P\ 0.05), 2 h blood glucose after glucose load (14.96 ±

4.35 vs 12.60 ± 4.26, P \ 0.05) and HOMA-IR (4.04 vs 2.75, P \
0.05) of type 2 diabetes compared with NAFLD group was signifi-

cantly higher than type 2 diabetes group. Logistic regression analysis

showed that body mass index, waist circumference, total cholesterol,

the level of hemoglobin were independently associated with NAFLD.

Conclusion: In addition to metabolic related indictors, the increased

level of hemoglobin is closely related to the development of NAFLD

in type 2 diabetes.

PP1580

The role of transient elastography for screening of liver fibrosis
in patients with chronic kidney disease

Thanongsak Chaojin1, Rungnapa Denpreechawong2,
Nitaya Puwananont3

1Department of Internal Medicine, Yala Hospital, Yala, Thailand;
2Department of Pediatric, Yala Hospital, Yala, Thailand; 3Center of

Radiology, Yala Hospital, Yala, Thailand

Background: The prevalence of nonalcoholic fatty liver disease

(NAFLD) is very high in chronic kidney disease (CKD). NAFLD and

related conditions subsequently progress to cirrhosis. Transient elas-

tography is a non-invasive test that may be detected appropriate as a

screening tool for the presence of liver fibrosis. The aim of this

prospective study is to identify patients with liver fibrosis in a CKD

and to identify the predictive factors.

Methods: Patients from CKD clinic enrolled in this study. Clinical,

biological parameters and liver stiffness measurement were per-

formed in the same days. Liver stiffness was predicted liver fibrosis

[7 kPa.

Result: A total of 52 patients were identified (26 men [49%], 27

women [51%]). 40% of patients have underlying type 2 DM. CKD

stage 2, 3, 4 and 5 were found 17.3, 25, 13.5 and 44.2% respectively.

The prevalence of liver fibrosis was 35.9%. By univariate analysis,

factors associated with liver fibrosis were high globulin, aspartate

S938 Hepatol Int (2017) 11 (Suppl 1):S1–S1093

123



aminotransferase and alkaline phosphatase. There was no correlated

with CKD stage, HT and diabetes.

Conclusion: The prevalence of liver fibrosis is high in the CKD

patients. Factors associated with liver fibrosis are high globulin,

aspartate aminotransferase and alkaline phosphatase. Transient elas-

tography may play an important role for screening liver fibrosis in

patients with CKD.

SA-APASL2017-16044

Automated fully quantitative analysis of liver fibrosis by second
harmonic generation/two photon excitation fluorescence (SHG/
TPEF) reveals subtle histological differences in steatofibrosis
in adult and pediatric nonalcoholic fatty liver disease
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Ya-Yun Ren4, Wei-miao Yu5, Wei Zhang1, Aileen Wee6, Lai Wei1
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Background: qFibrosis, a fully-automated assessment method com-

bining quantification of liver fibrosis with histopathological

architectural parameters imaged by second harmonic generation/two

photon excitation fluorescence (SHG/TPEF), was reported to address

unmet needs in core biopsy evaluation of fibrosis in chronic hepatitis

B patients. We report the development of nonalcoholic fatty liver

disease (NAFLD)-qFibrosis and verify its potential as a fibrosis

assessment tool in human adult and pediatric NAFLD.

Methods: 62 adult and 36 pediatric NAFLD liver specimens were

routinely sectioned for SHG-imaging and stained with H&E, Masson

trichrome and sirius red for histological assessment. SHG/TPEF

imaging was employed to determine qFibrosis values and to quantify

128 collagen parameters, using NASH CRN system as reference.

Result: From the 128 collagen parameters, 6 shared parameters

(StrLength, StrWidth, StrEccentricity, StrSolidity, StrPT and

ShortStrPT) selected from adult and pediatric NAFLD patients, were

demonstrated to identify differences among NASH CRN fibrosis

stages with high accuracy (AUC: 0835–0.982 in adult group,

0.885–0.981 in pediatric group). All collagen parameters in the

periportal region showed similar patterns of change when comparing

stages 0, 1c and 2 within both groups (Fig 1A, 1B). However, there

were two patterns of change in the perivenular region. All parameter

values decreased in adults when progression from stage 1a/b to 2.

However, in pediatric cases, nearly all aggregated collagen parame-

ters decreased but nearly all distributed collagen parameters increased

from stages 1a/b to 2 (Fig 1C, 1D). In advanced stages (3 and 4,

combined), parameters in the perivenular region markedly increased

from normal baseline in children, while in adults the parameters

(including size by % area and all collagen parameters) remained

largely unchanged (Fig 2A, 2B).

Conclusion: qFibrosis assessment not only accurately reproduces the

NASH CRN staging but reveals differences and similarities between

adult and pediatric collagen deposition not captured by currently

available semi-quantitation methods. This finer-grained resolution

provided by more detailed quantifiable analysis might thus be useful

in pre-clinical and clinical testing of novel therapeutic agents.

Comparison of (A) #IntersectionPT (the number of collagen inter-

sections in portal tract area), and (B) %PTAgg (the percentage of

aggregated collagen in portal tract area), (C) #LongStrCVAgg (the

number of aggregated long collagen strings in central vein a

Comparison of (A) #IntersectionCV (the number of collagen inter-

sections in central vein area), (B) #IntersectionPT (the number of

collagen intersections in portal tract area) between adult and pediatric

NAFLD.*P
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Effect of Herb formula Xiao–Zhi–Hua–Xian–Tang against non-
alcoholic steatohepatitis with advanced fibrosis: a preliminary
clinical study

Xin Wang1, Ning Yao2

1The 6th People’s Hospital of Zhengzhou, Zhengzhou; 2Clinic

College of Medicine, Gansu University of Traditional Chinese

Medicine, Lanzhou

Background: Non-alcoholic fatty liver disease (NAFLD) is one of

the most common chronic liver diseases worldwide. NAFLD can lead

to non-alcoholic steatohepatitis (NASH), fibrosis, cirrhosis, and even

cancer, which is associated with various complications. Up to now, no

approved pharmacological treatment for NASH yet. Advanced

fibrosis is the most significant predictor of mortality in NAFLD. How

to control and ameliorate NASH with advanced fibrosis is a very

important subject. As a holistic therapy, traditional Chinese medicine

(TCM) may have a potential in NASH with advanced fibrosis man-

agement. In this controlled trial, We aimed to evaluate the safety and

effectiveness of Xiao-Zhi-Hua-Xian-Tang (XZHXT), a TCM herbal

formulation.

Hepatol Int (2017) 11 (Suppl 1):S1–S1093 S939

123



Methods: This was a parallel-group randomized controlled trial.

Patients with transient ultrasound elastography (FibroScan)-proven

NASH with advanced fibrosis were randomly assigned in a 2:1 ratio

to one of two groups for 24 weeks of study treatment: a group

receiving XZHXT (Lotus Leaf, Semen Coicis, etc.) three times daily

associated with lifestyle modification; or a group receiving lifestyle

modification only. We excluded patients with viral hepatitis,

autoimmune liver disease, alcohol consumption, cirrhosis or decom-

pensated cirrhosis, hepatocellular carcinoma, diabetes, pregnant

women and breastfeeding mothers, sclerosing cholangitis or any other

caused of liver disease. The primary endpoint was change in

FibroScan from baseline to week 24. Secondary endpoints included

changes in individual APR index (APRI), FIB-4 index FibroIndex,

liver biochemistry and metabolic profile. The study was approved by

the 2nd Affiliated Hospital and Yuying Children’s Hospital of Wen-

zhou Medical University Ethics Committee and all patients had

signed informed consent prior to enrollment.

Result: We enrolled 36 patients (24 received XZHXT associated with

lifestyle modification therapy and 12 received single lifestyle modi-

fication therapy). The change in FibroScan was -3.15 ± 1.12 in the

XZHXT associated with lifestyle modification group and -0.7 ± 1.08

in the lifestyle modification group (P \ 0.05). The change in APRI

(-0.21 ± 0.83 vs 0.03 ± 0.25), FIB-4 index (-0.72 ± 0.68 vs -0.23

± 0.45), FibroIndex (-0.66 ± 0.85 vs -0.19 ± 0.37) were also

statistically significant between the two groups. There was significant

difference in the changes in insulin resistance (-0.51 ± 0.44 vs

-0.17 ± 0.27) and triacylglyceride (-0.32 ± 0.21 vs -0.08 ± 0.19)

between the two groups. The change in liver biochemistry was similar

between the two groups.

Conclusion: This study shows that XZHXT associated with lifestyle

modification therapy has an alleviating effect on NASH with

advanced fibrosis. Definite conclusion can only be made after a more

extended randomized controlled clinical study. It suggested that

development of new therapeutic pharmaceuticals for treatment of

NASH with advanced fibrosis using herbs should be considered.

PP1582

A clinical study of life quality with anxiety and depression self-
rating in patients of NAFLD affected by metabolic syndrome

Yuanyuan Zhang1, Jiwei Wang2, Zeyu Zhang2, Weicheng Lin2,
Saisai Cao2, Yulan Liu1

1Department of Gastroenterology, Peking University People’s

Hospital, Beijing; 2Peking University Health Science Center, Beijing

Background: Nonalcoholic fatty liver disease (NAFLD) is the most

common chronic liver disease worldwide. NAFLD is the hepatic

expression of metabolic syndrome (MS), being frequently associated

with obesity, insulin resistance, and dyslipidemia. The aim of this

investigation was to study the correlation of MS and the behavior

type, quality of life, the status of anxiety and depression in patients

with a diagnosis of nonalcoholic fatty liver disease (NAFLD).

Methods: A questionnaire survey was conducted among 87 patients

with the diagnosis of NAFLD in our gastroenterology department,

Peking University People ‘s Hospital from May 2013 to December

2013. The patients were divided into two groups, NAFLD with MS

group and control group (NAFLD patients without MS). The ques-

tionnaire included Type A Behavior Pattern Scale (TABP), Chronic

Liver Disease Questionnaire (CLDQ), Fatigue Scale-14 Questionnaire

(FS-14), Self-rating Anxiety Scale (SAS) and Self-rating Depression

Scale (SDS). We analysized the clinical lab results and the ques-

tionnaire scores of the two groups.

Result: A total of 87 valid questionnaires were collected and divided

into NAFLD with MS group (52 cases) and control group (NAFLD

without MS) (66 cases), and the age and gender of the two groups had

no difference. In the biochemical results, the GLU lever of MS group

(7.21 ± 2.64) was higher than the control group (5.36 ± 1.02) (P\
0.05). Meanwhile the levels of ALT, AST, GGT, triglycerides, UA in

the two groups had not significant difference. NAFLD group were

significantly higher than those in the control group (Table 1). The

score of type A Behavior Pattern Scale (25.37 ± 8.000) in the MS

group had no difference from that in the control group (24.06 ±

6.731) (P[ 0.05). The fatigue score of FS-14 in MS group (8.06 ±

3.10) was higher than the control group (6.17 ± 3.07). There were no

significant differences in the six parts of CLDQ, including fatigue,

emotional function, abdominal symptoms, general health and anxiety,

as well as the score of depression scale and the anxiety scores (Table

2).

Conclusion: In the patients with NAFLD, the GLU level of the MS

group was higher than control group, furthermore the fatigue score

was higher, indicating the MS might affected the life quality of

NAFLD patients.
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Biliary damage was frequently observed in old-aged female
patients with non-alcoholic steatohepatitis

Koichi Tsuneyama1, Ayumi Sugitani2, Takaaki Tsunematsu2,
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Background: Non-alcoholic steatohepatitis (NASH) is the progres-

sive phenotype of non-alcoholic fatty liver disease associated with the

metabolic syndrome. The existence of autoantibodies such as anti-

nuclear autoantibodies (ANA) and/or anti-mitochondrial autoanti-

bodies (AMA) in NASH has been frequently observed, but its

significance remains unclear.

Methods: We examined the histopathological characters of 30 NASH

patients with ANA and/or AMA (NASH-A) and 30 NASH patients

without autoantibodies (c-NASH).

Result: Patients of NASH-A were significantly older (60.2 ± 10.2

versus 50.0 ± 15.5 years), more frequently women (80 versus 43%),

and with more severe portal inflammatory infiltrate compared with

patients of c-NASH. Degeneration of biliary epithelium with

inflammatory infiltrates was observed in various degree and the most

severe biliary damage was similar to that of chronic non-suppurative

destructive cholangitis (CNSDC) in patients with primary biliary

cholangitis (PBC) (Fig. 1). More than mild biliary damage was

observed in NASH-A (53%) and c-NASH (7%). CNSDC-like severe

biliary damage was only observed in NASH-A (20%). In immuno-

histochemical analysis, myeloperoxidase (MPO)-positive neutrophils

were observed mainly in hepatic parenchyma in c-NASH, while they

were observed not only in hepatic parenchyma but also in portal tracts

containing damaged bile ducts (Fig 2).

Conclusion: We suggest that old-aged female patients with NASH

may share some pathogenetic traits with PBC and oxidative stress

derived from neutrophils around bile ducts may be an important

candidate.

PP1584

The value of nuclear factor kappa-b expression and acyl-ghrelin
in patients with non-alcoholic fatty liver
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Background: Ghrelin is a gut hormone with various functions

including energy metabolism and inflammation inhibition. Nuclear

factor-kappa B (NF-jB) participates in initiation and progression of

cardiovascular and adipose tissue inflammation. The combined role of

Ghrelin and NF-jB in non-alcoholic fatty liver disease (NAFLD)

pathogenesis is a matter of debate. We investigated whether acyl-

ghrelin level and NF-jB could interplay a role in lipid metabolism

and inflammatory injury in NAFLD.

Methods: Ninety three adult participates were included in the study,

30 patients had nonalcoholic steatohepatitis (NASH), 38 patients had

simple steatosis and 25 healthy subjects as a control group. Liver

biopsy was done when indicated. We measured insulin and C- pep-

tide, fasting insulin, plasma acyl-ghrelin concentrations and NF-jB

mRNA (RT-PCR)

Result: Fasting insulin, insulin C-peptide, HOMA-IR, AST, ALT and

GGT were significantly increased and HDL-C was significantly

decreased in NAFLD group. A significant increase in ALT, GGT,

fasting insulin, insulin C peptide and HOMA-IR were detected in

NASH group compared to simple steatosis group. Acyl-ghrelin level

significantly decreased in NAFLD group, the lowest level was

detected in NASH group. NF-jB mRNA expression significantly

increased in NAFLD group compared to normal control group and its

level was significantly increased in NASH compared to simple

steatosis. NF-kB mRNA correlated positively with HOMA-IR, ALT,

fasting insulin, insulin C-peptide and liver histopathology but acyl-

ghrelin was inversely correlated. Both were significantly correlated

with HDL-C.

Conclusion: Acyl-ghrelin attenuated NAFLD-induced liver injury

through down regulation of NF-jB and they are associated with

disease progression.
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Relationship between serum 25-OH vitamin D level
and nonalcoholic fatty liver disease in the elderly

Ruirui Hao1, Jidong Jia1

1Beijing Friendship Hospital, Capital Medical University, Beijing

Background: The relationship between of 25-OH vitamin D and

NAFLD was investigated in adult and pediatric patients. Rare studies

reported the relationship of NAFLD and vitamin D in the elder

population, especially in the centenarian. The aim of this study is to

investigate the relationship between the 25-OH Vitamin D level and

nonalcoholic fatty liver disease (NAFLD) in Chinese elderly.

Methods: This cohort consisted of 663 subjects, including 242

NAFLD patients and 421 non-NAFLD subjects, between 65 to 101

years old at baseline. The fasting blood glucose (FBG), total

cholesterol, HDL-cholesterol, LDL-cholesterol, triglycerides,

HbA1C, body mass index (BMI), aminotransferase (AST), ALT, uric

acid, 25-OH Vitamin D, h-CRP, FT3, FT4, TSH of all 663 subjects

were tested. All these parameters of the subjects were compared

between NAFLD and non-NAFLD group. All these parameters were

analyzed using the Logistic regression. Area under receiver-operating

characteristic curve (AUROC) of 25-OH Vitamin D was calculated to

determine the sensitivity and specificity of 25-OH Vitamin D in the

diagnosis of NAFLD.

Result: There were significant difference between NAFLD and non-

NAFLD subjects in below parameters, including FBG, HDL-choles-

terol, triglycerides, HbA1C, BMI, ALT, 25-OH Vitamin D, h-CRP,

FT3, FT4. However, there was no significant difference between the

two group patients in these parameters, including male/female ratio,

age, total cholesterol, LDL-cholesterol, AST, uric acid. The Logistic

regression demonstrated the significant difference in these parame-

ters, including sex, age, HbA1C, BMI, FBG, TG, ALT, 25-OH

Vitamin D. When the cut-off value of 14.12 was taken, the sensitivity,

specificity, and AUROC of 25-OH Vitamin D in all subjects in the

diagnosis of NAFLD was 72.3, 49.2%, and 0.623 (95% CI

0.584–0.66).

Conclusion: Patients with NAFLD had reduced serum 25-OH Vita-

min D levels compared with subjects without NAFLD. 25-OH

Vitamin D was independently associated with NAFLD in the elderly

patient. 25-OH Vitamin D had moderate sensitivity in the diagnosis of

NAFLD in the elderly patient.
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Background: Nonalcoholic fatty liver disease (NAFLD) is one of the

most common chronic liver disease which encompasses a wide

spectrum of conditions ranging from simple steatosis to nonalcoholic

steatohepatitis (NASH), fibrosis, cirrhosis and end stage liver disease.

The aim is to evaluate waist circumference in NAFLD for diagnosing

non-alcoholic steatohepatitis.

Methods: An observational, cross sectional study was carried out in

the Department of Hepatology, Bangabandhu Sheikh Mujib Medical

University, Bangladesh. 43 patients of NAFLD attending outpatient

and inpatient department of Hepatology were selected and underwent

for liver biopsy with NAFLD activity score (NAS). Waist circum-

ferences were also measured.

Result: Mean waist circumference was 93.0 (6.9) centimetre and

32.5% NASH patients were in metabolic range according to Inter-

national Diabetes Federation 2006 criteria for South Asians. In this

study waist circumference difference had no significant relation (p

value = 0.48, Chi square test) in between Non-NASH fatty liver

(NNFL) and NASH groups.

Conclusion: Waist circumference in NAFLD cannot significantly

predict NASH from non-NASH Fatty Liver.
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Background: Nonalcoholic fatty liver disease (NAFLD) is a meta-

bolic liver disease that has become a worldwide public health

concern. The conditions ranging from simple steatosis to nonalcoholic

steatohepatitis (NASH), fibrosis, cirrhosis and end stage liver disease.

The aim is to evaluate metabolic syndrome for diagnosing non-al-

coholic steatohepatitis.

Methods: An observational, cross sectional study was carried out in

the Department of Hepatology, Bangabandhu Sheikh Mujib Medical

University, Dhaka, Bangladesh. Patients of Metabolic syndrome

having NAFLD on ultrasonography attending at outpatient and

inpatient Departments of Hepatology were selected as cases. 43

patients underwent liver biopsy and NAFLD activity score (NAS) was

assessed.

Result: Metabolic syndrome was present in 79% of study population

according to International Diabetes Federation 2006 criteria for South

Asians and 55.9% metabolic syndrome patients presented with

NASH. 95% NASH patients presented with metabolic syndrome. In

this study presence of metabolic syndrome significantly correlated (p

= 0.01, Chi square test) NASH from non-NASH fatty liver.

Conclusion: Metabolic syndrome can significantly predict NASH

from non-NASH Fatty Liver.
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IL-25 protects against high-fat diet-induced hepatic steatosis
in mice by directly promoting macrophages differentiation
into M2 Kupffer cells
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Background: Alternatively activated anti-inflammatory macrophage

(M2 Kupffer cell) is important for prevention of liver steatosis and

inflammation in non-alcoholic fatty liver disease (NAFLD). Our

previous studies demonstrated that IL-25 protected against NAFLD

and induced M2 Kupffer cells differentiation. However, little is

known about the intracellular signaling pathways of IL-25 to regulate

macrophage polarization. The direct effects of IL-25 on macrophages

also have not been reported.

Methods: Mouse model of NAFLD was induced by feeding a high-

fat diet (HFD); after in vitro expansion of primary mouse Kupffer

cells or RAW264.7 cells, LPS were used to induce M1 Kupffer cells.

IL-10 and IL-25 were used to induce M2 Kupffer cells; specific

siRNAs were used to knockdown IL-25 receptor mRNA for assessing

the direct and specific effect of IL-25 on primary Kupffer cells or

RAW264.7 cells. The p62 protein degradation was used to detect

autophagy activation in primary Kupffer cells or RAW264.7 cells. IL-

25 induced M2 Kupffer cells were back transfused into the abdominal

cavity of NAFLD mouse to assess the efficacy.

Result: Exogenous IL-25 induced expression of type 2 cytokines and

M2 Kupffer cells in vivo. In particular, we showed exogenous IL-25

could directly promote RAW264.7 cells and mouse primary Kupffer

cells to differentiate into M2 Kupffer cells. In IL-25 treated cells,

significant activation of endoplasmic reticulum (ER) stress and

autophagy were found compared with control cells. Interestingly, our

data showed that both autophagy and ER stress were required but not

sufficient for IL-25 induced macrophage polarization. We demon-

strated that IL-25-induced ER stress activated PERK/eIF2a and

negatively regulated mTOR/ULK1/Beclin 1 pathway to enhance

autophagy and macrophage polarization. Furthermore, IL-25 acti-

vated the JNK/c-Jun pathway to induce production of IL-10 in M2

Kupffer cells and promote M1 Kupffer cells death. Finally, IL-25-

induced M2 Kupffer cells could ameliorates HFD-induced hepatic

steatosis.
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Conclusion: IL-25 could directly promote macrophages differentia-

tion into M2 Kupffer cells and provide the scientific basis of

macrophage transfusion therapy for NAFLD.
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Sodium butyrate increases GLP-1 sensitivity in NAFLD via its
HDAC2 inhibition to enhance liver GLP-1R expression
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of Medicine, Shanghai

Background: Liver GLP-1 receptor decreased in NAFLD patients

which indicated that GLP-1 resistance may exist in steatosis liver,

although the later has not be confirmed. Sodium butyrate (NaB), one

of short chain fatty acids has lots beneficial effects in body metabo-

lism, as well as in the regulation of hormone functions, such as

increasing insulin sensitivity. Whether sodium butyrate will have the

ability to improve GLP-1 sensitivity in steatosis liver need further

investigate.

Methods: C57BL/6 mice were divided into three groups, normal

chow control group was fed standard chow, HF group was fed high-

fat diet for 16 weeks, HF + NaB group was fed high-fat diet for 16

weeks and treated with NaB for 8 weeks, then liver histology were

evaluated and GLP-1R expression in liver was detected, the level of

GLP-1 in serum and gut were also detected. And HepG2 cell lines

was used to establish a cell model of fat overloading for further

mechanisms investigation.

Result: Liver histology was significantly improved after NaB inter-

vention compared with HF group. Gut GLP-1 expression, the level of

serum GLP-1 and intrahepatic GLP-1 was elevated, liver GLP-1R

expression was also increased in HF + NaB compared with HF. To

S944 Hepatol Int (2017) 11 (Suppl 1):S1–S1093

123



investigate the further mechanisms, in vivo, we found that Acetyl-

histone was significantly increased in HF + NaB compared with HF

group. In vitro, GLP-1R in steatosis HepG2 was obviously deceased

compared with control HepG2, NaB treatment significantly increased

GLP-1R expression which was independent on GPR43/GPR109a but

dependent on HDAC inhibition. Furthermore, we found that the

increasing of GLP-1R expression was mainly attributed to HDAC2

inhibition but not HDAC1/3/8.

Conclusion: Sodium butyrate attenuates HFD induced steatohepatitis

in mice, and could elevate liver GLP-1 sensitivity in NAFLD, have

the potential to be a GLP-1 sensitizer in the future, but further studies

are needed especially in human beings.

In vivo experiments, the level of serum GLP-1 and intrahepatic GLP-1

was elevated, liver GLP-1R expression was also increased in HF +

NaB compared with HF.

In vitro, GLP-1R in steatosis HepG2 was obviously deceased com-

pared with control HepG2, NaB treatment significantly increased

GLP-1R expression which was independent on GPR43/GPR109a but

dependent on HDAC inhibition. Furthermore, we found that the

increas.
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Background: Chronic hepatitis B (CHB) and non-alcoholic fatty

liver disease (NAFLD) are the most common reasons for chronic liver

damage. Currently, there is an increase in the number of cases with

the coexistence of both the diseases in the same individual. Thymosin

beta 4 (Tb4) is a peptide generated by thymus. The current research

found that it was involved in the inflammation and fibrosis develop-

ment of chronic hepatitis B, hepatic failure, and alcoholic fatty liver

disease. However, there is still no report on the patients with chronic

hepatitis B combined NAFLD. The aim of the study was to detect the

expression of thymosin b4 in serum and tissues of patients with CHB

combined NAFLD, and explore the effects of Tb4 in hepatocyte

steatosis, chronic inflammation and fibrosis development.

Methods: The study included 46 patients in CHB with NAFLD and

42 patients in CHB without NAFLD. ELISA was applied to detect

serum Tb4 level and Liver biopsy specimens of CHB patients with

NAFLD were detected by immunohistochemistry. Furthermore, the

correlation analysis of Tb4 levels with biochemical index and

pathological index was performed. The Tb4 immunohistochemical

levels under different inflammation fibrosis levels were compared and

the correlation analysis with TNF expression was performed.

Result: The Tb4 levels in patients with CHB combined NAFLD

showed no statistical difference when compared to control group. In

patients with NAFLD group, Tb4 level had no correlation with ALT,

AST, TG, FGP, HBVDNA levels and fat grading, but had negative

correlation with inflammation score and fibrosis score (P\0.01). The

immunohistochemical results of hepatic tissues showed that the

expression intensity of severe inflammation fibrosis group had sta-

tistical significance compared with that of slight group, and Tb4

expression intensity negatively correlated with TNF expression.

Conclusion: Tb4 could be involved in the regulation of chronic

inflammation and fibrosis and plays a defense role in the disease

progression of CHB combined NAFLD patients.
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Interleukin-33 influence the progression of NASH by acting
on monocytes
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Background: Nonalcoholic fatty liver disease (NAFLD) is one of the

most common liver diseases and affects more than one-third of the

population in the world. Innate immune cells are likely to play a

pivotal role in responding to inflammation and metabolic stresses by

orchestrating local immune responses through the secretion of

cytokines and chemokines. IL-33, a member of the IL-1 family, can

act on immune cells. In our previous study, we found IL-33 promoted

Th2 response and M2 macrophage activation and had a beneficial

modulation on expression profiles of fatty acid metabolism genes in

livers of diet-induced hepatic steatosis in mice. IL-33 treatment

attenuated diet-induced hepatic steatosis, but aggravated hepatic

fibrosis, in a ST2-dependent manner. In this work, we employed the

expression in the blood and liver of the patients with NASH to

investigate the role IL-33/ST2 axis in it.

Methods: Patients with NAFLD diagnosed in pathology using the

NAFLD activity score (NAS) from Jan 2013 to Dec 2014 in 302

hospital were divided into NAFL, Borderline-NASH and NASH, with

NAS less than 3 as NAFL, NAS 3-4 as borderline-NASH, and NAS 5

or more as definite NASH. We detected the expression of intrahepatic

IL-33 with immunohistochemistry, measured the concentration of IL-

33 in serum using ELISA, examined the gene expression of IL-33/

ST2 mRNA by PCR in liver tissue and determined the frequencies of

ST2 in CD14-positive cells using flow cytometry in peripheral blood.

We also analyzed the correlations between IL-33 frequencies and

liver fibrosis and clinical parameters.

Result: Forty-six patients with NAFLD were enrolled into our

research, including seventeen NAFL, fifteen Borderline-NASH and

fourteen NASH. We also enrolled fifteen healthy patients as control

with same age and gender. IL-33 mainly located in hepatic sinusoid,

vascular endothelial cell, mononuclear macrophage and hepatic stel-

late cells in livers of NAFLD patients, however no expressing in

healthy people. The levels of IL-33 in serum, the expression of IL-33/

ST2 mRNA in liver tissue and the frequencies of ST2 in CD14-

positive cell in peripheral blood were elevated with the development

of NAFLD. IL-33 was positively related with ALT and fibrosis stage,

but no relations with TG and BMI.

Conclusion: The levels of IL-33 in serum are elevated and intra-

hepatic IL-33 is up-regulated, which play an important role in the

progression of NASH by acting on monocytes.

PP1592

CXCL16-mediated steatosis promotes hepatic stellate cell
activation in nonalchoholic fatty liver disease

Lina Jiang 1, Jingmin Zhao2

1Beijing 302 Hospital, Beijing; 2Beijing 302 Military Hospital,

Beijing

Background: Nonalchoholic fatty liver disease (NAFLD) is a

worldwide health problem of clinical significance and increasing

prevalence. Steatosis and fibrosis are characteristic features of

NAFLD during its progression. Microenvironment change in NAFLD

is associated with dysfunction of different cells in the liver, cytokines

production, abnormal cell proliferation and influx of inflammation

cells. To better understand the dysfunction and mechanism of

steatosis in NAFLD, we evaluated cytokines production and hepatic

stellate cell function in NAFLD patient samples and a cell co-culture

model.

Methods: 100 NAFLD patient samples were enrolled to evaluate a

panel of cytokines with ELISA kits. These cytokines were also

measured in a hepatic stellate cell-liver cell co-culture system. Pro-

liferation and cell functions were detected in the co-culture model as

cytokines over expression and knockdown.

Result: Among the cytokines changes, we identified a significant

elevation of C-X-C motif chemokine (CXCL) 13 and CXCL16 levels

in NAFLD patient samples compared to healthy samples (P\ 0.01).

CXCL16 was even higher in samples of fibrosis stage F3-F4 (P \
0.01). Analysis of the cell co-culture model revealed that steatosis

enhanced CXCL16 production and promoted hepatic stellate cell

activation. Higher concentration of CXCL16 also increased the pro-

liferation of hepatic stellate cells in the cell co-culture model.

Conclusion: The alterations of CXCL13 and CXCL16 chemokines

and hepatic stellate cell activation may play a key role in the pro-

gression of NAFLD especially the transition between steatosis and

fibrosis.
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PP1593

Serum PEDF is an independent indicator of non-invasive
diagnosis in non-alcoholic steatoheaptitis

Mei Yang 1, Jingmin Zhao1

1Beijing 302 Military Hospital, Bejing

Background: Non-alcoholic steatoheaptitis (NASH), the crucial

stage and chronic progression of nonalcoholic fatty liver disease

(NAFLD), has become one of the most important public health issues

worldwide. In reference to the non-traumatic examination and

acceptance by patients, non-invasive diagnosis has become the

inevitable trade of NASH diagnosis and treatment. Our study aims at

the correlation between PEDF and the progression of NAFLD and

diagnosed NAFLD non-invasively.

Methods: 136 patients with biopsy-proven NAFLD and 83 age- and

gender-matched healthy subjects without evidence of liver diseases

were enrolled. All subjects were given physical examination as well

as physiological and biochemical detection. Histological grading and

staging of NAFLD were scored according to NAFLD activity score

(NAS), which assess simple fatty liver cases (NAS 0–2), borderline

NASH cases (NAS 3–4) and definitive NASH cases (NAS C5).

Serum level of PEDF was measured by enzyme-linked immunosor-

bent assay.

Result: Serum level of PEDF in NASH patients (median 41.28 lg/L)

was significantly higher than in both Non-NASH patients (median

32.09 lg/L) and healthy subjects (median 18.73 lg/L) (P \ 0.01).

Borderline NASH patients and simple fatty liver patients were dis-

tinguished remarkably by PEDF level (P\ 0.05). The concentration

of PEDF was associated with ALT, AST, GGT, TC, TG, HDL, LDL

and BMI (P \ 0.05), and highly correlated with hepatic steatosis,

ballooning degeneration, lobular inflammation, periportal inflamma-

tion and fibrosis degree (r = 0.731, 0.742, 0.803, 0.759, 0.826, P \
0.01). Serum level of PEDF increased with NAS rating and indicated

a high-positive correlation (r = 0.835, P \ 0.01). The area under

receiver operating characteristic curve (AUROC) of PEDF to diag-

nose NASH was 0.886. Optimum sensitivity, specificity and the best

cut-off value were determined by Youden index as 79.6, 78.4% and

23.96 lg/L, while the negative predictive value (NPV) and positive

predictive value (PPV) in diagnosing NASH were 78.0 and 70.0%

respectively. In validation cohort of NAFLD, NPV and PPV to

diagnose NASH were 77.6 and 73.2%, which revealed high diagnostic

value of PEDF.

Conclusion: The serum concentration of PEDF was significantly

increased in NAFLD, which could be an independent predictor to

evaluate NASH and might be the indicator of the development of

NAFLD. Serum PEDF can be a noninvasive diagnostic indicator for

NASH.

PP1594

Hepatic mitochondrial dysfunction induced by microRNA-421
in non-alcoholic steatohepatitis mice through inhibiting sirtuin 3

Yang Cheng1

1Shanghai Pudong New Area Hospital for Infectious Diseases,

Shanghai

Background: Mitochondrial dysfunction plays a major role in critical

initiating or propagating events in non-alcoholic steatohepatitis

(NASH), but its pathogenesis remains obscure. Recently, microRNAs

have been found to affect oxidant stress and lipid metabolism. In this

study, we elucidated the functions of microRNA-421 in the devel-

opment of NASH and identified its potential targets.

Methods: An experimental model for the study of NASH was con-

structed by feeding a high fat diet to C57BL/6J mice. Differentially

expressed miRNA in livers of NASH mice compared with controls

were identified by high-throughput sequencing. Relative repression of

luciferase expression standardized to a transfection control was ana-

lyzed by luciferase reporter assays.

Result: The microRNA profiling presented that microRNA-421

expression was significantly upregulated in hepatic tissues of NASH

model mouse. The sirtuin 3 was identified as a functionally relevant

target of microRNA-421. The microRNA-421 acts upstream of
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SIRT3/FOXO3 pathway in modulation the oxidant stress and lipid

metabolism. Overexpression of microRNA-421 decreased SIRT3 and

FOXO3 protein levels, and then led to MnSOD and CAT decrease,

the downstream targets of SIRT3/FOXO3 pathway. On the contrary,

suppression of microRNA-421 had adverse effects on performance of

celluar oxidative damage.

Conclusion: Regulating or inhibiting hepatic microRNA-421 could

decrease cellular oxidative damage and contribute to therapeutic

potential in NASH.

PP1595

Both Clostridium butyricum B1 and total fecal microbiota
transplantation can attenuate high-fat diet induced steatohepatitis
of mice via immunoregulation

Da Zhou1, Qin Pan1, Yuanwen Chen1, Jiangao Fan1

1Xinhua Hospital Affiliated to Shanghai Jiaotong University School

of Medicine, Shanghai

Background: Non-alcoholic fatty liver disease (NAFLD) is an

emerging public health problem with an increasing incidence and

prevalence globally. However, few diagnostic and therapeutic

strategies for patients with NAFLD are established. Cumulative data

demonstrates that gut microbiota dysbiosis is greatly associated with

NAFLD, although the underlying mechanisms remain largely unin-

vestigated. Structural disruption of gut microbiota are considered

important etiological factors, that can result in immunologic disso-

nance and disturbance of metabolites produced by gut microbiota,

both of which appear to play critical roles in the onset of NAFLD via

the gut-liver axis. Hence we investigated that whether total fecal

microbiota transplantation (FMT), single butyrate producing probiotic

Clostridium butyricum B1 would be effective to attenuate high-fat

diet induced steatohepatitis in mice, and further explored the asso-

ciated mechanisms.

Methods: C57BL/6 mice were divided into four groups, normal chow

control group was fed standard chow, HF group was fed high-fat diet

for 16 weeks, HF + FMT group was fed high-fat diet for 16 weeks and

treated with FMT for 8 weeks, HF + CB group was fed high-fat diet

for 16 weeks and treated with Clostridium butyricum B1 for 8 weeks,

then liver histology were evaluated, metabolic-associated indexes

were measured, T helper cells-associated immune factors were

detected in liver and gut. SCFAs in gut content were detected. Fur-

ther, in vitro lymphocytes were isolated from spleens of SPF male

C57BL/6 mice and stimulated by sodium butyrate and Trichostatin A,

then T helper cell subsets were analyzed by flow cytometry.

Result: No matter FMT or CB intervention, the liver pathologies and

body metabolism were significantly alleviated compared with model

group. Furthermore, the unbalanced gut microbiota induced by HFD

were significantly improved after the three intervention. The con-

centrations of butyrate in the gut were significantly increased after

either FMT or CB intervention. And the unbalanced immunity caused

by HFD was reversed after either FMT or CB intervention, which

exhibited that the ratios of Th1/Th2, Th17/Th22, Th1/Treg were

significantly decreased, and the liver microenvironment was also

significantly improved compared with the model group. To further

study the mechanisms, we observed that in vitro both sodium butyrate

and TSA could regulate T cells differentiation which were mainly

attributed to HDAC inhibition.

Conclusion: The role of gut microbiota in the pathogenesis of the

disease opens the door to new ways of thinking about NASH pre-

vention and treatment. Our study confirmed the great association

between NAFLD and gut microbiota, ‘Gut microbiota-targeted’ in-

tervention strategies seem to be effective to treat metabolic disorders.
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liver function, FBG, ISI, HOMA-IR, TG and Cholesterol in liver were

significantly improved after FMT and CB treatment. Inflammation

associated genes mRNA were obviously decreased after FMT or CB

intervention.

Unbalanced T cell subsets in liver which induced by HFD were

corrected by FMT or CB intervention.

PP1596

Astaxanthin prevents and reverses diet-induced insulin resistance
and steatohepatitis in mice: a comparison with vitamin E

Chen Guanliang1, Ni Yinhua1,2, Nagashimada Mayumi1, Zhuge
Fen1, Nagata Naoto1, Xu Liang1, Kaneko Shuichi2, Ota
Tsuguhito1,2

1Department of Cell Metabolism and Nutrition, Brain/Liver Interface

Medicine Research Center, Kanazawa University, Kanazawa,

Ishikawa 920-8640, Japan; 2Department of Disease Control and

Homeostasis, Kanazawa University Graduate School of Medical

Science, Kanazawa, Ishikawa 920-8640, Japan

Background: Hepatic insulin resistance and nonalcoholic steato-

hepatitis (NASH) could be caused by excessive hepatic lipid

accumulation and peroxidation. Vitamin E has become a standard

treatment for NASH. However, additional more effective therapies

are needed. Astaxanthin, an antioxidant carotenoid, inhibits lipid

peroxidation more potently than vitamin E in vitro. In this study, we

compared the preventative and therapeutic effects of astaxanthin and

vitamin E, in a lipotoxic model of NASH.

Methods: C57BL/6 mice were fed a high-cholesterol high-fat (CL)

diet or CL diet either containing 0.02% astaxanthin (CL + AX) or

0.02% vitamin E (CL + VE).

Result: After 12 weeks on the CL diet, astaxanthin treatment alle-

viated excessive hepatic lipid accumulation by reducing hepatic TG,

TC, and NEFA by 25, 24, and 31%, compared that of 12, 10, and 23%
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by vitamin E. Although both of astaxanthin and vitamin E suppressed

lipid peroxidation assessed by TBARS equivalently, by 37 and 33%,

astaxanthin reduced the accumulation of Kupffer cells and inhibited

the activation of hepatic stellate cells and fibrogenesis in the liver of

NASH to extents greater than did vitamin E. Flow cytometry analysis

showed that CL + AX and CL + VE mice exhibited a 56 and 33%

reduced CD11c + CD206 - M1 macrophages, respectively, whereas

the number of CD11c - CD206 + M2 macrophages was increased by

3.7- and 1.5-fold, respectively. These effects resulted in an M2-

dominant shift of macrophages/Kupffer cells in the livers of both CL

+ AX and CL + VE mice, with a reduction of hepatic CD4 + and CD8

+ T cell recruitment, which contributed to improved insulin resistance

and steatohepatitis. Importantly, astaxanthin reversed insulin resis-

tance and hepatic inflammation and fibrosis, in pre-existing NASH

more potently than did vitamin E.

Conclusion: Overall, astaxanthin was more effective at preventing

and treating NASH compared with vitamin E in mice, suggesting that

astaxanthin might be a novel and promising treatment for NASH.

Fluorescence activated cell sorting results showed that astaxanthin

decreased M1 macrophages, whereas it increased M2 macrophages in

the liver.

Hypothetic mechanism of astaxanthin

PP1597

Palmitic acid induced the expressions of related signal molecules
at Notch signaling pathway in non-alcoholic fatty liver disease

Wenjin Ding1, Jiangao Fan1

1Department of Gastroenterology, Xin Hua Hospital affiliated to

Shanghai Jiao Tong University School of Medicine, Shanghai

Background: The liver is the main organ for lipid metabolism, and

prolonged exposure to free fatty acids may cause chronic diseases,

such as non-alcoholic fatty liver disease (NAFLD). The abnormal

expression of numerous signaling pathways, including the Notch

pathway, is closely related to the development of liver disease. Here,

we focus on the impact of various concentrations of palmitic acid

(PA) on the expressions of related genes to explore the possible

physiological mechanism.

Methods: We cultured hepatic cell lines Huh7, MIHA, and LX2 in

different concentrations of PA and used oil red O and Brdu to detect

the degrees of cell proliferation and migration. RT-PCR and western

blot assays detected expressions of Notch1, Notch2, Notch3, Notch4,

Jagged1, Jagged2, DLL1, DLL3, HEY1, and HES1 in these cells. We

also used liver tissue in nude mice to further investigate the effect of

PA on Notch signaling pathway signal molecules in vivo.

Result: Our results showed that the signal molecules in the notch

pathway were in abnormal expression compared to the control cell

in vitro and vivo.

Conclusion: In conclusion, the notch signaling pathway plays an

important role in the development of non-alcoholic fatty liver disease

through regulating metabolism genes expression.

PP1598

Machine learning model for the detection of non-alcoholic fatty
liver disease (NAFLD) in the general population

Terry Cheuk-fung Yip1,2, Andy Jinhua Ma3, Vincent Wai-sun
Wong1,2, Pong-chi Yuen3, Yee-kit Tse1,2, Henry Lik-yuen Chan1,2,
Grace Lai-hung Wong1,2

1Institute of Digestive Disease, The Chinese University of Hong

Kong, Hong Kong; 2Department of Medicine and Therapeutics, The
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Chinese University of Hong Kong, Hong Kong; 3Department of

Computer Science, Hong Kong Baptist University, Hong Kong

Background: Non-alcoholic fatty liver disease (NAFLD) is identified

to be an increasingly important cause of hepatocellular carcinoma.

The prevalence of NAFLD is increasing and affects 20–40% of the

general population in developed countries. NAFLD is currently the

2nd leading indication for liver transplantation in the United States.

Hence epidemiological studies on NAFLD are of great importance.

To facilitate studies on NAFLD, we aimed to develop a novel yet

simple machine learning model based on routine clinical and labo-

ratory parameters to detect NAFLD for the general population. Data

from a population screening study in Hong Kong from year

2008–2010 were used to build up the NAFLD prediction model.

Methods: 146 NAFLD patients and 354 healthy subjects without

NAFLD diagnosed by proton-magnetic resonance spectroscopy were

included in the training group to develop the NAFLD prediction

model. Four modern machine learning algorithms namely logistic

regression, ridge regression, Adaboost and bagging decision tree were

utilized to develop the predictors for the NAFLD prediction model,

respectively, among 23 routine clinical and laboratory parameters.

The performance of these four algorithms was compared by the area

under the receiver operating characteristic curves (AUC) in the

training group, and in the validation group including another 118

NAFLD patients and 304 healthy subjects.

Result: The NAFLD prediction model fitted by logistic regression

gave an AUC of 0.87 (95% CI 0.83–0.90) in the training group; the

corresponding AUC was 0.88 (0.84–0.91) in the validation group,

which is the highest among the four algorithms. This model consisted

of 6 predictors including alanine transaminase, high-density lipopro-

tein, white blood cell count, hemoglobin A1c, triglyceride and the

presence of hypertension. Dual cutoffs were provided to achieve 90%

sensitivity and specificity, respectively, for this model. At the lower

cut-off of 0.24, this model detected NAFLD patients with sensitivity

of 91% (85–95%), specificity of 66% (61–71%), PPV of 52%

(46–59%), and NPV of 95% (91–97%) in the training group; and

sensitivity of 94% (88–97%), specificity of 64% (58–69%), PPV of

50% (44–57%) and NPV of 97% (93–98%) in the validation group.

At the higher cut-off of 0.39, this model detected NAFLD patients

with sensitivity of 55% (46–63%), specificity of 90% (87–93%), PPV

of 70% (61–78%), and NPV of 83% (79–86%) in the training group;

and sensitivity of 55% (46–64%), specificity of 91% (87–94%), PPV

of 70% (59–79%) and NPV of 84% (79–88%) in the validation group.

Conclusion: The proposed NAFLD prediction model is a simple and

robust reference for clinicians to screen patients with suspected

NAFLD for assessments, and for researchers to classify NAFLD

patients in epidemiologic studies.

PP1599

Placental extract ameliorates non-alcoholic steatohepatitis
(NASH) though its protective effects on endothelial cells

Takayuki Shindo1, Akihiro Yamauchi2, Takayuki Sakurai1,
Akiko Kamiyoshi1, Shumpei Yamaguchi2, Hiroyuki Miyazaki2,
Eiichi Hirano2, Taiichi Kaku2

1Department of Cardiovascular Research, Shinshu University

Graduate School of Medicine, Matsumoto, Japan; 2Japan Bio

Products, Tokyo, Japan

Background: Non-alcoholic steatohepatitis (NASH) is a severe form

of fatty liver disease that is defined by the presence of inflammation

and fibrosis, ultimately leading to cirrhosis and hepatocellular

carcinoma. According to the ‘‘two-hit hypothesis’’ of NASH, the

‘‘first hit’’ is the overloading of lipids, however the ‘‘second hit’’ still

remains to be clarified. Human placental extract (HPE)-treatment has

been reported to ameliorate hepatic injury. In this study, we evaluated

the effect of HPE-treatment using mice model of NASH.

Methods: We analyzed the chronic liver injury models, which were

induced by chronic administration of carbon tetrachloride (CCl4) (4

weeks), concanavalin A (ConA) (8 weeks) or methionine and choline

deficient (MCD) diet (6 weeks). In the CCl4 or Con A-induced

chronic liver injury models, fibrosis was located between the

parenchymal hepatocytes. On the other hand, MCD-induced liver

injury model showed fibrosis started from the regions in adjacent to

the sinusoids (Fig. 1). To accelerate the phenotypes observed in the

MCD-treatment, we next used heterozygous knockout mice of

RAMP2, a vasoprotective molecule, and administered 5 weeks of

MCD with 8% NaCl in the drinking water. Then, during the MCD and

high salt-loading, HPE or control saline was administered

intramuscularly.

Result: In adjacent to the sinusoids, fibrotic area was detected in both

groups, however it was smaller in the HPE-treated mice (Fig. 2). The

expression of TNF-a and MMP9 was significantly reduced in the

HPE-treated mice. The pathological analysis revealed suppressed

oxidative stress in the perivascular region. We next evaluated the

direct effects of HPE on endothelial cells. HPE dose-dependently

prevented the survival of endothelial cells under the oxidative stress

(H2O2-administration). The HPE-treatment upregulated the expres-

sion of eNOS, and anti-apoptotic factors, bcl-2 and bcl-xL in the

endothelial cells, whereas the expression of pro-apoptotic factor, bax

was unchanged.

Conclusion: From these observations, we concluded that HPE-

treatment ameliorates the pathologies of NASH by suppressing

inflammation, oxidative stress and fibrosis. These beneficially effects

of HPE partially attribute to its protective effects on the liver sinu-

soidal endothelial cells (LSECs). HPE could be an attractive

therapeutic candidate by which to modulate the second hit during the

progression from simple fatty liver to NASH.
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Prolyl oligopeptidase attenuates hepatic stellate cells activation
through induction of Smad7 and restoration of PPAR-c
expression

Da Zhou1, Bing-hang Li1, Yong-nian Ding2, Yuan-wen Chen1,
Jian-gao Fan1

1Department of Gastroenterolog, Xinhua Hospital Affiliated to

Shanghai Jiaotong University School of Medicine, Shanghai;
2Department of Gastroenterology, The Second Affiliated Hospital of

Xinjiang Medical University, Urumqi

Background: Prolyl oligopeptidase (POP) is a serine endoidase

widely distributed in vivo with high activity in the liver. Its biological

functions in the liver are not well studied. We hypothesize that POP

affects the activation state of hepatic stellate cells and plays an

important role in liver fibrosis.

Methods: HSC-T6 cell lines were used to investigate the biological

effects of POP. HSC-T6 cells were subjected to S17092 (a POP

activity inhibitor) of different concentrations (0, 5, 10 lg/ml) for 24 h,

or infected by recombinant lentivirus for POP expression. The suc-

cessfully overexpression of POP was confirmed by real-time PCR and

western blot, and changes in POP activity was indicated by intra-

cellular levels of N-acetyl-seryl-aspartyl-lysyl-proline (AcSDKP)

determined by ELISA. Following S1709 incubation or POP overex-

pression, cell proliferation and apoptosis were detected by CCK-8 and

flow cytometry, respectively; Indicators of HSCs activation status and

profibrotic features, including a-smooth muscle actin, collagen I,

monocyte chemoattractant protein-1, and proteins involved in regu-

lation of HSCs activation (TGF-b-Smads signaling, PPAR-c) were

detected by real-time-PCR or western blot.

Result: POP protein was successfully increased in HSC-T6 after

transfection of lentivirus containing POP genes, and administration of

POP inhibitor S17092 did not affect intracellular POP level. Inhibi-

tion or increase of POP activity after administration of S17092 or

overexpression of POP was supported by increased or decreased Ac-

SDKP in treated HSCs, respectively; S17092 administration inhibited

cell proliferation in a time- and dose-dependent manner at the con-

centration of 5–25 lg/ml with a significant cytotoxic effect at the

concentrations [50 lg/ml, in contrast to increased cell proliferation

following POP overexpression, and both treatment showed no effect

on cells apoptosis; S17092 (5 and 10 lg/ml) significantly increased

gene expression of a-SMA and MCP-1 in HSC-T6 without affecting

collagen I and TGF-b1 expression, which is in contrast to a significant

decrease in a-SMA and MCP-1 expression after POP overexpression;

the changes in a-SMA and TGF-b1 were further confirmed by western

blot; Smad7 protein, but not p-Smad2/3, was significantly downreg-

ulated in S17092 treated cells but significantly upregulated in cells

over-expressing POP. Peroxisome proliferator activated receptor-c
also markedly decreased in S17092 treated cells but increased in

infected cells.

Conclusion: POP attenuated HSC-T6 activation through inhibition of

TGF-b signaling and induction of PPAR-c.

PP1601

Celecoxib ameliorates nonalcoholic fatty liver disease by restoring
autophagic flux

Cong Liu1, Liaojia Zhi1, Peiyuan Li1

1Institute of Liver Diseases, Department of Gastroenterology, Tongji

Hospital, Tongji Medical College, Huazhong University of Science

and Technology, Wuhan

Background: Nonalcoholic fatty liver disease (NAFLD) is one of the

leading causes of chronic liver diseases around the world, and is

charactered by an excessively high accumulation of fat deposits in the

liver resulting from causes other than chronic alcohol abuse. The

spectrum of NAFLD extends from non-alcoholic simple steatosis

(NAS) to non-alcoholic steatohepatitis (NASH) and liver cirrhosis.

Furthermore, NAFLD can progress to liver cancer without fibrosis. It

is widely acknowledged that insulin resistance, dysfunctional lipid

metabolism, oxidative stress, inflammation, impaired autophagy,

apoptosis/necrosis may all contribute to NAFLD. Celecoxib is a

selective COX-2 inhibition which has the effects of antipyretic,

analgesia, and anti-inflammatory. For that reason, it has been used for

curing rheumatoid arthritis and releasing pain in clinic. Recent studies

have suggested that celecoxib has the effects of ameliorating NAFLD,

but the underlying mechanisms remain unknown.

Methods: Hepatic cells L02 are treated with different concentrations

of palmitate with or without celecoxib in vitro for certain time. Red

oil O and TG kit are used to test the level of steatosis of hepatic L02

cells. The changes in protein expression of COX-2, LC3 II/I, p62 are

detected by western blot. Autophagic flux is evaluated by western blot

and GFP-RFP double fluorescence system in the above treated cells.

Celecoxib and COX-2 siRNA was used to inhibit the function of

COX-2.

Result: Lipids are accumulated in L02 cells when treated with

palmitate in a time and dose dependent manner. Protein expressions

of LC3II/I is higher and p62 is lower on the early stage of steatosis

L02 cells, however, on the late stage both of them are higher, indi-

cating that autophagic flux is activiated on the early stage of steatosis,

but blocked on the late stage of steatosis. At the same time COX-2 is

induced in above cell. Rapamycin (autophagy agonist) alleviates

steatosis with activating autophagy and decreasing COX-2 while

chloroquine (autophagy inhibitor) aggravates steatosis with inhibiting

autophagy and increasing COX-2. When Celecoxib is added to L02

cells treated with palmitate, steatosis is alleviated with decreasing

COX-2 as well as treated with COX-2 siRNA. Western blot and GFP-

RFP double fluorescence system indicate that autophagic flux is

restored in steatosis L02 cells by treatment of Celecoxib or COX-2

siRNA.

Conclusion: Autophagy protects NAFLD by alleviating steatosis and

lowering COX-2. Autophagic flux is activiated on the early stage of

steatosis and blocked on the late stage. Celecoxib restores autophagic

flux via downregulation of COX-2.
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Lipids are accumulated in L02 cells when treated with palmitate in a

time and dose dependent manner. Autophagic flux is activiated on the

early stage of steatosis and blocked on the late stage. At the same time

COX-2 is induced in above cell.

Autophagic flux is restored in steatosis L02 cells by treatment of

Celecoxib.

PP1602

Farnesoid X receptor agonist obeticholic acid raises LDL-
cholesterol and reduces HDL-cholesterol in the diet-induced
NASH (DIN) hamster, a novel preclinical model for evaluating
efficacy and side effects of drugs targeting non-alcoholic liver
diseases

Francois Briand1, Marjolaine Quinsat1, Emmanuel Brousseau1,
Thierry Sulpice1

1Physiogenex, Labège, France

Background: Preclinical models that predict benefits and side effects

of drugs targeting non-alcoholic steato-hepatitis (NASH) in humans

are lacking. Compared to humans, mice have a different lipid/

lipoprotein metabolism and respond differently to NASH therapies;

e.g. no dyslipidemic side effect is observed with the farnesoid X

receptor (FXR) agonist obeticholic acid (OCA) in mice. In contrast,

the Golden Syrian hamster has a cholesterol and lipoprotein meta-

bolism closed to humans, but this species has not been evaluated for

NASH. We have thus developed a novel diet-induced NASH (DIN)

hamster model and evaluated the effects of OCA. Preclinical models

that predict benefits and side effects of drugs targeting non-alcoholic

steato-hepatitis (NASH) in humans are lacking. Compared to humans,

mice have a different lipid/lipoprotein metabolism and respond dif-

ferently to NASH therapies; e.g. no dyslipidemic side effect is

observed with the farnesoid X receptor (FXR) agonist obeticholic acid

(OCA) in mice. In contrast, the Golden Syrian hamster has a

cholesterol and lipoprotein metabolism closed to humans, but this

species has not been evaluated for NASH. We have thus developed a

novel diet-induced NASH (DIN) hamster model and evaluated the

effects of OCA.

Methods: Male Golden Syrian hamsters were fed a control chow

(CC) diet with normal drinking water (n = 9) or a cafeteria (CF) diet

(n = 24), that consists of a choice between CC diet with normal

drinking water or a high fat/high cholesterol diet with 10% fructose

enriched drinking water. After 20 weeks of diet, hamsters under CF

diet were kept on the same diet without (control CF, n = 12) or with

OCA 15 mg/kg/day (CF + OCA, n = 12) for 5 weeks. Body weight

follow-up, biochemical parameters, liver histology and NAS score

were used to evaluate the effects of CF diet and OCA.

Result: Compared with CC, CF diet induced significantly higher

body weight, HOMA-IR index, plasma total cholesterol, LDL-C, and

ALT levels, by 10, 46, 85, 117 and 27%, respectively. NAS scoring

indicated advanced liver steatosis (mean score 2.7 ± 0.2 for grade

0–3), inflammation (1.3 ± 0.2; grade 0–3), hepatocyte ballooning (2

± 0.3; grade 0–3) and fibrosis (2.7 ± 0.2; grade 0–4). Compared to

control CF, CF + OCA fed hamsters showed significant body weight

loss, but significantly higher plasma cholesteryl ester transfer protein

activity by 18%, higher LDL-C levels by 27%, and lower HDL-C

levels by 20%. In the liver, CF + OCA blunted the gene expression of

Cyp7a1 and Cyp8b1 (both p\0.01), and trends towards lower LDL-

receptor and higher SR-BI protein expression were observed. CF +

OCA significantly reduced NAS score for inflammation (p \ 0.01)

and tended to reduce total NAS score, but not significantly.

Conclusion: Compared to mouse models, the DIN hamster replicates

benefits and side effects of OCA observed in humans, and should be

useful to evaluate novel drugs targeting NASH.
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PP1603

Exosome derived from palmitic acid-treated hepatocytes activates
hepatic stellate cells

Young-Sun Lee1, Jong Eun Yeon1, Yang Jae Yoo1, Ji Hye Je1,
Sang Jun Suh1, Young Kul Jung1, Ji Hoon Kim1, Yeon Seok Seo1,
Hyung Joon Yim1, Kwan Soo Byun1

1Korea University Medical Center, Seoul, South Korea

Background: Although nonalcoholic fatty liver disease (NAFLD) is

becoming dominant cause of chronic liver disease, the exact mech-

anism of progression from simple steatosis to nonalcoholic

steatohepatitis (NASH) have yet to be elucidated. We aimed to

investigate the role of exosome from lipid laden hepatocyte in the

context of NAFLD progression in vitro.

Methods: We isolated exosome from human hepatoma cell lines

(Huh7 or HepG2) treated with palmitic acid (PA). Concentration of

exosome was determined with exosome quantitation assay kit and

microarray was done for miRNA analysis in exosome. LX-2 cells,

human hepatic stellate cell (HSC) line, were treated with isolated

exosome from PA treated cells.

Result: Compare with controls, PA-treated hepatocytes significantly

increased CD36 and exosome production. (8.6 vs. 5.5 9 107/lL, p\
0.01). Microarray showed distinct expression level of microRNA

between exosome from control hepatocytes and exosome from PA-

treated hepatocytes (Figure). When LX-2 cells were cultured with

exosome from hepatocytes, TGF-b1, a-SMA, and Col1a1 expression

in LX-2 cells were significantly increased compared to control.

Moreover, exosome from PA-treated hepatocytes more increased the

expression levels of fibrosis markers. High concentration of exosome

(100 lg/mL) more increased the expression levels of fibrosis markers

compared to low concentration of exosome (50 lg/mL).

Conclusion: Palmitic acid treatment enhanced the production of

exosome in hepatocytes and changed miRNA components in exo-

some. Exosomes derived from palmitic acid-treated hepatocytes

increased expression levels of fibrotic genes in HSCs. Therefore,

exosome might have important roles for crosstalk between hepato-

cytes and HSCs in the progression to NASH from simple steatosis.

PP1604

Inhibition of hepatic NLRP3 inflammasome ameliorates non-
alcoholic steatohepatitis/hepatitis B: induced hepatic injury

Jia Xiao1,2, Yingxia Liu1

1State Key Discipline of Infectious Diseases and the Third Clinical

College of Shenzhen University, Shenzhen Third People’s Hospital,

Shenzhen; 2Department of Immunobiology, Institute of Tissue

Transplantation and Immunology, Jinan University, Guangzhou

Background: Both chronic hepatitis B (CHB) and non-alcoholic fatty

liver disease (NAFLD)/non-alcoholic steatohepatitis (NASH) are the

most common liver diseases over the world, but their underlying

pathological mechanisms and interrelations are poorly understood.

Methods: Histological analysis and NLRP3 protein expression were

conducted in 130 liver-biopsied CHB patients from Shenzhen Third

People’s Hospital. Wild-type or NLRP3 knockdown HBV-transgenic

mice were fed with high-fat diet to induce NASH, with or without co-

administration with a novel NLRP3 inhibitor MCC950.

Result: The prevalence of NAFLD/NASH was *31% in liver

biopsied Chinese CHB patients in Shenzhen. Hepatic NLRP3

inflammasome was markedly up-regulated in the CHB, NAFLD,

superimposed NAFLD with CHB patients and their corresponding

model mice. Hepatic knock-down of NLRP3 by adeno-associated

virus 8 (AAV8) conjugated shRNA significantly inhibits the repli-

cation and surface antigen expression of hepatitis B virus (HBV), as

well as ameliorates typical symptoms of NASH (e.g. liver injury,

insulin resistance, glucose metabolism dysfunction, fibrosis, and

inflammation) in the HBV transgenic mice with or without high-fat

diet consumption. In addition, administration of a novel NLRP3

specific inhibitor, MCC950, successfully inhibits pathological fea-

tures of both CHB and NASH-induced liver damages without

detectable adverse effects.

Conclusion: NLRP3 inflammasome is activated during the progres-

sion of both CHB and NASH and may have a critical role in their

pathogenesis through regulating hepatic inflammation. Targeting this

protein platform may represent an effective and novel strategy for the

treatment of CHB, NASH and the superimposed patients.

PP1605

ASPP2 attenuates triglycerides to protect against hepatocyte
injury by reducing autophagy in a cell and mouse model of non-
alcoholic fatty liver disease

Fang Xie1,2, Qinghua Meng1, Dexi Chen1,3

1Beijing You An Hospital, Affiliated Hospital of Capital Medical

University, Beijing; 2Beijing Institute of Hepatology, Beijing;
3Beijing Institute of Hepatology, Beijing

Background: Non-alcoholic fatty liver disease (NAFLD) is a con-

dition that varies in severity from lipid accumulation to steatohepatitis

and even cirrhosis. At present, NAFLD occurs in one-third of the

adult population and is increasingly observed in children in developed

countries. Lipid metabolism is critical in the progression of NAFLD,

and autophagy plays an important role in lipid metabolism. Autop-

hagy has multiple pathophysiological and physiological functions in

NAFLD. However, autophagy appears to play a paradoxical role in

cell survival and death. P53-2 (ASPP2) is a pro-apoptotic regulator

that enhances apoptosis by binding to p53. ASPP2 is involved in

many biological pathways and has been implicated in the pathogen-

esis of NAFLD. This study aimed to elucidate whether ASPP2 can
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decrease triglyceride accumulation and to clarify the relationship

between ASPP2, apoptosis and autophagy in NAFLD.

Methods: Cell culture and treatment; lipid extraction; immunofluo-

rescence; lactate dehydrogenase assay; Western blot analysis;

electron microscopy; oil red O staining and the determination of the

intracellular lipid accumulation; mice and diets; liver tests; the

detection of ALT, AST, TG and CHOL levels in serum; patients and

immunofluorescence

Result: (1) ASPP2 overexpression reduced the level of TG and

autophagy in OA-treated HepG2 cells, (2) ASPP2 overexpression can

significantly reduce the apoptosis of OA-treated HepG2 cells, (3)

reduced autophagy by ASPP2 contributed to OA-treated HepG2

survival, (4) The ASPP2-mediated inhibition of autophagy contributes

to the TG reduction in a mouse NASH model, (5) ASPP2 overex-

pression contributes to cell survival by reducing liver failure and

inhibiting apoptosis, (6) decreased ASPP2 expression in NAFLD

Conclusion: ASPP2 attenuates triglycerides to protect against hepa-

tocyte injury in non-alcoholic fatty liver disease

ASPP2 overexpression affects the induction of lipid accumulation and

autophagy.

ASPP2 siRNA promoted autophagy and apoptosis.

PP1606

Pu-erh tea extract alleviates high-fat diet–induced nonalcoholic
steatohepatitis and insulin resistance: the role of the visceral
adipose tissue in mice

Xianbin Cai1, Chongye Fang2,3, Shuhei Hayashi2,4, Shumei Hao5,
Shuhei Nishiguchi1, Hiroko Tsutsui2,4, Jun Sheng3

1Departments of Internal Medicine, Hyogo College of Medicine,

Nishinomiya, Japan; 2Department of Pu-erh Tea and Medical Science,

Hyogo College of Medicine, Nishinomiya, Japan; 3Key laboratory of

Pu-erh Tea Science, The Ministry of Education, Yunnan Agricultural

University, Kunming; 4Department of Microbiology, Hyogo College

of Medicine, Nishinomiya, Japan; 5Yunnan University, Kunming

Background: Adipose tissue is an important endocrine organ that

helps maintain energy levels in the human body. Dysfunction of

adipose tissue occurs in individuals with metabolic syndrome, and can

result in obesity and insulin resistance. Emerging evidence has

demonstrated that de novo lipogenesis (DNL) in adipose tissue plays

a key role in modulating glucose and lipid homeostasis. We have

previously shown that Pu-erh tea extract (PTE) has significant anti-

obesity and anti-diabetes effects. The purpose of this study was to

investigate the effect of PTE on DNL in adipose tissue and its

underlying molecular mechanism.

Methods: C57BL/6J male mice were fed a high-fat diet (HFD) for 16

weeks. The body, subcutaneous adipose tissue (SAT), and visceral

adipose tissue (VAT) weights were measured after the mice were fed

an HFD for 16 weeks. Insulin resistance was analyzed using

intraperitoneal insulin tolerance and intraperitoneal glucose tests, and

the homeostasis model assessments of insulin resistance II. Adipose

tissue histology was performed using hematoxylin and eosin, and

adipocyte size was determined. The expression of genes related to

DNL and inflammation in adipose tissue was investigated by quan-

titative reverse transcription-polymerase chain reaction. Pearson

correlation analysis was used to analyze the correlation of DNL,

insulin sensitivity, and hepatosteatosis.

Result: PTE attenuated hepatosteatosis and VAT inflammation in

HFD-fed mice. Surprisingly, PTE significantly decreased the

weight of SAT but increased the weight of VAT. Furthermore,

treatment with PTE increased the mRNA expression levels of

peroxisome proliferator-activated receptor c in the VAT, but not in

the SAT, of HFD-fed mice. After PTE treatment, the expression of

DNL-related genes and Glut4 was highly elevated in the VAT but

not in the SAT of HFD-fed mice. Finally, DNL-related gene

expression in response to PTE exposure positively correlated with

insulin sensitivity and hepatosteatosis. These results suggest that

the activation of VAT DNL induced by PTE may play a major role

in ameliorating insulin resistance and nonalcoholic fatty liver

disease.

Conclusion: PTE exerts anti-diabetic and anti-hepatosteatosis effects

via the activation of DNL in the VAT of HFD-fed mice (Fig 1).

PP1607

Influence of the synthesis of lipoprotein-associated phospholipase
A2 on the formation of inflammation in steatohepatitis

Otabek Rakhimov1, Maruf Salokhiddinov1

1Tashkent Medical Academy, Tashkent, Uzbekistan

Background: Lipoprotein-associated phospholipase (Lp-PLA2) is

directly involved in atherogenesis, causing lipid modification and

encouraging the development of inflammation. It hydrolyzes phos-

phatidylcholine LDL on the surface to form a fatty acid and

lysophosphatidylcholine (Lyso-PC). (Lyso-PC) promotes the release

of inflammatory mediators and stimulates the production of reactive

oxygen species endothelial cells. Products of lipid peroxidation act as

modulators in the inflammation by regulating the intensity of the

inflammatory response. Excessive accumulation of lipid peroxidation

products can cause damage to the hepatocyte membrane, disruption of

bile acid synthesis in the liver. Lp-PLA2 is a lipolytic enzyme, its

activation is associated with the accumulation of fatty acid, which

leads to disruption of membrane structures of liver cells and impaired

mitochondrial function.

Methods: Study involved 80 patients with NAFLD BMI (body mass

index) 36–40 kg/m2, 50 patients diagnosed with liver steatosis and 30

steatohepatitis (NASH). The diagnosis was verified by clinical, bio-

chemical, instrumental and morphological studies. Lp-PLA 2 were

detected using kits (USA). The endotoxin content was determined by

LAL test (US). Free radical content was determined by malondi-

aldehyde (MDA) reaction with thiobarbituric acid.

Result: In patients with NAFLD at steatohepatitis stage Lp-PLA 2

activity was increased by 3.8 times. The enzyme concentration in the

plasma and tissues correlates with the degree of development of liver

pathology. MDA level in these patients was increased 2 times and

reached 19.31 ± 1.24 mmol/l. Increasing of endotoxin and nitric
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oxide was detected in the progression of inflammatory infiltration in

the liver. The endotoxin content and nitric oxide binds a direct cor-

relation. Nitrogen oxide and ALT activity were in correlation K =

0.864 P 0.001. When Lp-PLA2 enters the bloodstream and it binds

LDL is transported. A direct correlation Lp-PLA2 with LDL was

determined.

Conclusion: The activity of Lp-PLA2 in patients with NAFLD is a

diagnostic and prognostic criterion of activity of the inflammatory

process in the liver. The level of MDA was increased in 2 times.

Activation of phospholipases accompanied by Lipopolysaccharide

(LPS) and nitrogen oxide. Increasing the protein content of PLA2 is

biological response is inflammation, positively correlated with the

level of LPS and the levels of nitrogen oxide.

PP1608

Adipose-derived stem cells promote reversion of non-alcoholic
fatty liver disease: an in vivo study

Naishun Liao1,2, Fan Pan3, Yingchao Wang1,2, Youshi Zheng1,2,
Xiaolong Liu1,2, Jingfeng Liu1,2,4

1The United Innovation of Mengchao Hepatobiliary Technology Key

Laboratory of Fujian Province, Mengchao Hepatobiliary Hospital of

Fujian Medical University, Fuzhou; 2The Liver Center of Fujian

Province, Fujian Medical University, Fuzhou; 3Department of

Hepatobiliary Surgery, Fuzhou General Hospital, Fujian Medical

University, Fuzhou; 4Liver Disease Center, The First Affiliated

Hospital of Fujian Medical University, Fuzhou

Background: Non-alcoholic fatty liver disease (NAFLD) is one of

the major cause of the chronic liver injure, affecting general health of

various populations. The aim of this study was to investigate whether

ADSCs transplantation combining with dietary modification could

reverse the NAFLD progression.

Methods: After inducing the NAFLD rats by a high-fat-diet feeding

method, ADSCs were transplanted via the portal vein into the liver of

NAFLD rats, and simultaneously treated with dietary modification.

Thereafter, the hepatic gross morphology, liver index and the liver

function indicators, including alanine aminotransferase (ALT),

aspartate aminotransferase (AST) and total bilirubin (TBIL) were

evaluated. Moreover, the sera levels of total cholesterol (TC),

triglycerides (TG) and fatty acids (FA) were also assayed. Further-

more, the H&E and oil red O staining were used to confirm the

pathological conditions of NAFLD rats.

Result: Although dietary modification alone could cause the recovery

of the liver functions, ADSCs transplantation combining with dietary

modification could further decrease the liver index, the sera levels of

ALT, TBIL, TC, TG, FA, and the lipid accumulations to normal level,

as well as reverse the hepatic pathological changes. Therefore, the

ADSCs transplantation could reverse the NAFLD progress.

Conclusion: ADSCs transplantation promotes NAFLD reversion

through improving liver functions, promoting lipids metabolism and

hepato-protective effects, showing a potential therapeutic approach

for NAFLD treatment.

PP1609

Intrahepatic transplantation of adipose-derived stem cells
attenuates the non-alcoholic fatty liver disease progress in rats

Fan Pan1, Naishun Liao2,3, Youshi Zheng2,3, Yingchao Wang2,3,
Xiaolong Liu2,3

1Department of Hepatobiliary Surgery, Fuzhou General Hospital,

Fujian Medical University, Fuzhou; 2The United Innovation of

Mengchao Hepatobiliary Technology Key Laboratory of Fujian

Province, Mengchao Hepatobiliary Hospital of Fujian Medical

University, Fuzhou; 3The Liver Center of Fujian Province, Fujian

Medical University, Fuzhou

Background: Non-alcoholic fatty liver disease (NAFLD) is one of

the major cause of the chronic liver injure, affecting general health of

various populations.

Methods: In this study, ADSCs, which were isolated from the adi-

pose tissues of Sprague–Dawley rats, were transplanted into the liver

of high-fat-diet induced NAFLD rats via the portal vein to attenuate

the disease progression of NAFLD.

Result: The results showed that ADSCs transplantation could reduce

the serum levels of alanine amino transferase (ALT), total bilirubin

(TBIL), total cholesterol (TC), triglycerides (TG), fatty acids (FA), as

well as the content of malondialdehyde (MDA) in the liver homo-

genates, but significantly increase the superoxide dismutase (SOD)

activity on the other hand. These data suggested that the ADSCs

transplantation could improve the liver functions, reduce both of the

lipid metabolism and the oxidative stress. Moreover, the hepatic

pathological changes could be decelerated, the lipid accumulation

could be decreased, as well as the serum level of the pro-inflamma-

tory factors TNF-a and IL-6 could be down-regulated by the ADSCs

transplantation.

Conclusion: ADSCs transplantation could attenuate the disease pro-

gress of high-fat-diet induced NAFLD, therefore might be a potential

therapeutic approach for NAFLD therapy in the future.

PP1610

HTD1801 reduces hepatic steatosis and inflammation
in an experimental hamster model of nonalcoholic fatty liver
disease by regulating microbiota composition

Zhaojie Meng1, Yue Huang1, Lu Lu1, Xin-xiang Fu1, Meng Yu1,
Qi-yang Shou2, Quan-xin Ma2, Min-li Chen2, Yan He3,4, Hong-wei
Zhou3, Li-ping Liu1

1Shenzhen HighTide Biopharmaceutical Ltd., Shenzhen; 2Laboratory

Animal Research Center/Comparative Medical Research Center,

Zhejiang Chinese Medical University, Hangzhou; 3State Key

Laboratory of Organ Failure Research, Division of Laboratory

Medicine, Zhujiang Hospital, Southern Medical University,

Guangzhou; 4Department of Environmental Health, School of Public

Health, Southern Medical University, Guangzhou

Background: To evaluate the effects of HTD1801, a new molecular

entity, in an experimental hamster model of nonalcoholic fatty liver

disease (NAFLD) and to investigate the potential mechanism of

HTD1801 for treatment of NAFLD.

Methods: 34 male hamsters were fed with a high-fat/high-cholesterol

diet for 9 weeks to establish the NAFLD model; 8 male hamsters fed a

normal diet served as controls. After a 2-week induction period, 24

hamsters were selected out of 34 based on serum total cholesterol
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(TC) levels. 16 hamsters were treated with HTD1801 (50 mg/kg, n =

8, or 200 mg/kg, n = 8) while 8 hamsters were administrated with

vehicle as models by gavage once daily for 7 weeks. Blood samples

were collected for determination of lipid profiles and liver function.

Livers were harvested for measurement of liver cholesterol and

triglyceride (TG) content and histologic examination. The positive

incidence of inflammatory infiltration and lipid deposition was cal-

culated based on hematoxylin and eosin (H&E) and red oil O staining.

To study the potential mechanism of action of HTD1801 for treatment

of NAFLD, gut microbiota composition regarding relative abundance

of Christensenellaceae (considered pathogenic) and relative abun-

dance of Parabacteroides (considered beneficial) was analyzed in

HTD1801 (200 mg/kg)-treated and untreated NAFLD groups.

Result: After 7 weeks of HTD1801 administration, serum total TC,

TG, low-density lipoprotein cholesterol (LDL-c), serum alanine

aminotransferase (ALT), and aspartate aminotransferase (AST)

levels, as well as liver lipid contents, were increased in untreated

NAFLD model hamsters compared with controls (P\0.01) (Table).

Elevated TC, TG, LDL-c, ALT, AST levels, and liver lipid contents

were significantly decreased in HTD1801-treated (50 mg/kg and 200

mg/kg) NAFLD hamsters compared with the untreated NAFLD group

(P \ 0.01) (Table). Gross observation of livers showed lipid depo-

sition occurring with increased volume, gray color, greasy surface,

and blunt edge in untreated NAFLD model hamsters (Figure). H&E

and red oil O staining showed hepatic steatosis and inflammation to

be increased in the untreated NAFLD group compared with controls

(P \ 0.01) and reduced in the HTD1801-treated NAFLD hamsters

compared with the untreated NAFLD group (P\ 0.01) (Table). The

relative abundance of Christensenellaceae was significantly reduced

and the relative abundance of Parabacteroides was significantly

increased in HTD1801-treated NAFLD hamsters compared with the

untreated NAFLD group (P\ 0.01).

Conclusion: HTD1801 at doses of 50 and 200 mg/kg significantly

reduced serum TC, TG, and LDL-c levels, improved liver function,

simultaneously decreased liver cholesterol and TG contents, and

reduced inflammatory infiltration of liver tissue in the NAFLD

hamster model. The therapeutic effects of HTD1801 in NAFLD may

relate to alteration of gut microbiota by HTD1801.

PP1611

Shortened leucocyte telomere length is associated independently
with fibrosis stage in non-alcoholic fatty liver disease

Jing Zhang1, Junping Shi2, Bingyuan Wang1, Shufei Zang2,
Wenjun Yang2, Yingji Chen2, Zhenjie Zhuang2, Yan Luo2, Gang
Zhou2

1The First Affiliated Hospital of China Medical University, Shenyang;
2The Affiliated Hospital of Hangzhou Normal University, Hangzhou

Background: Previous studies have suggested that hepatocellular

senescence might be involved in the progression of the NAFLD and

increased hepatocyte p21 expression which plays a vital role in the

induction and maintenance of cellular senescence might serve as a

marker to predict patient clinical outcomes. However, these studies

have been focused on hepatic tissues rather than the easily accessible

blood sample, thus to develop novel and non-invasive biomarkers is

necessary. The relative telomere length in peripheral blood leukocytes

is commonly used as a biomarker of some age-related disorders, such

as cardiovascular disorders, diabetes mellitus and infections. How-

ever, whether leukocyte telomere length (LTL) is associated with the

risk and severity of nonalcoholic fatty liver disease (NAFLD) is still

unclear. This study aimed to assess the difference in leucocyte

telomere length (LTL) between non-alcoholic fatty liver disease

(NAFLD) patients and healthy controls, and to investigate the asso-

ciation of shortened LTL with the disease severity.

Methods: We measured relative LTL using a real-time PCR based

method in 100 NAFLD patients and 100 healthy controls, and the

relationship between short LTL and the risk and severity of the dis-

ease was examined using multivariate logistic regression analyses.

Additionally, the association between LTL and the expression of

hepatocyte p21 was also evaluated.

Result: Mean LTL was significantly shorter in NAFLD patients than

in controls (p\ 0.001). Subjects with short LTL had a significantly

elevated risk of NAFLD (OR: 3.095, 95% CI 1.594–6.010; p =

0.001). And we found LTL markedly shorter in patients with fibrosis

(F2-4) compared to patients with non-fibrosis (F0-1) (p = 0.010),

multivariate logistic regression analysis indicated that short LTL was

independently associated with a higher risk of severe fibrosis stage in

NAFLD (OR: 10.799, 95% CI 1.168–99.832, p = 0.036). Addition-

ally, a linear correlation between LTL and the expression of

hepatocyte p21 was observed in our study (r = -0.413, p = 0.011).

Conclusion: Short LTL is closely associated with NAFLD and the

severity of NAFLD fibrosis, and LTL has potential as a possible non-

invasive prognosis biomarker for monitoring the severity of NAFLD

fibrosis.
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Role of DKK3 in non-alcoholic fatty liver disease of mice model

Lanfeng Xie1

1Tongren Hospital Shanghai Jiao Tong University School of

Medicine, Shanghai

Background: To explore the role of Dickkopf-3 (DKK3) in mouse

with non-alcoholic fatty liver disease (NAFLD).

Methods: Male C57BL/6 mice were used to establish disease model

of NAFLD by feeding mice with high fat diet (HFD), and the suc-

cessful establishment of this model were estimated by detection of the

hepatic function, the changes of glucose metabolism, the lipid content

in liver and the pathological changes of the liver. Moreover, western

blot was used to detect the status of the hepatic expression of DKK3.

Result: Compared with the control mice, HFD induced significant

elevation in NAFLD-related pathological indices. On the other hand,

quantitative analysis showed that the expression of DKK3 in liver was

significantly decreased in HFD-treated mice.

Conclusion: The decreased expression of DKK3 in the liver of mouse

with NAFLD suggests that DKK3 may be involved and play a role in

the development of NAFLD.

PP1613

PB-718, a dual GLP-1/glucagon receptor agonist demonstrates
superior weight loss effect and ameliorates nonalcoholic
steatohepatitis (NASH) in animal models

Wei Lu1, Chunmei Wang1, Xiaosu Luo1, Yinghui Zhang1, Liang
Hong1, Min Xu1

1Pegbio Co., Ltd, Suzhou

Background: Obesity remains a primary health and economic threat

for modern societies. However pharmacological treatment of obesity

has limited efficacy. Non-alcoholic fatty liver disease (NAFLD) is

one of the main hepatic complications associated with obesity. Non-

alcoholic steatohepatitis (NASH), a more severe form of NAFLD, is

the commonest cause of chronic liver disease and liver transplanta-

tion. Despite this, there are no universally accepted pharmacological

therapies for NASH. The strong association of NASH with metabolic

syndromes provides a strong rationale for investigating therapies that

induce weight loss and improve insulin sensitivity.

Methods: Here, we investigated the effects of PB-718, a pegylated

dual GLP-1/Glucagon receptor agonist in animal models of obesity

and NASH.
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Result: We have shown in DIO (diet-induced obesity) mice that PB-

718 treatment achieved much more potent effect on weight loss

compared to GLP-1 receptor agonist alone. PB-718 treatment also

resulted in reduced serum cholesterol and serum and liver levels of

triglyceride in these mice. Meanwhile, PB-718 treatment also reduced

fasting glucose level and improved glucose tolerance in DIO mice.

PB-718 treatment has also been proved safe and efficacious in obese

monkeys. 11–15% body weight loss were seen in three dose groups

after 30-day treatment. And the dual agonist treatment reduced fasting

plasma glucose and serum triglyceride in obese monkeys. In a mice

STZ/HFD model of NASH, PB-718 treatment for 3-weeks signifi-

cantly reduced blood glucose level and NAFLD activity scores.

Conclusion: Our results suggested that the dual GLP-1/Glucagon

receptor agonist may have clinical potential for the treatment of

obesity and NASH.

PP1614

Gene expression profiles reveals the role of cytochrome P450 in
mice model of high fat diet-induced nonalcoholic fatty liver

Fei Cheng1, Yu Liu1, Yuxuan Luo1, Peng Hu2, Hong Ren1, Mingli
Peng1

1Key Laboratory of Molecular Biology for Infectious Diseases
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Infectious Diseases, The Second Affiliated Hospital, Chongqing

Medical University, Chongqing; 2Department of Infectious Diseases,

The Second Affiliated Hospital of Chongqing Medical University,
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Background: Cytochrome P450 (CYP450) enzymes are expressed

abundantly in the liver where they are essential for metabolism of

drugs, arachidonic acid and eicosanoids, cholesterol metabolism and

bile-acid biosynthesis, steroid synthesis and metabolism etc. How-

ever, the contribution of major CYP450 subtypes to the pathogenesis

and progression of nonalcoholic fatty liver (NAFLD) remains largely

unexplored. This study aims to illustrate the role of CPY450 in mice

model of high fat diet-induced NAFLD.

Methods: C57BL/6J mice (male, 8 weeks of age) were fed a high-fat

diet (D12492, 60% kcal % fat) to induce NAFLD, and mice were fed

a low-fat diet (D12450B, 10% kcal % fat) as control. Gene expression

profiling combined with GO and KEGG pathway enrichment were

used to analyze the differential expression genes. Major CYP450

subtypes mRNA expression in liver were measured by real-time PCR.

Result: Body and liver weights at 16 weeks were significantly higher

in mice fed HFD diet compared with control. HFD induced severe

hepatic steatosis and increased lipid accumulation. Gene expression

profile analysis demonstrated that HFD feeding caused 367 differ-

ential expressed genes, 211 down-regulation, 156 up-regulation, most

genes associated with oxidation–reduction process, lipid metabolic

process, epoxygenase P450 pathway and steroid metabolic process.

The significant altered genes also contained 19 CYP450 genes, a

remarkable 5% of its total gene number, including Cyp2e1, Cyp2c70,

Cyp3a11, Cyp3a25, Cyp2d26, Cyp4a10, Cyp17a1, Cyp2b10,

Cyp2c38, which were mainly involved in metabolic pathway, steroid

hormone biosynthesis, arachidonic acid metabolism, retinol metabo-

lism and linoleic acid metabolism. Moreover, Interaction network

analysis revealed that Cyp2e1 and Cyp2c70 were in the core positions

of regulatory connection. In addition, the major CYP450 subtypes

mRNA expression in liver were consistent with the sequencing

results.

Conclusion: This study is first time to illustrate global gene expres-

sion changes in HFD-induced fatty liver. Significant alterations in the

expression of CYP450 are associated with the pathogenesis of

NAFLD through regulation of several pathways involved lipid

metabolism.

PP1615

1,25(OH)2D3 attenuates hepatic steatosis via induction
of autophagy in mice
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Background: Activated vitamin D has been reported to attenuate

liver steatosis. The exact mechanism of activated vitamin D remains

poorly understood. Autophagy plays a crucial role in the modulation

of liver lipid metabolism. This study aimed to elucidate whether

1,25(OH)2D3 attenuate hepatic steatosis, particularly via induction of

autophagy.

Methods: Male C57BL/6 mice fed with high-fat diet (HFD) were

injected with 1,25(OH)2D3 for 4 weeks. 3-methyladenine (3-MA) was

given to inhibit autophagy. Liver enzymes and triglycerides, and

histological steatosis were analyzed. HepG2 cells were pre-incubated

with a free fat acid (FFA) and then treated with 1,25(OH)2D3. VDR

shRNA and ATG16L1 siRNA were used for VDR knockdown or

ATG16L1 silencing, respectively.

Result: 1,25(OH)2D3 diminished HFD-induced liver damage and

steatosis, accompanied with the upregulation of induction of autop-

hagy and ATG16L1 expression. Importantly, inhibition of

1,25(OH)2D3-induced autophagy by 3-MA blocked the protective

effect of 1,25(OH)2D3 on hepatic steatotsis. In HepG2 cells,

1,25(OH)2D3 reduced lipid accumulation and increased levels of

autophagy and ATG16L1 expression, whereas the effect was abro-

gated after VDR knockdown. 3-MA abolished 1,25(OH)2D3-mediated

autophagy protection against cellular lipid accumulation. In addition,

siRNA-mediated knockdown of ATG16L1 prevented 1,25(OH)2D3-

induced autophagy and resulted in increased fat accumulation.

Conclusion: Our data suggested that 1,25(OH)2D3 may ameliorate

hepatic steatosis via induction of autophagy by ATG16L1.

PP1616

Hyperuricemia and risk of nonalcoholic fatty liver disease:
a meta-analysis
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Background: The association between hyperuricemia and nonalco-

holic fatty liver disease (NAFLD), one of the leading causes of

cirrhosis worldwide, has been demonstrated in recent epidemiologic

studies. Uric acid has been shown to promote lipid peroxidation,

which could play a major role in the initiation and progression of

NAFLD. This meta-analysis was conducted to summarize all avail-

able data and estimate the risk of NAFLD among subjects with

hyperuricemia.

Methods: A comprehensive literature review was conducted using

MEDLINE and EMBASE database through August 2016 to identify

studies compared the risk of NAFLD among subjects with hyper-

uricemia versus those with normal uric acid level. Effect estimates

from the individual study were extracted and combined using ran-

dom-effect, generic inverse variance method of DerSimonian and

Laird.

Result: Twenty-five studies met the eligibility criteria and were

included in the meta-analysis. The risk of NAFLD in subjects with

hyperuricemia was significantly higher than subjects with normal uric

acid level with the pooled odds ratio (OR) of 1.97 (95% confidence

interval (CI), 1.69–2.29). The heterogeneity between studies of the

overall analysis was high with an I2 of 87%. Subgroup analysis based

on 11 studies that provided data on males subgroup and nine studies

that provided data on females subgroup showed that the risk was

significantly increased for both sexes with pooled OR of 1.64 (95% CI

1.40–1.93) among males and pooled OR of 2.21 (95% CI 1.85–2.64)

among females. Sensitivity analysis using trim-and-fill technique

continued to show a significantly increased risk of NAFLD with the

pooled OR 1.47 (95% CI 1.27–1.74) in subjects with hyperuricemia.

Conclusion: In summary, this study demonstrated a significantly

increased risk of NAFLD among patients with hyperuricemia. Further

studies are required to establish the role of uric acid in the patho-

genesis of NAFLD.

Forest plot

Funnel plot
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Small ubiquitin-like modifier (SUMO) protein-specific protease 3
(SENP3) de-sumoylates NR4A2 protein and controls lipid
metabolism in non-alcoholic fatty liver disease
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Background: SUMO-specific protease 3 (SENP3) is up-regulated in

non-alcoholic fatty liver disease (NAFLD) and contributes to the

severity of hepatic steatosis in vitro (YHL et al. J. Hepatol, 2015. Vol.

62, S701). Nuclear Receptor Subfamily 4 Group A Member 2

(NR4A2), is a nuclear receptor, induced in multiple tissues by a

diverse range of stimuli associated with metabolic function, such as

fatty acids, glucose, insulin and cholesterol. The aim of the current

study was to investigate the relationship of SENP3 and NR4A2 and

the underlying mechanism of SENP3 in NAFLD.

Methods: SENP3 related genes in NAFLD were determined in

hepatocytes (FAA treated only, SENP3 silenced with FFA treatment,

and SENP3 overexpressed with FFA treatment) using RNA-

Seq. Differently expressed genes (DEGs) identified utilizing bioin-

formatics, were further validated in hepatocytes with qRT-PCR, liver

tissue with immunohistochemistry and plasma with ELISA. We

choose a transcription factor (NR4A2) from RNA-seq to investigate

the substrate of SENP3. 293T cells were transfected with FLAG-

SUMO2, HA-NR4A2, SENP3, or SENP3 m. HA-NR4A2 proteins

were pulled down by HA beads from these cell lysates. Bound pro-

teins were blotted with anti-FLAG. SUMOylated NR4A2 was also

detected in Senp3+/+ Senp3-/- hepatocytes, immunoprecipitated with

anti-NR4A2 antibody and blotted with anti-SUMO1.

Result: The top three genes (apoe, a2 m and tnfrsf11b) from bioin-

formatics analysis of RNA-Seq were found to be regulated by SENP3

in hepatic steatosis in vitro. Furthermore, protein levels of APOE, A2

M and TNFRSF11B were significantly unregulated in the liver and

plasma of NAFLD patients compared with the controls (p\0.05 for

all statistically significant). Results of immunoprecipitation in 293T

cells showed that NR4A2 was a SUMOylated protein. SUMO-

NR4A2 in SENP3-/- hepatocytes was shown to be much more than

that in SENP3+/+ hepatocytes, suggesting that SENP3 was a specific

de-SUMOylation protease for NR4A2. As APOE was known to be the

targets of NR4A2, it was suggested that NR4A2 was the substrate of

SENP3 for regulating lipid metabolism in NAFLD.

Conclusion: SENP3 contributes to the alteration of lipid metabolism

via de-SUMOylation of NR4A2, which then regulates targets like

APOE in lipid metabolism. The precise role of SENP3 in NAFLD

will be investigated using liver-specific conditional knockout mice in

future studies.

PP1618

Resveratrol modulates hepatic endothelial dysfunction
and inhibits inflammation in experimental nonalcoholic
steatohepatitis
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Background: Intrahepatic endothelial dysfunction is a hallmark

feature of the development of early and late stage liver diseases. Our

previous study in cirrhotic animals showed evidence that increased

endothelial dysfunction due to impaired hepatic nitric oxide synthase

activity and increased hepatic asymmetric dimethyarginine (ADMA),

due to decreased dimethylarginine dimethylaminohydrolase (DDAH)

1 expression. Resveratrol treatment has been suggested to bear pro-

tective effects on the liver injury of various aetiologies. This study

tests the hypothesis that the Resveratrol will restore DDAH-1

expression and thereby eNOS activity, attenuating endothelial dys-

function in nonalcoholic steatohepatitis (NASH).

Methods: Male CD-1 mice (n = 10/group) were used. 90 days after

feeding high-fat diet (HFD; Dyets Inc. USA) or normal diet. Mice

were randomized to 7-days oral administration of Resveratrol (10 mg/

kg b.wt.) or DMSO; with LPS (1 mg/kg b.wt. i.p.) given 3 h prior to

termination. Plasma was collected for biochemical parameters,

ELISA (ADMA) and cytokine measurements. Protein expression

using Western blotting (NFjB, TNF a, iNOS, 4HNE, eNOS and

DDAH1), histology and oil red O was performed on the liver.

Result: Compared to naive mice, HFD supplementation significantly

(p \ 0.001) increased the inflammatory markers such as NFjB, its

target gene TNF-a, iNOS and 4-HNE protein expressions and were

further significantly upregulated following LPS injection. Resveratrol

treatment has significantly (p \ 0.05) reduced these expressions.

Increased serum alanine aminotransferase (ALT), aspartate amino-

transferase (AST), and interleukin (IL)-1b following LPS to HFD fed

mice were significantly (p \ 0.05) down regulated by Resveratrol

treatment and were consistent with histological findings. Furthermore,

LPS injection to HFD fed mice decreased hepatic eNOS activity (p\
0.01) and DDAH-1 protein expression (p \ 0.001) whilst increased

ADMA (p \ 0.0001) and were reverted to normal following

Resveratrol treatment.

Conclusion: Our study is the first indication of evidence that the

significant improvement of hepatic NO and decreased NOS inhibitor

due to improved hepatic DDAH-1 expression by Resveratrol in

experimental NASH and provide a future therapeutic approach to

NASH patients with endothelial dysfunction.

PP1619
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Background: Non-alcoholic fatty liver disease (NAFLD) is a com-

mon cause of chronic liver disease. The overall prevalence of NAFLD

in western countries varies from 15 to 40% and in Asian 9–40%. Its

prevalence has not been determined in population based study in

Bangladesh. The aims of the study was to determine the prevalence

and risk factors of NAFLD in adult rural population.

Methods: This cross-sectional study was performed among adult

population of two villages of Comilla district, Bangladesh from

January to December 2015. Persons with alcohol consumption and

other liver diseases were excluded. Individuals were evaluated by

medical history, physical examination, anthropometric measurements

and laboratory investigations. Laboratory measurements included

were fasting blood sugar (FBS), fasting lipid profile and liver function

tests. NAFLD was diagnosed by transabdominal ultrasonography.

Statistical analysis was performed using the SPSS software,

version16.0

Result: Among 665 subjects, 213 were males (32%) and 452 were

females (68%) with the mean age of 42.2 ± 15.04 years. NAFLD was

diagnosed in 219 (33%) subjects. NAFLD were high in 41–60 age

group (48.7%) and in female gender (P = \0.175). Subjects with

NAFLD had higher BMI (P \ 0.001), higher prevalence of hyper-

tension (P \ 0.001), high FBS (P \ 0.001), high cholesterol (P =

0.026), high triglyceride (P\0.001) and high waist circumference (P
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\ 0.001). Subjects with NAFLD had significantly higher prevalence

of metabolic syndrome when compared to healthy subjects (P \
0.001).

Conclusion: The prevalence of NAFLD in rural adult population of

Bangladesh is 33% and is associated with female gender, obesity and

features of metabolic syndrome.

PP1620

Endothelial dysfunction an early marker of atherosclerosis is
independent of metabolic syndrome in NAFLD
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Background: NAFLD is now considered a hepatic component of

metabolic syndrome (MS). In India, sparse literature is available on

the association with atherosclerosis and cardiovascular events. The

study was designed to assess cardiovascular risk factors FMD %,

CIMT in NAFLD patients.

Methods: 126 NAFLD subjects and 31 chronic hepatitis B (CHB)

controls were studied. Prevalence of atherosclerosis was studied by

measuring the carotid intima-media thickness (CIMT) on ultrasound

and by measuring the flow mediated dilatation % (FMD %) on bra-

chial artery doppler ultrasound. The risk of cardiac events at 10 years

(ROCE 10) was estimated by Prospective Cardiovascular Munster

study (PROCAM) score.

Result: 58 of NAFLD have coexistent metabolic syndrome. Mean

CIMT was 0.73 + 0.041 mm among NAFLD with MS, 0.66 + 0.016

mm among NAFLD without MS and 0.66 + 0.037 in controls CHB

patients. FMD % in NAFLD with MS was 10.43 + 3.134%, but was

8.56 + 3.581% in NAFLD without MS and 17.78 + 6.051% in con-

trols. PROCAM score of NAFLD with MS was 46.95 + 6.509 while

in NAFLD without MS was 38.2 + 3.738. Controls have PROCAM

score of 38.13 + 5.755. ROCE 10 in NAFLD with MS was 13.64 +

8.568 while NAFLD without MS was 5.55 + 1.949. Controls have a

ROCE 10 of 5.95 + 3.973. ANOVA analysis showed significant

difference between groups for CIMT, FMD %, PROCAM, and ROCE

10. Post hoc analysis showed CIMT was dependent upon MS while

FMD % was different between all subgroups hence independent of

metabolic syndrome.

Conclusion: CIMT, PROCAM, FMD % and ROCE 10 which are

markers of atherosclerosis were significantly higher in NAFLD

patients of these only FMD % the earliest marker of endothelial

dysfunction was independent of MS.

PP1621

Inhibition of intestinal inflammation by 5-ASA protects against
the development of NAFLD in mice
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Background: Intestinal inflammation is thought to contribute to low-

grade systemic inflammation. However, its role in the development of

non-alcoholic fatty liver disease (NAFLD) is rather elusive. Here, we

aimed to determine the extent to which intestinal inflammation con-

tributes to the development of NAFLD in mice. To tease out the role

of intestinal inflammation in the etiology of NAFLD, we used high-fat

cholesterol diet supplemented with mesalamine, a salicylic acid

derivative with anti-inflammatory properties that acts locally in the

gut and has minimal systemic absorption and side effects.

Methods: C57B6/J mice were individually housed, and randomly

divided into four groups (n = 10/group). Mice were fed a low-fat diet

(LFD) or a high-fat cholesterol diet (HFC, 0.25% cholesterol) for 12

weeks. Diets were supplemented with mesalamine (5-ASA, 1500 mg/

kg/day) and body weight (BW) and food intake were recorded

weekly. Fecal samples were collected on day 0 and day 21 and 16S

RNA gene sequencing was performed to analyze the composition of

the gut microbiota. Fat to lean ratio was measured using a MiniSpec

Analyzer. Gut permeability was assessed using FITC-dextran at time

of sacrifice. Blood was collected, and ileum, colon and liver were

taken for histology, gene expression and western blot analysis.

Result: Body weight, fat to lean ratio, plasma triglyceride (TG), and

plasma total and free cholesterol levels were significantly increased in

mice fed an HFC-diet compared to mice fed a LFD. Inhibition of

intestinal inflammation by 5-ASA did not result in alterations in BW,

fat to lean ratio, liver to BW ratio and gut permeability in mice fed a

HFC-diet. However, 5-ASA led to a marginal decrease in plasma TG

(11%; p\ 0.05) and free cholesterol (13%; p\ 0.05) levels in mice

fed a HFC-diet. Furthermore, H&E staining of livers showed fewer

lipid droplets in 5-ASA treated HFC-fed mice compared to HFC-fed

mice and hepatic TG levels were reduced 1.7-fold (p \ 0.05) by

5-ASA supplementation in the HFC-diet.

Conclusion: Our data show that inhibition of intestinal inflammation

by 5-ASA protects against hepatic lipid accumulation, demonstrating

that intestinal inflammation contributes to the development of

NAFLD.
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The nonhuman primate non-alcoholic fatty liver disease model
identified by using MRI fat fraction quantification
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1Kunming Biomed International, Kunming; 2Translational
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3Kunming Military General Hospital, Kunming; 4In Vivo

Pharmacology, Merck Research Laboratories, Rahway, USA

Background: Intracellular fat (steatosis) is the histological hallmark

of non-alcoholic fatty liver disease (NAFLD). The clinical gold

standard for hepatic steatosis diagnosis is through the collection of

liver biopsy for histological assessment and grading. However, liver

biopsy is a very invasive procedure and also lack of representation of

the liver as a whole due to sampling variability. Among those non-

invasive techniques used for fatty liver detection, the magnetic res-

onance imaging (MRI) has been emerging as a very effective

technique superior to ultrasound, computed tomography and magnetic

resonance spectroscopy for accurate whole liver fat quantification.

Methods: In this study, to identify the nonhuman primate NAFLD

model for pharmacological efficacy studies, we established the MRI

fat fraction quantification method to screen a cohort of cynomolgus

monkeys fed with regular chow diet or a high fat diet (HFD) and also
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performed the method validation by liver biopsy histology as well as

tissue triglyceride measurement.

Result: All of the ten healthy adult animals fed with regular chow had

liver fat fraction of\5.0% (mean ± SD = 2.67 ± 0.58%), which is

the clinical criteria to diagnose liver steatosis. On the contrary, 18 out

of 33 cynomolgus monkeys fed with HFD for 3 months had hepatic

fat fraction of[5.0% (mean ± SD = 12.42 ± 5.55%). 12 HFD-fed

monkeys with different extents of fat fraction levels were selected for

liver biopsy and the histology staining confirmed the MRI data on

lipid accumulation in hepatocytes. The liver tissue triglyceride bio-

chemistry analysis found a close correlation between the MRI liver fat

fractions and liver tissue triglyceride levels (R2 = 0.85). Furthermore,

5 MRI identified NAFLD monkeys treated with a positive compound

for one month showed significant drop in their MRI fat fraction levels

from 12.06 ± 2.37% to 7.95 ± 1.81% (p = 0.043).

Conclusion: This study demonstrates the feasibility of non-invasively

identifying nonhuman primates with liver steatosis, laying the foun-

dation for using nonhuman primates as a model to investigate the

efficacy of novel therapies to treat liver steatosis and other co-

morbidities.
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The p53-AMPK-autophagy axis takes part in lipid accumulation
in hepatocytes
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Background: In China, the incidence of Nonalcoholic fatty liver

disease (NAFLD) is enduring rapid growth trend in recent years.

However, the relative pathogenesis of NAFLD is still not clear. It is of

great significance for the pathogenesis study of NAFLD in order to

prevent and treat the disease. Recently several researches suggest that

tumor modulator p53 plays an important role in NAFLD, whereas the

mechanism is still unclarified. In this study, we hypothesis that

whether p53 could affect lipid accumulation in liver via regulation on

autophagy in hepatocytes.

Methods: Adult male C57BL/6 mice were randomly divided into 2

groups, fed with standard chow diet (SCD) and high fat diet (HFD),

respectively. After 8 weeks, mice were sacrificed for serum and liver

samples collection. Hepatic steatosis, triglyceride amount and relative

protein expression levels were detected (p53, p21, LC3II/LC3I ratio

and phosphorylated AMPK). P53 inhibitor (PFTa) and siRNA were

used to knockdown p53 pathway in HepG2 cells, respectively. HepG2

cells were treated with Palmitic acid (PA) for 24 h and harvested for

determination of steatosis, intracellular triglyceride amount, as well as

relative protein expression levels (p53, p21, LC3II/LC3I ratio and

phosphorylated AMPK).

Result: Compared to SCD mice, the liver in HFD mice developed

apparent steatosis, with the elevation of triglyceride. Meanwhile, p53/

p21 as well as autophagy level and phosphorylated AMPK protein

level were significantly increased in HFD mice. PA treatment resulted

in steatosis, and intracellular triglyceride accumulation, and autop-

hagy level in HepG2 cells, as well as the induction on protein

expression of p53/p21 and phosphorylated AMPK. PFTa and p53

siRNA treatment both reversed PA induced steatosis, intracellular

triglyceride accumulation and autophagy level. Furthermore, knock-

down of both p53 and AMPK could not further attenuate the lipid

accumulation and autophagy in HepG2 cells, compared to p53

knockdown alone.

Conclusion: p53-AMPK–autophagy axis is activated both in NAFLD

mouse livers induced by high fat diet, and in PA induced NAFLD

HepG2 cells. P53 could participate in lipid accumulation in hepato-

cytes, via the regulation on autophagy by AMPK.

PP1624

Long non-coding RNA profiling in non-alcohol fatty liver disease
rodent model: new insight into pathogenesis
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Background: Non-alcoholic fatty liver disease (NAFLD) is one of

the most prevalent chronic liver diseases worldwide with unclear

mechanism. Long non-coding RNAs (lncRNAs) have recently

emerged as important regulatory molecules.

Methods: To further understand the pathogenesis of NAFLD,

lncRNA and mRNA microarray was conducted in NAFLD mice

model. Potential target genes of significantly changed lncRNA were

predicted using cis/trans-regulatory algorithms, followed by Gene

Ontology analysis and KEGG pathway enrichment analysis. Level of

FLRL2 was manipulated through shRNA and AdFLRL2 vector

transfection. Western Blot and RT-qPCR were adopted in evaluating

certain gene expression and corresponding protein level. Cellular lipid

accumulation was evaluated through Oil Red O staining and

triglyceride quantification.
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Result: In current analysis, 89 up-regulated and 177 down-regulated

mRNAs were identified, together with 291 dysregulated lncRNAs.

Bioinformatic analysis of these RNAs has categorized these RNAs

into pathways including arachidonic acid metabolism, circadian

rhythm, linoleic acid metabolism, Peroxisome Proliferator Activated

Receptor signaling pathway, sphingolipid metabolism, steroid

biosynthesis, tryptophan metabolism and tyrosine metabolism were

compromised. Quantitate PCR of 9 mRNAs and 8 lncRNAs of

interest (named as fatty liver related lncRNA, FLRL) was conducted

and verified previous microarray results. Several lncRNAs, such as

FLRL1, FLRL6 and FLRL2 demonstrated to be likely a key player in

circadian rhythm targeting Per3, Per2 and Arntl. While FLRL8,

FLRL3 and FLRL7 showed their potential role in PPAR signaling

pathway through interaction with Fabp5, Lpl and Fads2. In further

exploration of mechanism through which lncRNA FLRL2 partici-

pated in NAFLD, it was observed that in NAFLD cellular model, in

consistent with in vivo study, expression of both Arntl and FLRL2

was inhibited. In order to provide evidence of validity in lncRNA

target predicting, and to further explore role of FLRL2 in NAFLD,

knock down and overexpression of FLRL2 was in AML12 cells was

adopted. A total of three shFLRL2 were adopted, and sh2 was finally

adopted in further study for the most prevalent inhibiting effect.

Western Blot and qPCR results showed that knock-down of FLRL2

led to down-regulation of Arntl, and in contrast, overexpression

causes Arntl mRNA elevation, indicating a regulatory role of FLRL2

in Arntl. To further support the inhibitory effect of FLRL2 on effect,

rescue experiment with a modified FLRL2 transcript that is not tar-

geted by the shRNA was conducted and verified our hypothesis.

Conclusion: Current study identified lncRNA and corresponding

mRNA in NAFLD, and revealed a potentially related lncRNA,

FLRL2 as well as its target Arntl in regulation of NAFLD patho-

genesis, providing new insight into pathogenesis of NAFLD.
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Analysis of gut microbiota change in NAFLD patients
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Background: To analyze of gut microbiota change in NAFLD

Patients.

Methods: The study analyzed the gut microbiota of 50 nonalcoholic

fatty liver disease (NAFLD) cases and 25 healthy controls through

high throughput sequencing method.

Result: By metagenomics analysis on 16S rRNA gene, we found the

differences of gut microbiota between the two groups. There was an

increase of some pathogenic microbes like Bilophila and Escherichia,

meanwhile, there was a decrease of some normal microbes partici-

pated in metabolism like Lactobacillus and Roseburia in NAFLD

patients. Also, gut microecology of NAFLD patients was slightly

disturbed if we observe the differences by enterotypes, which is a

more general way to describe gut microbiota.

Conclusion: Construct healthier gut microbiota for patients could be

the possible treatment for NAFLD in the future.
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The mechanism of expression
of Src family kinase (Fgr, Hck, Lyn)
/SSeCKS
in NASH
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Background: NASH refers to hepatic steatosis, lobular and/or peri-

portal inflammation, a pathological state sometimes associated with

Mallory formation and hepatic fibrosis. NASH, an important link to
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nonalcoholic fatty liver cirrhosis and liver complications such as liver

cancer, accounts for 30–50% in the NAFLD and its interruption will

change the prognosis of NAFLD, so the research on the mechanism of

NASH and its target point is of importance. The Src family include

Lyn related kinase (Lyn, Hck, Lck and Blk), Src related kinase (Src,

Yes, Fyn and Fgr) and 3 Src family kinases (Brk, Frk and Srm). They

are involved in the process of cellular transformation and intracellular

signal conduction. As far as the studies shows, Lyn, Hck, Fgr are

mainly expressed in mononuclear macrophages and other inflamma-

tory cells. The substrate (SSeCKS) of PKC that Src inhibit is a

cytoskeletal protein, a protein that regulate the specificity of signaling

pathway of PKA and PKC. The previous study showed increased

expressions of SSeCKS and dose-dependent correlation with

Lipopolysaccharide in acute hepatic impairment induced by LPS,

which indicate SSeCKS are related to the inflammation of liver. This

study investigates the changes of the expressions of the Src family

kinases (Fgr, Hck, Lyn) and SSeCKS before and after inflammatory

stimuli on gene and protein level so as to study their mechanism and

correlation in NASH.

Methods: In vitro, two groups of Kupffer cells (model group after

stimulation with 0.5% CCL4 and normal group after normal end of

training) were cultured for 2 h, SSeCKS and Hck, Fgr, LynmRNA.

Expressions were detected with PT-PCR. In vivo, two months SD

male rats after high fat diet were chosen and divided into model group

and normal group. In the end of the experiment, rats were sacrificed,

hepatic steatosis and inflammation were examined, also the SSeCKS

and Hck, Fgr, Lyn were detected by immunohistochemistry

Result: In vitro experiment showed the expression of SSeCKS, Lyn,

Hck, Fgr and mRNA in Kupffer cells. In vivo experiment showed low

expression of Lyn, Hck in normal liver tissues and high expression

with inflammatory stimuli (positive correlation), low expression of

SSeCKS in normal liver tissue and decreased expression with

inflammatory stimuli (negative correlation), extremely low expression

of Fgr in normal liver tissue and almost no expression with inflam-

matory stimuli. The expression of Lyn, Hck and SSeCKS were

negatively correlated and the expression of Lyn was positively cor-

related with Hck.

Conclusion: Src family kinases (Lyn, Hck, Fgr)/SSeCKS are

involved in the occurrence and development of NASH, and are

mutual linked to a certain extent. They can be used as a potential

target of NASH inflammation.

PP1627

A new model: genetic characterizations of nonalcoholic fatty liver
disease in mongolian gerbil

Yuehuan Liu1, Chaohui Yu2, Youming Li2

1Zhejiang Academy of Medical Sciences, Hangzhou; 2The First

Affiliated Hospital, College of Medicine, Zhejiang University,

Hangzhou

Background: Our previous data on 4–12 weeks of HF/HC (high-fat/

high-cholesterol) feeding experiments in gerbils produced severe

steatosis, lobular inflammation, and typical nonalcoholic steatohep-

atitis lesions. Liver histopathology showed that the process of hepatic

fibrosis is mainly attributed to chronic hepatitis. Gerbils may be

susceptible to the HF/HC diet and rapidly developed NAFLD. This

study establish the spontaneous model and induced model of NAFLD

in Mongolian gerbil (Meriones unguiculatus), as a novel NAFLD

model for characterization of therapies directed at lipid dysfunction.

Methods: Induced model Sixty male Mongolian gerbils (BW 50–70

g), 60 male mice (18–22 g) and 60 male SD rats (BW 180–220 g)

were employed in the model. The mouse model group, the rat model

group, gerbil model group and control groups were set up, 30 animals

in each group. After one week of adaptive feeding of commercial

feed, animals in the three model groups were switched to high fat diet

(patented feed) and all animals were fed for 16 weeks. Spontaneous
model Another 30 were collected from over-8-month-old gerbils (BW

110–160 g), Serum samples were collected for biochemical tests (TC,

TG, LDL-C, HDL-C), four liver samples were cut for oil red, HE,

Masson staining and gene cloning respectively. RT-PCR and RACE

techniques were used to clone apoE and lcat genes. Finally, a meta-

analysis was performed.

Result: Rat formed simple fatty liver in 4 weeks and the NASH in

8–16 weeks, respectively. Mouse can not form fatty liver during 16

weeks. Gerbil fed with high fat diet form simple fatty liver within one

week, form NASH within 2 weeks, form hepatic fibrosis within 4

weeks, form moderate to severe liver cirrhosis at 12–16 weeks. It

short the modeling period and rise the survival rate to 90%. Over

8-month-old gerbil (control commercial diet) is prone to spontaneous

NAFLD (mixed high TC and high TG, pathology covers a simple

fatty liver, NASH and fibrosis), the prevalence was 10–30%. Gene

cloning indicated that, the apoE gene was 2077 bp in length (3 Exons

and 2 Introns, 316AA, EU834053) with three SNPs and 3683 bp in

the lcat gene (6 Exons and 5 Introns, 444AA, KC533867.1). Meta

analysis showed that SNP, age, sex, nutritional condition and feeding

environment were closely related to NAFLD.

Conclusion: Chinese showed high prevalence in NAFLD disease.

Due to the lack of an ideal animal model, which resulted in the

pathogenesis of NAFLD and drug research and development progress

develop slowly. A gerbil model of NAFLD is the ideal animal, and its

lipid metabolism and pathological features is very similar to human

clinical symptoms. Old gerbil is especially suitable for the study of

middle-aged and elderly NAFLD. Our study can help in providing a

background phase of clear, less time-consuming model of NAFLD

animal model in research, clinical-treat and develop new drugs.

Hepatic appearance and morphology of gerbil model
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Steroidogenic acute regulatory protein (StAR) overexpression
attenuates HFD-induced hepatic steatosis and insulin resistance

Yanyan Qiu1, Xiaobo Li1, Yimin Mao2, Xiuling Zhi1

1Department of Physiology and Pathophysiology, School of Basic

Medical Sciences, Fudan University, Shanghai; 2Division of

Gastroenterology and Hepatology, Renji Hospital, School of

Medicine, Shanghai Jiao Tong University, Shanghai Institute of

Digestive Disease, Shanghai

Background: Non-alcoholic fatty liver disease (NAFLD) covers a

wide spectrum of liver pathology. Intracellular lipid accumulation is

the first step in the development and progression of NAFLD.

Steroidogenic acute regulatory protein (StAR) plays an important role

in the synthesis of bile acid and intracellular lipid homeostasis and

cholesterol metabolism. We hypothesize that StAR is involved in

non-alcoholic fatty liver disease (NAFLD) pathogenesis.

Methods: The hypothesis was identified using free fatty acid (FFA)-

overloaded NAFLD in vitro model and high-fat diet (HFD)-induced

NAFLD mouse model transfected by recombinant adenovirus

encoding StAR (StAR). StAR expression was also examined in

pathology samples of patients with fatty liver by immunohisto-

chemical staining.

Result: We found that the expression level of StAR was reduced in

the livers obtained from fatty liver patients and NAFLD mice.

Additionally, StAR overexpression decreased the levels of hepatic

lipids and maintained the hepatic glucose homeostasis due to the

activation of farnesoid x receptor (FXR). StAR overexpression

attenuated the impairment of insulin signaling in fatty liver. This

protective role of StAR was owing to a reduction of intracellular

diacylglycerol levels and the phosphorylation of PKCe. Furthermore,

FXR inactivation reversed the observed beneficial effects of StAR.

The present study revealed that StAR overexpression can reduce

hepatic lipid accumulation, regulate glucose metabolism and attenu-

ate insulin resistance through a mechanism involving the activation of

FXR.

Conclusion: Our study suggests that StAR is a potential therapeutic

target for NAFLD.

PP1630

Hepatic steatosis in living hepatic donors: correlation liver biopsy
with abdominal fat distribution on CT

Ji Yeon Park1, Heonju Kwon2, Pyo Nyun Kim3, Mi Sung Kim2,
Sun A. Kim4

1Department of Radiology, Myongji Hospital, Seonam University

College of Medicine, Namwon, South Korea; 2Department of

Radiology, Kangbuk Samsung Medical Center, Sungkyunkwan

University School of Medicine, Seoul, South Korea; 3Department of

Radiology, Asan Medical Center, University of Ulsan College of

Medicine, Ulsan, South Korea; 4Department of Pathology, Asan

Medical Center, University of Ulsan College of Medicine, Ulsan,

South Korea

Background: Obesity has become the most important cause of

NAFLD, as the prevalence of obesity has increased. Recent findings

have shown that abdominal obesity is highly correlated with NAFLD,

independent of whole-body obesity. However, most of previous

studies, evaluating the relationship between abdominal obesity and

NAFLD, lacked pathological correlations. To the best of our

knowledge, there is no study exploring the relationship between

abdominal fat measured on CT and NAFLD in large human popu-

lation using same-day liver biopsy as standard reference. Therefore,

the purpose of our study is to assess the relationship between

abdominal fat distribution seen on CT and histologically proven

NAFLD on same-day biopsy.

Methods: Two hundred ninety four potential living liver donors

underwent CT and US-guided biopsy on the same day. Their

abdominal fat distribution was assessed using CT images obtained at

umbilical level. Mann–Whitney U test was used to compare fat-based

parameters between non-steatotic and steatotic group (hepatic

steatosis C5%) and between hepatic steatosis\30% and moderate-to-

severe hepatic steatosis (C30%).

Result: The prevalence of hepatic steatosis C5% and hepatic steatosis

C30% were 41.8 and 7.8%, respectively. There were significant dif-

ferences in all of fat-based parameters between hepatic steatosis\5%

and hepatic steatosis C5%, and between hepatic steatosis\30% and

hepatic steatosis C30% (p \ 0.05 for all comparisons), although

visceral fat percentage did not differ significantly between hepatic

steatosis\30% and hepatic steatosis C30% in all patients (p = 0.292)

and in male patients (p = 0.660). Hepatic steatosis degree correlated

well with visceral fat area (q = 0.537), body mass index (q = 0.444),

and total fat area (q = 0.399), but poorly with subcutaneous fat area

(q = 0.297) and visceral fat percentage (q = 0.265) (p\ 0.0001 for

all comparisons).

Conclusion: Visceral fat area was very well correlated with hepatic

steatosis degree, and, unexpectedly, relative percentage of visceral fat

to total fat was a very poor predictor of visceral fat C30%, especially

in men.

PP1631

Knockdown of Cysteine-rich protein 61 alleviate nonalcoholic
steatohepatitis through inhibiting M1 polarization

Zhaolian Bian1, Xiong Ma2, Jiangguo Shao1, Linlin Ju1

1The Third People’s Hospital of Nantong, Nantong; 2Division Of

Gastroenterology And Hepatology, Renji Hospital, School Of

Medicine, Shanghai Jiao Tong University, Shanghai Institute Of

Digestive Disease, Shanghai

Background: Hepatic macrophage plays a critical role in the devel-

opment and progress of nonalcoholic steatohepatitis (NASH). CCN1,

a member of CCN family, is an important matrix protein which

promotes immune cell adhesion by binding various integrins. Previ-

ously, we demonstrated that CCN1 induces hepatic inflammation in

high fat diet-induced fatty liver diseases in mice. It is interesting to

know whether CCN1 also plays an important role in pathogenesis of

human NASH and whether CCN1 is a therapeutic target in NASH.
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Methods: ELISA, immunohistochemistry, PCR and Western Blot

were used to detected the CCN1 in 25 patients with NASH and 10

health controls. Mice was fed with high fat diet (HF) or Methionine-

choline-deficient diet (MCD). Adenoviral vector was used to regulate

the expression of CCN1 in murine model. Then the intrahepatic

inflammation, hepatic steatosis in mice were detect by H&E, terminal

dexynucleotidyl transferase (TdT)-mediated dUTP nick end labeling

(TUNEL) and oil red staining, respectively. And macrophage phe-

notype was detected by Flow cytometry (CD11c as the marker of M1,

while CD206 as the marker of M2, F4/80 was the marker of mac-

rophage). In the end, we explore the mechanism of CCN1 promoting

the M1 polarization by PCR, Western Blot in vitro.

Result: NASH patients had significantly higher CCN1 levels than

healthy controls both in serum and the livers. Hepatic CCN1

expression in NASH was positively correlated with degrees of bal-

looning hepatocyte degeneration (P \ 0.05, r = 0.53), nonalcoholic

fatty liver disease score (P \ 0.01, r = 0.80), hepatic macrophages

infiltration (P\0.01, r = 0.76). Also, CCN1 was increased in murine

NASH model compared to control (p \ 0.01). CCN1 aggravated

murine NASH model by promoting apoptosis, hepatic steatosis and

inflammatory cell infiltration (p \ 0.05). More importantly, knock-

down CCN1 alleviated the NASH in murine model (P\ 0.05). The

number of M1 in mice which CCN1 was knocked down, was

decreased compared with the control (P\ 0.05). In RAW264.7 cell,

CCN1 activated the ERK signaling pathway and induce macrophage

differentiate into M1phenotype.

Conclusion: Steatotic hepatocytes produce CCN1 which induces

macrophage polarization into M1 phenotype, suggest that the matrix

protein CCN1 could be a potential therapeutic target of NASH.

PP1632

Patatin-like phospholipase domain-containing protein 3
(PNPLA3) gene polymorphism has a significantly stronger
association in diabetics with advanced liver disease as compared
to diabetics without liver disease

Sachet vijay Chandak1, Deepak narayan Amarapurkar1,2, NIrali
Shah2,3, Sunil Parekh4

1Bombay Hospital, Mumbai, India; 2India; 3Hematology Laboratory;
4Haematology Laboratory

Background: The natural history of any chronic liver disease is

modulated by a number of emerging risk factors, and recent evidence

suggests a key role of the host genetics in modulating the natural

history of any chronic liver disease. It is now established that all

common diseases, including NAFLD exhibit a heritable component of

susceptibility accounting for 30–50% of risk. A single nucleotide

polymorphism (SNP) in patatin-like phospholipase domain-contain-

ing protein 3 gene (PNPLA3) has been implicated in the variation of

NAFLD and in the severity of histologically confirmed NAFLD in

both adults and children. PNPLA3 Polymorphisms has been studied

mainly in Caucasians and to some extent in Asians and Africans.

However, there are no studies till date reporting a positive association

of PNPLA3 (rs738409) polymorphism with liver fibrosis in exclu-

sively Indian diabetic population.

Methods: In a prospective study, 100 diabetes patients were recruited

having a spectrum ranging from diabetes with no liver disease to

diabetes with NAFLD/NASH to Liver Cirrhosis. NAFLD/NASH and

Cirrhosis in diabetics was diagnosed on the basis of imaging, bio-

chemistry, exclusion of other liver diseases and liver biopsy in case of

doubt. 100 non-diabetic controls were evaluated on clinical, liver

biochemistry and imaging parameters. Institutional ethics committee

approval was obtained and all subjects gave written informed consent.

The severity of liver disease was graded on the basis of NAFLD

fibrosis score and divided into 3 categories namely Diabetes with no

fibrosis, moderate fibrosis and severe fibrosis. PNPLA3 gene poly-

morphism was analyzed by polymerase chain reaction-restriction

fragment length polymorphism. The genotype frequencies of cases

and controls were compared by Chi square test and ANOVA test.

Logistic regression analysis was employed for testing the association

of the G allele with severity of fibrosis after adjusting for confounding

variables.

Result: G/G genotype frequency was significantly higher at 41.7% in

severe fibrosis compared to 10% in control population (p\0.001, OR

= 4.167, CI = 1.717 to 10.11). G/G genotype frequency was also

significantly higher in all fibrosis (moderate + severe fibrosis) at

36.2% compared to 10% in control population (p \ 0.001, OR =

3.667, CI = 1.626 to 8.270). The G allele (C/G + G/G) showed a

significant association with severe fibrosis in diabetics (p = 0.002, OR

= 5.204, CI = 1.851 to 14.628) and also in diabetics with moderate

fibrosis and severe fibrosis (p\ 0.001, OR = 10.047, CI = 3.562 to

28.335) even after adjusting for confounding variables like Age, Sex,

BMI and Cholesterol levels.

Conclusion: PNPLA3 (rs738409) gene polymorphism is significantly

associated with liver fibrosis. The G/G genotype is significantly

associated with severe liver fibrosis and the G allele is significantly

associated with moderate and severe liver fibrosis in Indian diabetics.

Association of genotype with fibrosis. CC genotype is significantly

associated with controls and no fibrosis group whereas CG and GG

genotypes are significantly associated with fibrosis groups with a

p value

Data of the confounding variables.

PP1633

CYP2E1 inhibitor diethyldithiocarbamate up-regulates Smad7
expression in NASH Mice through modulating miR-17-5p

Tianhui Liu1, Ping Wang1, Min Cong1, Lin Liu1, Hong Ma1,
Jidong Jia1, Hong You1

1Liver Research Center, Beijing Friendship Hospital, Capital Medical

University, Beijing

Background: We previously demonstrated that CYP2E1 inhibitor

diethyldithiocarbamate (DDC) significantly up-regulated smad7

expression in hepatic stellate cells (LX-2) in vitro. However, the

mechanism was not elucidated. In this study, we investigated the

regulation of smad7 by DDC in vivo and its possible molecular

mechanisms.
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Methods: C57BL/6 mice were treated with MCD diet (MCD group)

or in combination with DDC (DDC group) by gastric perfusion (30

mg/kg, once a day) for eight weeks. Liver samples were fixed,

paraffin embedded, and sectioned. H&E and Masson staining were

performed. Total protein, mRNA and miRNA were extracted from the

liver tissue. The expression of miR-17-5p and smad7 were detected

by realtime PCR and/or western blot.

Result: Compared with the control group (n = 8), serious hepatic

steatosis, hepatic ballooning, inflammation and mild fibrosis in the

liver were seen by feeding MCD diet (n = 8) for 8 weeks. The levels

of smad7 mRNA in the liver were higher in DDC treated group (2.6 ±

0.5) than MCD group (1.0 ± 0.2). Accordingly, the levels of smad7

protein in the liver were much higher in DDC treated group (4.2 ±

0.3) than MCD group (1.0 ± 0.3). Compared with the control group

(1.0 ± 0.1), the expression of miR-17-5p in the liver significantly up-

regulated in MCD group (42.5 ± 3.6), while decreased sharply in

DDC group (4.4 ± 1.2). In addition, the level of smad7 is negatively

related to the level of miR-17-5.

Conclusion: DDC significantly down-regulates the expression of

miR-17-5p, while up-regulates the expression of smad7 in the liver of

NASH model mice. The data indicates that miR-17-5p might be

involved in the regulation of samd7 by DDC.

PP1634

Isolation and culture of non-alcoholic fatty liver rat primary
hepatocytes

Wang Jing1, Peng meng Yun1, Zhu xiao Ning1

1Affiliated Traditional Chinese Medicine Hospital of Southwest

Medical University, Luzhou

Background: In recent years, the researches have shown that the

global prevalence rate of non-alcoholic fatty liver disease (NAFLD)

has reached 25.24%, meanwhile, the incidence rate in mainland of

China also rosed from 18.22% in 2000 to 20.86% in 2013 rapidly, and

showed the development trend of younger [1–2]. The NAFLD has

become the second largest liver disease beside the viral hepatitis. So

abundanted NAFLD research models has great significance to explore

the pathogenesis of NAFLD and to seek the effective treatment drugs.

This research aims to establish a simple and efficient method for the

isolation and culture of NAFLD rat primary hepatocytes.

Methods: (1) 20 male SD rats were randomly divided into normal

group and model group. Fed with normal diet and high fat diet, After

10 weeks, observing the pathological changes of liver tissue HE

staining and oil red O staining. (2) Buffer I containing EDTA and

buffer II containing 0.03% IV collagenase were used in situ perfusion

of liver, low-speed centrifugation and 48% percoll cell separation

liquid were used to separate and purify the cells, 0.4% Typan blue

staining was used to identify the cells viability, inverted phase con-

trast microscope and CK-18 immunofluorescence were used to

identify the cells morphology and purity. Determination of triglyc-

eride (TG) in primary hepatocytes of two groups by TG assay kit.

Result: (1) HE staining and oil red O staining: compared with the

normal group, the model group rat hepatic steatosis were obviously,

NAFLD rat model was made successfully; (2) Each NAFLD rats can

obtained (1–1.5) 9 108 hepatocytes, the cell survival rate was above

92%, the cells showed typical morphology of liver cells, CK-18 is

Positive, and the purity of the cell was above 98%. Compared with the

normal primary hepatocytes, the content of TG in the model primary

hepatocytes increased significantly (P\ 0.05).

Conclusion: A large number of high viability and high purity primary

hepatocytes that contained NAFLD metabolic function can be

obtained by the improved method of two steps perfusion in situ

perfusion.yingwenban
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Genome-wide analysis of DNA methylation in human peripheral
leukocytes identifies potential biomarkers of nonalcoholic fatty
liver disease

Ruinan Zhang1, Qin Pan 1, Guangyu Chen1, Feng Shen1, Haixia
Cao1, Da Zhou1, Jiangao Fan1

1Department of Gastroenterology, XinHua Hospital, Shanghai Jiao

Tong University School of Medicine, Shanghai

Background: DNA methylation is the common modification in epi-

genetic, which recently plays a vital role in the occurrence and

development of NAFLD. The aim of this study is to determine the

DNA methylation profile in peripheral leukocytes of nonalcoholic

fatty liver disease (NAFLD) and to test that the hypothesis of gene

methylation is associated with an increased risk of NAFLD.

Methods: A genome-wide methylation analysis of 65 peripheral

leukocyte DNA samples (35 biopsy-proven NAFLD patients and 30

normal controls) was performed using an Illumina Human Methyla-

tion 450 K BeadChip. Association of average methylation levels of

candidate gene CpG sites with clinical characteristics were assessed

by nonparametric testing and regression analysis. The differential

methylated sites were validated by pyrosequencing.

Result: A panel of 863 differentially methylated CpG sites, which

was dominated by global hypomethylation, characterized the NAFLD

patients. The methylated levels of acyl-CoA synthetase long-chain

family member 4 (ACSL4) cg15536552 and carnitine palmitoyl-

transferase 1C (CPT1C) cg21604803 were significant lower in

NAFLD. Hypomethylated CpG sites of ACSL4 (cg15536552) and

CPT1C (cg21604803) associated with the increased risk of NAFLD

[cg15536552: odds ratio (OR) = 11.44, 95% confidence interval (CI)

= 1.04–125.37, p = 0.046; cg21604803: OR = 6.57, 95% CI =

1.02–42.15, p = 0.047] at cut-off b values of \3.36 (ACSL4

cg15536552) and\3.54 (CPT1C cg21604803), respectively, after the

adjustment of age, gender, body mass index (BMI) and homeostasis

model assessment of insulin resistant (HOMA-IR). Their methylation

levels also served as biomarkers of NAFLD (ACSL4 cg15536552:

area under the receiver operating characteristic curves (AUC) = 0.80,

95% CI 0.62–0.98, P = 0.009; CPT1C cg21604803: AUC = 0.78,

95% CI 0.65–0.91, p = 0.001). Pathologically, lowered methylation

level (b values \3.26) of ACSL4 (cg15536552) conferred suscepti-

bility to NASH (OR 8.72, 95% CI 1.29–58.78, p = 0.026) and

pyrosequencing displayed methylation level of ACSL4 (cg15536552)

in parallel to that of Methylation 450 K BeadChip (r = 0.756, p \
0.0001).

Conclusion: Substantial changes of DNA methylation at a genome-

wide level were observed firstly in peripheral leukocytes of NAFLD

patients. The leukocytic hypomethylated ACSL4 (cg15536552) and

CPT1C (cg21604803) are suggested to be biomarkers for the patho-

logical characteristics of NAFLD, and ACSL4 (cg15536552) also

conferred susceptibility to NASH.

PP1636

The study of interaction between small hepatitis B surface antigen
and enoyl co-enzyme A hydratase and its effect on cellular lipid
metabolism

Yueyong Zhu1, Wen Yao2

1Liver Disease Center, The First Affiliated Hospital of Fujian Medical

University, Fuzhou; 2Fuzhou Second Hospital Affiliated to Xiamen

University, Fuzhou

Background: To conduct functional research for ECHS1 by using

human hepatoma cell line HepG2 transiently transfected with small

hepatitis b surface antigen (SHBs), and observe whether SHBs affect

cell growth and cellular lipd metabolism via its interaction with enoyl

Co-enzyme A hydratase (ECHS1).

Methods: (1) Eukaryotic expressing plasmids pcDNA3.1(+)-SHBs

and pcDNA3.1(+)-ECHS1 were constructed by using pcDNA3.1(+)

as the vector. (2) Transiently transfected cell model was set up by

transferring plasmids pcDNA3.1(+)-SHBs into HepG2 cells with

liposome. Twenty four hours after transfection, cellular expression of

SHBs was determined by RT-PCR. (3) siRNA sequences targeting at

ECHS1 were designed, synthesized and inserted into pSilencer. Then

corresponding plasmids were transfected into HepG2 cells that had

successfully expressed SHBs gene with liposome. (4) Forty eight

hours after transfection the expression of ECHS1 and lipid metabo-

lism related genes on mRNA level and protein level were measured

by semiquantitative RT-PCR and Western blotting. Then ALT and

AST level in the cell culture medium from each transfection group

was determined, as well as lipid levels in the cell lysate. Lipid

accumulation in each group was observed with oil red staining.

Result: (1) The transient transfection model of SHBs in HepG2 cell

was successfully established. (2) On nucleic acid level, cells from the

SHBs transfected group and ECHS1 siRNA scramble sequences

transfected group expressed lower levels of ECHS1, ApoA1, LPL and

higher levels of ACC while PPARa and CPT1A stayed the same. And

aminotransferase level in the medium from these two groups

increased, along with elevated cholesterol and decreased triglyceride

in cell lysate. (3) Compared with pure SHBs transfection group,

overexpression of ECHS1 in HepG2 cells transfected with SHBs

could upregulate expression of LPL and downregulate ApoA1,

CPT1A on nucleic acid and protein level (P \ 0.05), while neither
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disparity was shown in PPARa. Aminotransferase level in the med-

ium and lipid contents in the cell lysate were all downregulated. (4)

Knockdown of ECHS1 in HepG2 cells transfected with SHBs could

downregulate LPL, ApoA1 and upregulate ACC, CPT1A on nucleic

level, with no obvious changes in PPARa. Most of the gene expres-

sions on protein level kept up with mRNA, with the CPT1A as an

exception. And along with the above changes is the elevation of

aminotransferase level in the medium and lipid content in the cell

lysate. (5) No obvious lipid accumulation was observed in all the

transfected cell groups.

Conclusion: SHBs might affect the lipid metabolism of the cell by

interfering with the expression of some genes in fatty acid metabo-

lism. However, this effect was not totally achieved via PPARa
pathway, and no obvious cellular lipid accumulation was observed,

the specific mechanism behind it deserved further investigation.

PP1637

A common PPARGC1A polymorphism rs8192678 is associated
with histological liver damage independently of PNPLA3
rs738409 in Chinese Han population with nonalcoholic fatty liver
disease

Ruinan Zhang1, Qin Pan1, Guangyu Chen1, Feng Shen1, Haixia
Cao1, Da Zhou1, Jiangao Fan1

1Department of Gastroenterology, Xin Hua Hospital affiliated to

Shanghai Jiao Tong University School of Medicine, Shanghai

Background: The association of the prevalent polymorphism

rs8192678 (G[A) of peroxisome proliferator-activated receptor

coactivator-1a (PPARGC1A) and nonalcoholic fatty liver disease

(NAFLD) is controversial. In this study we investigated the associa-

tions between PPARGC1A rs8192678 (G[A) and liver biopsy-proven

NAFLD in Chinese Han population.

Methods: Fifty-nine biopsy-proven NAFLD patients and ninety-three

normal controls were recruited to a cohort represented a Chinese Han

population. A SAF (steatosis, activity and fibrosis) scoring system

was used to evaluate the liver histopathology. Two groups were split

in NAFLD patients as follow: significant histological disease (A C 2

and/or F C 2) and mild histological disease (A\ 2 and F\ 2). The

PPARGC1A rs8192678 and PNPLA3 rs738409 polymorphisms were

genotyped. The real-time RT-PCR was used to detect the expression

of PPARGC1A in liver biopsy specimens.

Result: The levels of BMI, ALT, GGT, TC, TG, LDL, UA, LSM and

CAP were all significantly elevated in NAFLD. The rs8192678

(G[A) was significant different in dominant model (p = 0.022) and

the odds ratio (OR) for NAFLD (95% CI) was 2.321 (1.121–4.806).

After adjusting for gender, age and PNPLA3 rs738409 polymor-

phism, the rs8192678 A allele was an independent risk factor for

NAFLD (OR 2.202, 95% CI 1.030–4.705, p = 0.042). The frequency

of rs8192678 A allele (GA + AA) was also remarkably higher in

NAFLD patients with Steatosis (2–3), Activity (2–4) and significant

disease (all p \ 0.05). Multivariate logistic regression analysis

showed that rs8192678 A allele was independently associated with

activity (2–4) and significant histological disease (OR 4.071, 95% CI

1.076–15.402, p = 0.039 and OR 4.875, 95% CI 1.247–19.061, p =

0.023). The results of the real-time RT-PCR study showed that

intrahepatic mRNA expression of PPARGC1A was lower in the GG

group than in the GA + AA group at polymorphism rs8192678 (p =

0.014).

Conclusion: The PPARGC1A rs8192678 A allele is a risk factor for

biopsy-proven NAFLD independent of PNPLA3 rs738409 in Chinese

Han population. The rs8192678 A allele and lower mRNA expression

of PPARGC1A may be the pathogenesis of NAFLD patients with

severity of liver damage.

PP1638

Protective effects of Liuweiwuling tablets on acute alcoholic-
induced liver injury in mice

Yin ping Yinping1

1Beijing 302 Military Hospital, Beijing

Background: To observe the protect effects and mechanism of

Liuweiwuling tablets on acute liver injury of mice induced by

alcohol.

Methods: Animals were randomly divided into the following 7

groups: blank control group, model group, the Bifendate group (150

mg�kg-1), the Liuweiwuling tablets low-dose group, middle-dose

group, higher-dose group, maximum-dose group (0.1, 0.5, 4, 8

g�kg-1). Mice were administered the corresponding medicines via

intragastric (ig) one time each day, for 4 consecutive days. The mice

in the blank control and model group received an equal volume of

water. Except for the blank control group, the mice model of acute

liver injury was induced by 56% alcohol according to the modified

method.

Result: Compared with the model group, the Liuweiwuling tablets

could remarkably resist the increase of ALT and AST in serum

increased the levels of GSH and SOD, decreased the level of MDA,

TG, TNF-a, IL-1b in the liver tissue, and dose–response relationship

in each dose group. HE and oil red O staining shows that Liuwei-

wuling tablets can significantly improve liver cell swelling, watery

degeneration and histopathological injury such as lipid droplets.

Conclusion: This study showed that The Liuweiwuling tablets has

remarkable protective effects on liver-injury in mice, the mechanism

may be related to reducing the lipid peroxidation, increasing the

antioxidant enzyme activity, thus inhibiting oxidative stress and

inflammation factor expression such as TNF-a and IL-1b.

PP1639

Moderate alcohol consumption aggravates nonalcoholic fatty liver
disease: the role of PPARa/fsp27

Haixia Cao1, Mingjiang Xu2, Yong He2, Yan Cai2, Zhou Zhou2,
Wei Wang2, Bin Gao2, Jiangao Fan1

1Xinhua Hospital Affiliated to Shanghai Jiaotong University School

of Medicine, Shanghai; 2NIAAA, NIH, Rockville, Maryland

Background: Both alcoholic liver disease (ALD) and non-alcoholic

fatty liver disease (NAFLD) are becoming the leading liver disease

worldwide while the prevalence of hepatitis B and hepatoitis C are

decreasing. It is well known that excessive alcohol is deleterious to

liver injury. However, it is still controversial whether moderate

alcohol consumption (MAC) can improve or aggravate NAFLD. In

this study, we evaluate the effect of MAC on the development of

NAFLD by using animal model.

Methods: C57BL/6N male mice were randomly allocated into

experimental 6 groups receiving (1) HFD 12 weeks; (2) HFD plus 2%

EtOH 12 weeks; (3) MCD 2 weeks (4) MCD plus 2% EtOH 2 weeks;

(5) HFD 12 weeks plus a single maltose gavage (9 g/kg); (6) HFD 12

weeks plus a single ethanol gavage (2 g/kg). The body weight, serum

ALT and AST were measured. Hepatic steatosis was measured by

liver TG and HE staining. The expression of CyP2E1, F4/80, MPO
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and 4-HNE were examined by immunohistochemistry. The expres-

sion levels of inflammantory cytokines and lipid metabolism genes

were measured by real-time PCR and western blot.

Result: Chronic moderate alcohol consumption (cMAC) did not

increase hepatic TG and serum ALT, AST in the model of HFD or

MCD induced NAFLD. Serum ALT, AST and hepatic TG were

elevated after acute moderate alcohol consumption (aMAC) in HFD-

fed mice compared control group. The positive staining area of F4/80,

MPO, Cyp2E1 and 4-HNE were similar between HFD plus maltose

group and HFD plus ethonal group. Compared to control group, mice

fed with HFD plus Amac had higher expression of PPARa and fsp27

and decreased level of SIRT1.

Conclusion: Either chronic or acute modest alcohol consumption can

not alleviate NAFLD progression. aMAC may exacerbate liver injury

by modulating PPARa/fsp27. Moderate alcohol intake is not

encouraged for NAFLD patients.

PP1640

S100A9: a potential biomarker for the progression of non-
alcoholic fatty liver disease and the diagnosis of non-alcoholic
steatohepatitis

Mao Yimin1

Renji Hospital, School of Medicine, Shanghai Jiao Tong University,

Shanghai

Background: Non-alcoholic fatty liver (NAFL) has the potential to

progress to non-alcoholic steatohepatitis (NASH) or to promote type 2

diabetes mellitus (T2DM). However, NASH and T2DM do not

always develop coordinately. Additionally, there are no definite

noninvasive methods for NASH diagnosis currently.

Methods: We established rat models of NAFL, NASH, and NAFL +

T2DM to recapitulate different phenotypes associated with non-al-

coholic fatty liver disease (NAFLD) and its progression. Histologic

features of rat livers were scored according to criteria established by

the Nonalcoholic Steatohepatitis Clinical Research Network.

Microarray was performed to assess gene expression changes in rat

livers.

Result: We find that gene expression of s100a9 was higher in NAFL

group compared with control, and was increased in NASH groups and

decreased in NAFL + T2DM group compared with NAFL. In con-

trast, srebf1, tbx21, and gimap4 only showed limited discriminating

abilities in different groups. There is a significant positive correlation

between serum levels of S100A9 and NAFLD Activity Score (NAS),

the severity of hepatic steatosis, and lobular inflammation (r = 0.80,

0.64 and 0.86, P\ 0.001). These findings suggest that S100A9 may

be extremely useful in the diagnosis of NASH (AUROC: 0.947, CI

0.845–1.049). Additionally, serum S100A9 levels displayed a strong

correlation with ALT, AST and TBil (r = 0.81, 0.89 and 0.91, P \
0.001) but a weak correlation with FBG, HOMA-IR, TG, and TC (r =

-0.41, -0.40, 0.47 and 0.49, P\ 0.05).

Conclusion: The results we provide here suggest that S100A9 may be

useful as a biomarker for the hepatic and metabolic progression of

NAFLD and the non-invasive diagnosis of NASH.

PP1641

Hepatitis C virus core-binding protein 6 modulates SREBP-1c
promoter in HepG2 cell through C/EBPb binding site

Xueliang Yang1, Xiaojing Liu1, Hongping Lu2, Yaru Li2, Jun
Cheng2, Shumei Lin1

1Department of Infectious Diseases, the First Affiliated Hospital of

Xi’an Jiaotong University, Xi’an; 2Institute of Infectious Diseases,

Beijing Ditan Hospital, Capital Medical University, Beijing

Background: Sterol regulatory element binding proteins (SREBPs)

play important role in lipid homeostasis by controlling the expression

of a range of enzymes required for endogenous cholesterol, fatty acid

(FA), triacylglycerol and phospholipid synthesis. The three SREBP

isoforms, SREBP-1a, SREBP-1c and SREBP-2, perform different

roles in lipid synthesis. Although our previous study found that

HCBP6 (hepatitis C virus core-binding protein 6) regulated SREBP

expression to maintain intrahepatocyte lipid homeostasis levels. To

learn the mechanism of this stimulation, we analysed hepatitis C virus

core-binding protein 6 (HCBP6) how to activate SREBP-1c promoter

in HepG2 cells.

Methods: We analysed the activation of the human SREBP-1c pro-

moter and its truncated or mutated congeners driving a luciferase

reporter gene in transiently transfected HepG2 cells. To explore the

effect of HCBP6 on SREBP-1c at the transcriptional level, transient

transfection reporter assays and Chromatin immunoprecipitation

(ChIP) were performed.

Result: We performed HCBP6 on functional dissection of the

SREBP-1c promoter and found HCBP6 increasing the activity of

SREBP-1c promoter, especially minimal SREBP-1c (-139/+ 359 bp).

We demonstrated that HCBP6 could bind to the minimal SREBP-1c

promoter through C/EBPbbinding site by chromatin immunoprecip-

itation (ChIP). Mutagenesis and overexpression assays revealed that

HCBP6 was through C/EBPbbinding site positively regulated the

SREBP-1c promoter.

Conclusion: These findings may provide new insight into the

mechanisms that HCBP6 regulate SREBP-1c expression.

PP1642

Assessment of hepatic steatosis in anorexia nervosa patients
with fatty liver using elastography

Taketo Nishina1, Kei Mizuno1, Tomohiro Katsumi1, Hiroaki
Haga1, Kazuo Okumoto1, Takafumi Saito1, Yoshiyuki Ueno1

1Yamagata University Faculty of Medicine, Yamagata, Japan

Background: The number of Japanese patients with anorexia nervosa

(AN) is increasing as society changes. Approximately 30% of AN

cases are complicated by mild liver injury. Part of patients with AN

has been reported to present fatty liver change despite of their extreme

low body mass index (BMI). Recently, noninvasive quantification of

the hepatic steatosis using FibroScan has been reported in a variety of

liver diseases. In this study, we conducted the FibroScan measure-

ment in patients with AN to assess their steatosis.

Methods: Nine patients hospitalized at our institution with a diag-

nosis of AN were enrolled as the study subjects. Clinico-physiological

parameters such as age, gender, BMI were evaluated, as well as

routine laboratory data obtained at the time of ultrasonography. All

patients received FibroScan test followed by conventional
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ultrasonography. Liver fat contents were assessed using a controlled

attenuation parameter (CAP) software.

Result: All of the enrolled subjects were female with a median age of

30 (13–63) years, and presenting with marked weight loss: mean

BMI, 12.9 (10.5–14.6) kg/m2. Their laboratory data was: ALT; 264 ±

457 IU/L, c-GTP; 60.4 ± 59.3 IU/L, T-cho; 180.2 ± 36.0 mg/dL TG;

77.4 ± 31.4 mg/dL and levated liver enzyme (serum ALT level[42

IU/L and serum c-GTP level[47 IU/L) was observed in 3 (33%) and

4 (44%) of the 9 cases. Fatty liver was observed in 4 of the 9 cases.

The FibroScan measurements showed the median CAP as 220

(179–391) dB/m and the median stiffness 5.8 (3.7–10.5) kPA. These

parameters were also evaluated before and after medical intervention.

In 4 AN patients with fatty liver, mean BMI was mildly increased

from 13.9 ± 1.7 to 14.8 ± 2.2 kg/m2. FibroScan measurements

showed the median CAP was decreased from 235 (188–287) to 205

(197–219) dB/m, and the median stiffness was decreased from 4.5

(3.7–5.1) to 3.7 (3.3–4.9). The serum levels of T-chol. and TG were

increased from 190.5 ± 38.0 to 197.2 ± 39.4 mg/dL, and from 60.7 ±

16.0 to 72.7 ± 39.0 mg/dL, respectively.

Conclusion: We assessed hepatic steatosis in patients with anorexia

nervosa complicating fatty liver using elastography. The AN patients

with fatty liver demonstrated the mild increase of BMI and the

increase of serum lipid levels after suitable medical intervention. On

the contrary, the FibroScan measurement revealed the decrease of the

CAP levels after 4 weeks of treatment. Further studies are feasible to

clarity the mechanism of steatosis complicating with patients with

AN.

PP1643

The methylation of Peroxisome proliferator-activated receptor-
alpha promoter: induce intrahepatic fat deposition and promote
the progress of nonalcoholic fatty liver disease

Fei Qv1,2,3, Yongjian Zhou1,2,3

1Department of Gastroenterology and Hepatology, Guangzhou First

People’s Hospital, Guangzhou Medical University, Guangzhou;
2Guangzhou Digestive Disease Center, Guangzhou First People’s

Hospital, Guangzhou; 3Guangzhou Key Laboratory of Digestive

Disease, Guangzhou First People’s Hospital, Guangzhou

Background: PPAR-a is a ligand-activated nuclear receptor which

can promote the beta oxidation of fatty acid in the mitochondria, and

reduces the effect of fat deposition in the liver and the production of

inflammatory cytokines. Studies have shown that when normal liver

turn to NAFLD, the hepatocytes not only have fat deposition, but also

accompany by the decreased expression of PPAR-a. But so far, it is

unknown why the expression of PPAR-adecreases in NAFLD.

Therefore, we will confirm the expression of PPAR-agene decreased

in NAFLD due to the methylation of its promoter and the relationship

between the methylation of PPAR-a promoter and NAFLD.

Methods: 15 patients with NAFLD and 11 healthy individuals as

control were enrolled. The liver tissues are all from Guangzhou First

People’s Hospital. HE staining was applied to definite pathological

classification. RT-PCR, western blotting and immunohistochemistry

were applied to assess the mRNA and protein expression of PPAR-a
in the NAFLD and NC tissue. Bisulfite cloning sequencing method

(BSP) was applied to assess the degree of methylation in 10 pairs of

them. Rely on the Pearson linear correlation to analysis the correla-

tion between the protein expression and the degree of methylation in

PPAR-a promoter.

Result: We found that the expression of PPAR-a decreased in mRNA

and protein level (P\0.05) and the degree of methylation of PPAR-a

promoter by bisulfite cloning sequencing method increased (P\0.05)

in NAFLD than healthy tissue. Pearson correlation conducted that the

protein expression is significantly negatively correlated with the

degree of methylation in PPAR-a promoter (Correlation Coefficient

= -0.878, P = 0.009).

Conclusion: The decreasing expression of PPAR-a in NAFLD is

caused by the methylation in PPAR-a promoter and it may promote

the progress of NAFLD.

PP1644

Cyclophilin D deficiency ameliorates Hepatic Triglyceride
accumulation through downregulation of SREBP-1c

Xiaolei Wang1, Chunxiao Yu1, Ling Gao1, Jiajun Zhao1

1Shandong Provincial Hospital Affiliated to Shandong University,

Jinan

Background: The mitochondrial permeability transition pore (mPTP)

is a non selective channel in the inner membrane, which opens reg-

ularly in physiological state and has a central role in both cell injury

and death, as the excessive opening will lead to impaired mitochon-

drial respiratory chain function, mitochondrial swelling, oxygen free

radical generation and so on. Cyclophilin D, an intra-mitochondrial

peptidylprolyl cis–trans-isomerase, is an important component of

mPTP, which is an initial factor of mPTP in mitochondrial matrix.

mPTP opening is promoted by CypD overexpression and is attenuated

by CypD knockout. It can regulate mPTP opening by directly binding

to pore constituent proteins, and inhibition of CypD by cyclosporin A

(CsA) can decrease the opening.

Methods: Result: We used CypD knockout (ppif-/-) mice to inves-

tigate the function of CypD in hepatic triglyceride metabolism.

Despite mitochondrial function, insulin sensitivity and hepatic

triglyceride accumulation was improved in ppif-/- mice. Hepatic

ER stress was also relieved, especially the expression of phospho-

IRE1a. Sterol regulatory element-binding protein-1c (SREBP1c) and

its response genes were down-regulated in the liver from ppif-/-

mice. Adenoviral overexpression of CypD (AdV.ppif) in the mice did

increased TG accumulation and SREBP1c expression compared to

vector control, which identified CypD as an regulatory protein that

enhance the expression of triglyceride synthesis. However, the

expression of SREBP1c in liver-specific IRE1a knockout (LKO) mice

injected with AdV.ppif were not increased relative to vector control.

Conclusion: We speculate that CypD upregulates the expression of

SREBP1c via phospho-IRE1a, suggesting that CypD may be a new

therapeutic target for NAFLD.

PP1645

Allyl isothiocyanate ameliorates lipid accumulation
and inflammation in non-alcoholic fatty liver disease
via activating Sirt1/AMPK and inhibiting NFkB signaling
pathway

Chunxiao Li1, Xingyong Wan2, Jianguo Gao2, Zemin Feng3, Jie
Zhang3, Yiming Lin3, Huatuo Zhu3, Jinzhou Zhu3, Hang Zeng2,
Chaohui Yu3, Youming Li3

1Department of Gastroenterology, The First Affiliated Hospital,

College of Medicine, Zhejiang University, Hangzhou 310003,

Zhejiang; 2Department of Gastroenterology, The First Affiliated

Hospital, College of Medicine, Zhejiang University, Hangzhou
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310003, Zhejiang; 3Department of Gastroenterology, The First

Affiliated Hospital, College of Medicine, Zhejiang University,

Hangzhou 310003, Zhejiang

Background: Allyl isothiocyanate (AITC) is a phytochemical found

in cruciferous vegetables. Previous studies showed that it has anti-

cancer effect. This study aimed to investigate the effects and under-

lying mechanisms of AITC on the development of nonalcoholic fatty

liver disease (NAFLD).

Methods: To establish a mice model of hepatic steatosis, C57BL/6

mice were fed a high-fat diet (HFD) for 8 weeks; To establish a

cellular model of hepatic steatosis, human HepG2 cells and mouse

AML 12 cells were treated with 200 lM palmitate acid for 24 h. For

AITC treatment experiments, after 4 weeks of HFD feeding, mice

were administrated AITC (100 mg/kg/d) orally every day for addi-

tional 4 weeks. HepG2 and AML 12 cells were treated with AITC (20

lM) as well as PA for 24 h. In addition, Hematoxylin and eosin

(H&E) and Oil red O staining were performed for histological

examination. Western blot analysis was used to detect the expression

of LKB1, Sirt1, AMPK, PGC1a, IKK, IkBa, NF-kb p65 and their

phosphorylation protein levels; Inflammatory cytokines were anal-

ysed by qPCR; siRNA was applied to inhibit the expression of a

specific molecular to understand the mechanism of AITC on the

development of NAFLD.

Result: In vivo, AITC significantly ameliorated HFD-induced hepatic

lipid accumulation and inflammation. Furthermore, hepatic triglyc-

eride levels, body weight, serum ALT and AST were also remarkably

reduced in ATIC treated mice compared to HFD induced mice.

In vitro, AITC relieved PA-induced lipid accumulation and intracel-

lular triglyceride levels. What’s more, AITC enhanced the expression

of LKB1, Sirt1, AMPK and PGC1a protein levels. Moreover, when

the expression of LKB1, Sirt1 and AMPK were inhibited by siRNA

respectively in AML12 cells, the degree of reduced level of TG by

AITC was further impaired to different extent, and the regulation

relationships between them were LKB1/Sirt1/AMPKa. In addition,

AITC could also downregulate the phophorylation level of IKK, IkBa
and NFkB, and the levels of TNFa, IL-6 and IL-1B were markedly

decreased.

Conclusion: AITC significantly ameliorates hepatic steatosis and

inflammation through activating Sirt1/AMPK and inhibiting NFkB

pathway. AITC may be beneficial in NAFLD.

PP1646

Lipid accumulation associated UPS screening and identification
of WWP2 as a regulator of NAFLD progression

Wang Jiewei1, Yu Chaohui1, Li Youming1

11st Affiliated Hospital of ZheJiang University, Hangzhou

Background: Nonalcoholic fatty liver disease (NAFLD) is an

emerging health problem worldwide. However, the exact mechanisms

underlying NAFLD are so far poorly understood. Lipid accumulation

is crucial for progression of NAFLD. To date, several members of the

ubiquitin–proteasome system (UPS) have been reported regulating

lipid metabolism. This trend has made it essential to get a total screen

of the UPS for novel possibilities of preventive and effective treat-

ment of NAFLD.

Methods: Owing to previous work, we constructed a human UPS

sgRNA lentivirus library applying the CRISPR/Cas9 system. It targets

2196 UPS members. Besides, we constructed a human UPS knockout

cell library. And we built the fluorescence-based lipid accumulation

report system by using BODIPY�493/503 staining. Screened by

FACS, we got 24 functional UPS and has WWP2 verified.

Result: WWP2 and the other 9 UPS have positive effect on lipid

accumulation, while ING2 and the other 15 UPS act as a negative

regulator. We revealed a high expression of WWP2 in NAFLD mouse

model and inhibition of WWP2 ameliorates steatosis in HepG2 cell

lines, suggesting a molecular rational for NAFLD.

Conclusion: We validated WWP2 as a new candidate for lipid

metabolism. These UPS members lead to further study on NAFLD

and may be the possible targets for drug development.
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screen of the lipid accumulation associated UPS

high expression of WWP2 in NAFLD model and inhibition of WWP2

ameliorates steatosis in HepG2 cell lines

PP1647

Fecal microbiota transplantation of rats with non-alcoholic fatty
liver disease decrease the effect of glucagon-like peptides-1
and promote the development of insulin resistance

Yatao Wang1, Xiaolan Lu1, Shida Hussain1, Ting Li1, Haitao Shi1,
Gang Zhao1, Hong Li1

1Department of Gastroenterology and Hepatology, The Second

Affiliated Hospital of Xi’an Jiaotong University, Xi’an

Background: Non-Alcoholic Fatty Liver Disease (NAFLD) is very

common amongst obese people and is considered as a hepatic man-

ifestation of insulin resistance. NAFLD affects 20–30% population of

western countries and more than 15% population of China. The gut

microbiota in NAFLD has changed according to recent studies, and it

may influence the effect of incretin and insulin resistance. Glucagon-

like peptides-1 (GLP-1) is one of the incretin produced by L-cell in

colon and can increase insulin secretion. Our objective was to

demonstrate the role of gut microbiota in NAFLD development. We

investigated the effect of Fecal Microbiota Transplantation (FMT) in

rats through the correlation analysis of incretin effect and gut

microbiota. We compared FMT of non-NAFLD-rats with FMT of

NAFLD-rats to prove that FMT of NAFLD-rats can decrease incretin

effect, which can promote the formation of insulin resistance and also

the occurrence and development of NAFLD.

Methods: Five-weeks old rats were selected and divided into two

groups, one was fed with high-fat diet and the other was fed with

normal diet for 12 weeks until NAFLD models were achieved. Four-

weeks old rats were fed with oral non-absorbing antibiotics (Gen-

tamycin, Sulbenicillin, Cefotaxime sodium salt and Amphotericin B)

until their coprocultures were negative to get gut germ-free models.

We transplanted the gut microbiota of NAFLD-rats and non-

NAFLD-rats into gut germ-free rats by FMT. Thus we got two

groups and continued to feed them with high-fat diet for 8 weeks.

At the end of 8th week, we determined the level of cholesterol,

triglycerides, fasting blood glucose and fasting insulin in plasma and

calculated HOMA-IR. We also detected the number of Bifidobac-

terium, Lactobacillus, Escherichia coli and Enterococcus by RT-

qPCR. The level of GLP-1 in portal blood and colonic homogenates

were measured by enzyme-linked immunosorbent assay (ELISA) to

demonstrate the secretion of GLP-1. The expression of GLP-1

receptors (GLP-1R) in hepatic and pancreatic homogenates were

determined by ELISA to demonstrate the function of GLP-1. We

counted the number of L cells in colon by immunohistochemistry

technique.

Result: Compared with transplanted-group of non-NAFLD-rats, the

transplanted-group of NAFLD-rats had decreased number of Bifi-

dobacterium and Lactobacillus and increased number of Escherichia

coli and Enterococcus. The secretion of GLP-1 and the expression of

GLP-1R decreased, and the HOMA-IR and the deposition of fats in

liver increased in transplanted-group of NAFLD-rats.

Conclusion: The gut microbiota of NAFLD-rats was different from

that of non-NAFLD-rats. The gut microbiota of NAFLD-rats

decreased the effect of GLP-1, and promoted the formation of insulin

resistance and the pathogenesis of NAFLD.

PP1648

An insufficient expression of interleukin 1 receptor antagonist
promotes the progression of non-alcoholic fatty liver disease
in mice

Xiaodan Zeng1, Junping Shi2, Yueyong Zhu3, Shufei Zang4,
Furong Sun5, Zhenjie Zhuang2, Yinlan Liu2, Yan Luo2, Wenjun
Yang6

1The First Affiliated Hospital, Fujian Medical University, Hangzhou;
2Center for Translational Medicine, The Affiliated Hospital of

Hangzhou Normal University, Hangzhou; 3Liver Center, The First

Affiliated Hospital, Fujian Medical University, Hangzhou;
4Department of Endocrinology, The Affiliated Hospital of Hangzhou

Normal University, Hangzhou; 5Department of Elderly

Gastroenterology, The First Affiliated Hospital of China Medical

University, Shenyang; 6Department of Pathology, The Affiliated

Hospital of Hangzhou Normal University, Hangzhou

Background: Interleukin-1 receptor antagonist (IL-1ra) is a naturally

competitive inhibitor of IL-1, which can reduce hepatic steatosis and

hepatic lipogenic genes expression as shown in murine models.

Though patients with nonalcoholic steatohepatitis (NASH) showed a

higher level of plasma IL-1ra comparing with healthy controls, they

still may develop end-stage liver diseases. Thus, we hypothesize that

there is an insufficient expression of IL-1ra in NASH and investigate

it in a murine model.

Methods: 10-week-old male C57BL/6 J mice were randomly divided

into standard chow group (SC) and methionine/choline-deficient diet

group (MCD). Liver and serum samples were collected at the end of

one week and eight weeks. Hepatosomatic index (HSI) was
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calculated, serum alanine aminotransferase (ALT) and aspartate

aminotransferase (AST) were analyzed by automatic biochemical

analyzer and serum IL-1ra was determined by mouse ELISA kits. The

gene expression of liver TLR4, IL-1ra, F4/80, and MCP-1 mRNA

were examined by quantitative real-time PCR.

Result: MCD group showed significantly higher levels of ALT and

IL-1ra (P\0.01 and P\0.001, respectively) and the gene expression

of F4/80, MCP-1, and IL-1ra (P \ 0.001, P \ 0.05 and P \ 0.01,

respectively) comparing with SC group at the end of one week.

Similarly, there were higher HSI, serum levels of ALT, AST, and IL-

1ra and gene expression of TLR4, F4/80, and MCP-1 in MCD group

(P\0.05 for all) at the end of eight weeks. Comparing with the MCD

group at the end of one week, the MCD group at the end of eight

weeks showed higher HSI (3.47 ± 0.54% vs. 6.97 ± 0.49%, P \
0.05), ALT (50.2 ± 7.73 vs. 104.25 ± 26.92, P\0.05), and the gene

expression of TLR4 (0.95 ± 0.39 vs. 1.91 ± 0.58, P \ 0.05) and

MCP-1 (4.35 ± 1.90 vs. 7.70 ± 2.29, P\0.05), while the serum level

of serum IL-1ra (282 ± 35.86 vs. 207.80 ± 19.59, P\0.05) and the

gene expression of IL-1ra (8.83 ± 2.71 vs. 2.68 ± 1.23, P \ 0.05)

were significantly decreased.

Conclusion: With the progression of non-alcoholic fatty liver disease,

the expression of pro-inflammatory factors were gradually increased,

while there was a relative insufficient expression of IL-1ra that may

be a key factor in the development of NASH.

PP1649

Protection effect of Nrf2 on oxidative stress injury by modulating
expression of p66Shc and IQGAP1 in HSC-T6 cells

Mingxin Zhang1, Manli Cui1, Jingjie Wang1, Qinsheng Wen1

1Department of Gastroenterology, Tangdu Hospital, Fourth Military

Medical University, Xi’an

Background: NF-E2-related factor 2 (Nrf2) plays a clearly protective

role in non-alcoholic steatohepatitis (NASH), which refers to its effect

against oxidative stress reaction. But the exact mechanism is still not

clear.

Methods: After stably transfected with up/down expression of Nrf2

constructed by lentiviral vectors, HSC-T6 cells were divided into

normal group and oxidative stress stimulation group treated with

glucose oxidase (GO). Then, survival rate of cells was test by MTT,

ROS were detected by flow cytometry, and levels of MDA, LDH, and

SOD were detected by ELISA. Further, expression level of p66Shc

and IQGAP1 protein in cells were detected by Western blot. Last, the

effect of p66Shc or IQGAP1 on oxidative stress injury was investi-

gated by shRNA or expression vector in oxidative stress in vitro

models.

Result: RT-PCR and western blot were applied to confirm the suc-

cessfully stably transfected HSC-T6 with modulation Nrf2

expression. Then, MDA, LDH, and ROS levels were decreased, while

the survival rate and the level of SOD increased under up-regulation

of Nrf2 after oxidative stress stimulation (P\ 0.05); and we got the

opposite result under down-regulation of Nrf2 (P \ 0.05). Then,

p66Shc level was decreased, while the IQGAP1 increased under up-

regulation of Nrf2 (P\ 0.05), and we got the opposite result down-

regulation of Nrf2 (P \ 0.05). Last, using shRNA to down-regulate

p66Shc or expression vector to up-regulate IQGAP1 got the same

protection effect of Nrf2 on oxidative stress injury, including decrease

of MDA, LDH, and ROS and increase of survival rate and SOD.

Conclusion: Nrf2 has anti oxidative stress ability by down-regulating

p66Shc and up-regulating IQGAP1 in HSC-T6 cells.
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Prothrombin time abnormality is most frequent liver dysfunction
in type 2 diabetic patients in Bangladesh-report from a tertiary
centre

Mohd Harun Or Rashid1, Md Khalilur Rahman2, Mohammad
Mahbubur Rahman Khan2, Mamun Al Mahtab 3

1Assistant Professor of Hepatology; 2Associate Professor of

Medicine; 3Bangabandhu Sheikh Mujib Medical University, Dhaka,

Bangladesh

Background: Diabetes mellitus (DM) represents the major lifestyle

related pathological conditions; Diabetes mellitus is usually associ-

ated with obesity, coronary diseases and cerebral pathologies.

However, more insights are required to evaluate a relation between

DM and hepatic functions. This study assesses whether and to what

extent liver functions are modified in DM patients.

Methods: A total of 100 patients with type 2 DM and 100 normal

healthy controls were enrolled in this study. Different parameters of

liver function tests were measured in patients in the two groups. Data

were analyzed to assess the extent and magnitude of abnormal liver

functions in DM.

Result: The levels of bilirubin, alanine aminotransferase (ALT),

aspertate aminotransferase (AST), albumin and prothrombin time

ware 0.737 ± 0.311 mg/dL, 39.00 ± 24.21 IU/L, 26.42 ± 10.40 IU/L,

4.10 ± 0.513 g/dL and 16.46 ± 2.78 s in DM and 0.506 ± 0.183 mg/

dL, 28.26 ± 6.67 IU/L, 18.90 ± 4.75 IU/L, 4.12 ± 0.277 g/dL and

14.23 ± 1.04 s in control subjects. Statistical analyses revealed that

most of these parameters of liver function test were significantly

different in DM patients compared to control subjects (p[0.05). The

prevalence of abnormal values of serum bilirubin, ALT, AST, pro-

thrombin time and albumin were 5.17, 31.03, 5.17, 5.17, 43.10 and

10.34% respectively in type 2 DM and 0, 2, 0, 2, 3 and 0% respec-

tively in control subjects.

Conclusion: Abnormal liver functions of different extents and mag-

nitudes have been found in type 2 DM patients and among all the liver

function tests prothrombin time abnormality (43.10%) is more fre-

quent and the impact should be considered during the management

and also to assess long term follow-up prognosis.

PP1651

A novel FXR agonist therapy for the treatment of nonalcoholic
steatohepatitis (NASH) in rhesus monkeys with NASH: evaluated
by dual-energy CT (DECT) and histopathology

Zunyuan Yang1, Fengjiao Sun1, Zhigang Liang1, Chungui Tang2,
Zhengli Chen1, Yubo Shen1, Zunwei Yao1, Minglin Wu1, Yuanhai
Chen1, Fabao Gao1,3, Wen Zeng1, Barbara Hansen4

1Sichuan Primed Shines Bio-tech Co., Ltd, Chengdu; 2Department of

Radiology, Ya’an People’s Hospital, Yaan; 3Department of

Radiology, West China Hospital, Sichuan University, Chengdu;
4College of Medicine, University of South Florida, Tampa, USA

Background: Nonalcoholic steatohepatitis (NASH) is a frequent liver

disease that can progress to cirrhosis and for which there is no rec-

ognized therapy. We have established diagnostic criteria for naturally-

occurring NASH in obese rhesus monkeys dual-energy CT (DECT)

and histopathology. Here we report the pharmacologic outcomes

observed in NASH non-human primates upon administration of a

recently described FXR agonists.

Methods: A placebo-control, 2-months efficacy study was performed

in 12 rhesus monkeys (9–17 years, 8–17 kg, previously diagnosed

with NASH), which were grouped into 3 groups (vehicle, 130 mg/kg

and 65 mg/kg) by NAS score ([3) and liver fat content, and received

oral administration of FXR agonist and vehicle once daily. Lipidemic

parameters were measured every 10 days. The primary end point was

liver fat content changes, which was qualified by DECT. DECT and

liver biopsy were performed before and after treatment. Two

approaches including attenuation curves (AC), liver DHUSn140-100kVp

(HUSn140- HU100), and DHULv-Sp (DHULv-Sp (50keV), DHULv-Sp (70keV)

and DHULv-Sp (120keV)), were applied for liver attenuation quantifi-

cation related to fatty infiltration.

Result: FXR agonist therapy led to a dramatic lowing of liver fat

content, compare with baseline. Our previous study showed that

DHUSn140-100kVp increased with -6.2 ± 0.4 Hu, -0.7 ± 1.3 Hu and

2.8 ± 2.1 Hu, for normal monkey liver, 5–10% and 10–30% fatty

infiltration liver, respectively. The hepatic AC of normal monkey was

above the splenic AC, with a consistent difference of 7.5–8.7 Hu at 40

keV through 140 keV. The shape of normal hepatic AC had a negative

slope with the highest HU at 40 keV and the lowest at 140 keV. FXR

agonist 130 mg/kg treatment decreased DHUSn140-100kVp (4.24 ± 4.43

Hu to -6.78 ± 2.59 Hu, P \ 0.01), increased DHULv-Sp (50keV)

(-23.75 ± 12.31 Hu to -1.44 ± 4.30 Hu), and DHULv-Sp (70keV)

(-3.72 ± 3.02 Hu to -1.60 ± 1.41 Hu), the shape of AC change from

a positive slope to appeared negative at 40 keV through 140 keV.

There were no changes in any of the aforementioned parameters in the

vehicle group.

Conclusion: In conclusion, this these findings support continued

exploration of FXR agonist for the treatment of NASH, and DECT is

a useful tool for liver fat quantification.

PP1652

Pathological study of non-alcoholic steatohepatitis (NASH) in
rhesus monkey liver

Chen Zhengli1, Yang Zunyuan2, Gao Qi2, Chen Ping2, Meador
Vincent3, Sun Fengjiao2, Liang Zhigang2, Chen Jingfei2, Luo
Qihui2, Yao Zunwei2, Chen Yuanhai2, Shen Yubo2, Lin Li2, Zeng
Wen2

1Professor of Hepatology; 2Sichuan Primed Bio-Tech Group Co., Ltd,

Chengdu; 3Sichuan Primed Bio-Tech Group Co., Ltd, Chengdu

Background: We aimed to evaluate NASH in Rhesus Monkeys

(Macaca mulatta) and human, and supporting monkeys as an ideal

NASH model.

Methods: Seventy-eight monkeys liver needle biopsies were obtained

after ultrasound. The histological diagnosis was established using

hematoxylin-eosin (H&E) and Masson trichrome stains. The sections

were assessed by a pathologist twice- first by the NAFLD Activity

Score (NAS; range, 0–8) and then by the fibrosis scores (0, 1a, 1b, 1c,

2, 3, 4). It has been shown that scores C4 are associated with

increasing likelihood of having steatohepatitis, scores between 3 and

4 was sentenced as possible and scores\3 was excluded.

Result: Thirty-eight of seventy-eight monkeys NASH score were 0,

35/78 monkeys NAS score\3, 3/78 monkeys NAS[4, and 2/78 were

3–4. The results showed that 56/78 monkeys fibrosis stage were 0 and

22/78 monkeys showed fibroplasia. 13/78 monkeys fibrosis stage

were 1a, 4/78 monkeys were 1b, 3/78 monkeys were 1c, 1/78 was 1c-

2 and 1/78 was 3. Five months later, 19/78 above were subjected to a

second liver biopsy. Compared with the previous pathological results,

4/19 NASH score had no change, NASH score of 7/19 monkeys were

decreased, and 8/19 monkeys NAS score were increased, and 2/19
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NASH score increased to 4 points. The twice results of Masson

staining suggested that the progress of fibrosis was not significant in

4/19 monkeys. 8/19 monkeys were reversed and 7/19 were increased,

and 1/19 progressed from stage 0 to stage 1c–2. After 5 months, 9/19

monkeys were undertook the third biopsy. H&E results showed 1/9

NAS score remained at the 4 points. 1/9 NAS score consisted with the

second time. 2/9 NAS score were increased in the third time but the

NAS score in the second biopsy were consisted with the first biopsy.

3/9 monkeys showed a trend of increased in the second biopsy and

then decreased in the third biopsy. 1/9 monkey NAS score sustained

high. Masson results showed 4/9 fibrous hyperplasia was seen by the

secondary puncture but reversed in the third time, 1/9 continued

reversed, 1/9 reversed to 0 state, 1/9 has no change in the second

biopsy but the third reversed, 1/9 progressed to 1a state in the second

biopsy and there was no change in the third time.

Conclusion: In conclusion, the results of our study on NASH monkey

model can fully reflect the specific liver pathology as humans, and

reversibility and process of regular pattern was consistent with human

pathology in clinical. This nonhuman primate model, is highly useful

in the evaluation of potential therapeutics for human NASH.

PP1653

Multi-targeting therapeutic mechanisms of the Chinese herbal
medicine QHD in the treatment of NAFLD

Qin Feng1, Wensheng Liu2, Susan S. Baker2, Shijie Tang3, Lingyu
Guan3, Maria Tsompana4, Rafal Kozielski5, Robert D. Baker6,
Jinghua Peng1, Ping Liu1, Ruixin Zhu3, Yiyang Hu1, Lixin Zhu2

1Institute of Liver Disease, Shuguang Hospital, Shanghai University

of Traditional Chinese Medicine, Shanghai; 2Digestive Diseases and

Nutrition Center, Women and Children’s Hospital of Buffalo,

Department of Pediatrics, the State University of New York at

Buffalo, Buffalo, USA; 3Department of bioinformatics, Tongji

University, Shanghai; 4Center of Excellence in Bioinformatics and

Life Sciences, the State University of New York at Buffalo, Buffalo,

USA; 5Women and Children’s Hospital of Buffalo, Department of

Pathology, the State University of New York at Buffalo, Buffalo,

USA; 6Digestive Diseases and Nutrition Center, Women and

Children’s Hospital of Buffalo, Department of Pediatrics, the State

University of New York at Buffalo, Buffalo, USA

Background: Beneficial effects of the Chinese herbal medicine Qushi

Huayu Decoction (QHD) were observed with non-alcoholic fatty liver

disease (NAFLD) patients and animal models. We have also observed

that a recipe named GC composed of geniposide and chlorogenic

acid, which were major components of QHD, can significantly

improve experimental fatty liver. Herein, to better understand the

therapeutic mechanisms of QHD, we examined the effects of QHD or

GC treatment on the liver transcriptome and gut microbiome of

NAFLD rats and identified multiple therapeutic targets of QHD.

Methods: The impact of QHD or its active components (geniposide

and chlorogenic acid, GC) on NAFLD liver transcriptome and gut

microbiota was examined with NAFLD rats. Increased expression for

genes required for glutathione production and decreased expression

for genes required for lipid synthesis was observed in NAFLD livers

treated with QHD and GC.

Result: GC treatment decreased serum LPS, which could be

explained by reduced mucosal damage in the colon of GC-treated

rats. Further, our data suggest an increased abundance of Treg-in-

ducing bacteria that stimulated the Treg activity in GC treated colon,

which in turn down-regulated inflammatory signals, improved gut

barrier function and consequently reduced hepatic exposure to

microbial products.

Conclusion: Our study suggests that QHD simultaneously target the

hepatic anti-oxidative mechanism, hepatic lipid synthesis, and gut

microbiota.

PP1654

Correlation of aspartate aminotransferase (AST) to platelet ratio
index (APRI) and NAFLD activity score in patient
with nonalcoholic fatty liver disease

Dulal Chandra Das1, Mamun al Mahtab 1, Sheikh Mohammad-
Noor-e-alam1, Ayub al Mamun1, Salimur Rahman1

1Department of Hepatology, Bangabandhu Sheikh Mujib Medical

University, Dhaka, Bangladesh

Background: Nonalcoholic fatty liver disease (NAFLD) is a hepatic

manifestation of metabolic syndrome. Although liver biopsy remains

the ‘gold standard’, there are practical limitations, including costs and

risk. APRI has been proposed as a noninvasive and readily available

tool for assessment of hepatic fibrosis in nonalcoholic steatohepatitis

(NASH). Aim of the study was to evaluate APRI as a non-invasive

marker of NASH in patients with NAFLD.

Methods: This was an observational, Cross sectional study. Patients

with NAFLD attending at Department of Hepatology, Bangabandhu

Sheikh Mujib Medical University, Dhaka, Bangladesh were included.

Twenty five NASH and twenty five non-NASH patients confirmed by

liver biopsy were included.

Result: Of the 50 NAFLD patients, 25 had NASH and rest 25 were

non-NASH. AST in NASH group was 55.2 ± 30.1 IU/L and in non-

NASH group was 33.6 ± 20 IU/L. Platelet count in NASH group was

303.1 ± 68.7 9 109/L and in non-NASH group were 327.8 ± 66.8 9

109/L. APRI in NASH group was 0.53 ± 0.37 and in non-NASH

group was 0.30 ± 0.23. APRI was significantly higher in the NASH

group than in non-NASH group. P value was significant. Therefore

APRI correlated with NAFLD activity score.

Conclusion: APRI can be an useful noninvasive alternative for the

diagnosis of NASH.

PP1655

Jiangzhi granules ameliorate hepatic injury through regulating
the activity of inflammasome in MCD diet-induced NASH mice

Jiaoya Xu1, Haiyan Song1, Yang Liu1, Zhongping Li1, Guang Ji1

1Institute of Digestive Diseases, Longhua Hospital, Shanghai

University of Traditional Chinese Medicine, Shanghai

Background: To study the therapeutic effect and potential mecha-

nism of Jiangzhi Granules in ameliorating hepatic injury in MCD

diet-induced NASH mice.

Methods: 36 male C57BL/6 J mice were randomly divided into 3

groups, Control group, Model group, and Jiangzhi Granules (JZ)

group. The mice of Control group were fed a standard diet, and the

rest mice were fed methionine and choline deficient (MCD) diet to

induce NASH. Meanwhile, the mice of JZ group were administrated

Jiangzhi Granule. After six weeks, liver histopathology were observed

by HE staining, serum transaminase levels were tested. The hepatic

gene expression of NLRP3 inflammasome were determined by

quantitative RT-PCR. The hepatic protein expression of JNK/c-Jun

signaling pathway were analyzed by Western blot analysis.

Result: Compared to those in the Control group, NASH mice

developed liver steatosis, inflammatory cell infiltration and necrosis,
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accompanied with increased serum level of ALT and AST. Jiangzhi

Granule administration improved the hepatic pathological changes,

and downregulated the serum transaminase levels. The expression of

hepatic NLRP3 inflammasome associated genes increased in MCD

diet-fed mice, and the protein expression of P-JNK, P–c-Jun, c-Jun

and the ratio of P-JNK/JNK were also up-regulated. Supplementation

of Jiangzhi Granule can ameliorate aforementioned parameters in

different extent.

Conclusion: Jiangzhi Granule can effectively ameliorated hepatic

steatosis and hepatic injury in MCD diet-induced NASH mice. Inhi-

bition of NLRP3 inflammasome activation, and regulating the JNK/c-

Jun signaling pathway may contribute to its underlying mechanism.

PP1656

Inhibition of autophagy impairs free fatty acids induced excess fat
accumulation in the hepatocellular carcinoma and hepatic cells
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Yuqiang Nie 5, Ken Chen2, Hui Yang1
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University, Guangzhou; 4Guangzhou Institute of Cardiovascular
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Municipal’s People Hospital of Guangzhou, Guangzhou Medical

University, Guangzhou

Background: Autophagy is a reparative life-sustaining process by

which cytoplasmic components are sequestered in double-membrane

vesicles and degraded on fusion with lysosomal compartments.

Dysfunctions of autophagy play an important role in the progression

of chronic liver diseases. The role of autophagy in the pathogenesis of

non-alcoholic fatty liver disease (NAFLD) was still controversial. The

current study was to study the role and molecular mechanisms of

autophagy in the NAFLD.

Methods: Nonalcoholic fatty liver (NAFL) cell model was duplicated

with free fatty acid (FFA) in hepatic L02 cells and liver cancer cells

(Huh7). Cytotoxic effect was measured by MTT assay. Lipids were

detected by H&E staining and Flow cytometer. The autophagy-related

genes were measured by western blotting analysis. The autophagy

inhibitor 3-methyladenine (3-MA) was used to block the autophagy.

Result: FFA induces a significant increment in the intracellular

content of lipid droplets and the accumulation of fatty droplet is dose-

dependent in L02 and Huh7 cells. FFA (800 lM) was no cytotoxic

effect on L02 and Huh7 cells. The conversion of cytosolic LC3-I to

membrane-bound LC3-II and the levels of BECN1 were increased,

but the level of p62 was decreased in NAFL cell models. The

expression of these genes was dose-dependent NAFL cell models.

Intracellular lipid accumulation was associated to a significant up-

regulation of the conversion of cytosolic LC3-I to membrane-bound

LC3-II and BECN1, and significant de-regulation of p62 in NAFL

cell models. The autophagy inhibitor 3-MA supplementation reversed

the FFA-induced autophagy in NAFL cell models. Furthermore, the

autophagy inhibitor 3-MA supplementation significantly alleviated

the accumulation of fatty droplets in L02 and Huh7 cells.

Conclusion: Our results suggest that autophagy has significant effect

on hepatic lipid accumulation in NAFL cell models. Inhibition of

autophagy impairs free fatty acids induced excess fat accumulation in

the hepatocellular carcinoma and hepatic cells. Grants: This study is

supported by grants funded by the National Natural Science Foun-

dation of China (No. 81372634), Guangdong Natural Science Funds

for Distinguished Young Scholar (No. S2013050014121) and the

Research Award Fund for Outstanding Young Teachers in Guang-

dong Provincial Higher Education Institutions (Grant No.

Yq2013133).
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Background: To research how the different states of the intestinal

flora to affect the development of non-alcoholic fatty liver disease

(NAFLD), provide a new method for modeling flora animal models,

and also provide a reliable theoretical basis for the prevention and

treatment of NAFLD in terms of intestinal flora.

Methods: 50 male SD rats were randomly divided into five groups,

and three of them fed with high doses of antibiotics ceftriaxone

solution, After the establishment of the intestinal flora imbalance
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model with groups C, D, and E, C group fed with normal diet, and D

high-fat diet group, E group using both high-fat diet and probiotics.

During feeding, the three groups continue drinking low concentration

of ceftriaxone Solution to keep the intestinal flora imbalance state.

The other two groups fed with normal saline as normal intestinal flora

model, divided into groups A and B, which were fed with ordinary

feed Materials and high-fat diet. 12 weeks later, we collected speci-

mens, detect serum lipids and liver function, do histopathological

examination of liver tissue lesions clear, serum adiponectin levels by

ELISA.

Result: (1) the liver of group A with normal diet is normal, but group

C rats appeared a small amount of fat vacuoles. The rats fed with

high-fat diet all make successful NAFLD model; group B are simple

steatosis, D group with antibiotics had steatohepatitis (NASH), and

group E with probiotic intervention, although appear liver inflam-

mation, but the severity greatly improved compared with group D. (2)

In addition to serum adiponectin levels of group D were obviously

decreased (P \ 0.05), the levels of other groups of rats were not

Obviously different between group A.

Conclusion: The changes of intestinal microflora and the develop-

ment of NAFLD are obviously relate, between the disorder of

intestinal flora, NAFLD severity serious. Probiotics may constitute

regulation of intestinal flora, improve NAFLD disease; serum adi-

ponectin concentrations may be affected by the double impact of

lipids and gut flora, and can protect the liver, the level will signifi-

cantly reduced when NAFLD disease develop to NASH.

PP1658

Fatty liver mediated by PPAR-a DNA methylation can be revered
by methylation inhibitor and curcumin
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Background: Nonalcoholic fatty liver disease (NAFLD) is associated

with abnormal expression of genes involved in hepatic lipid meta-

bolism. DNA methylation contributes to the disregulation of gene

expression by inhibiting transcription of target sites. PPAR-a has

been reported to mediate a suite of genes associated with lipid

homeostasis, and PPAR-a DNA methylation alters the expression of

genes.

Methods: In vitro study, rat hepatocyte line (BRL) were divided into

four groups: normal control group cultivated with DMSO media;

steatosis model group with oleic acid; 5-Aza-CdR group with oleic

acid plus 5-Aza-CdR; curcumin with oleic acid plus curcumin. After

96 h, lipid and transaminase levels in supernate were measured.

Intracellular fat content was observed. PPAR-a mRNA expression

was detected by RT-PCR. DNA methylation was analyzed by

pyrosequencing. In vivo study, SD rats received either a standard

rodent chow (n = 10, normal control) or high fat and sucrose diet

(HFSD, n = 20). After 8 weeks, 3 rats from each group were sacri-

ficed to confirm the success of models. Afterward, 10 rats on HFSD

received curcumin (curcumin group), the other 7 remained on HFSD

(steatosis group). Five weeks later, all rats were sacrificed. Serum and

hepatic tissues were collected for biochemical, histological, QT-PCR

and methylation analysis.

Result: Both steatotic cell and NAFLD rat models were successfully

established. In vitro study, the expression level of PPAR-a mRNA

was significantly lower in steatosis group (0.30 ± 0.04) than that

(1.00 ± 0.01) in control (p\0.01). Total DNA methylation level was

significantly higher in steatosis group (5.86%) than that (1.69%) in

control with significance reaching at CpG -378, -375, -373, -329,

-316 sites (all p \ 0.05). 5-Aza-CdR and curcumin significantly

reversed DNA methylation levels (2.96%) and improved lipid accu-

mulation in the cells (p\0.05). In vivo study, PPAR-a mRNA (0.69

± 0.14) and protein levels (0.28 ± 0.13) were significantly lower in

NAFLD group than those (1.02 ± 0.08 for mRNA and 0.72 ± 0.11 for

protein) in control (p \ 0.01). Total DNA methylation level was

significantly higher in NAFLD group (5.54%) than that in control

(2.70%) with significance reaching at loci at -360, -341, -329,

-316, -307 sites (p \ 0.05). Curcumin significantly reversed these

changes (1.26 ± 0.12) in NAFLD group (all p \ 0.05). Negative

correlation was observed between PPAR-a mRNA expression and

DNA methylation degrees both in vitro and in vivo studies (p\0.05).

Conclusion: DNA methylation at PPAR-a gene played important

roles in the pathogenesis of fatty liver disease, which might be

reversed by methylation inhibitor and curcumin.
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Association of gender disparity and MyD88-dependent IL-6
signaling pathway in nonalcoholic steatohepatitis induced
by MCD diet in C57BL/6 mice

Xin guang Da1, Qin shao You1, Wang jiang Bin1
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Background: Recent research has shown that the occurrence of

gender disparity in liver cancer associated with sex differences in

myeloid differentiation factor88-dependent interleukin-6 production,

but the role of this signaling pathway in sex differences of non-

alcoholic steatohepatitis (NASH) remains unknown. To investigate

gender disparity and its relationship with MyD88-depented IL-6

signaling pathway in mice with nonalcoholic steatohepatitis.

Methods: Twenty-six 14-week-old C57BL/6 male mice were ran-

domly divided into two groups: (1) male control group with MCD

control diet feeding, (2) male MCD group fed on MCD diet. Twenty-

six 14-week-old C57BL/6 female mice were also randomly divided

into two groups: (1) female control group with MCD control diet

feeding, (2) female MCD group fed on MCD diet. All mice sacrificed

at the end of 4 weeks. Portions of left hepatic lobe from all mice were

fixed. And tissue sections were stained with hematoxylin-eosin

(H&E), osmic acid to examine the histopathology, which was done

double-blind by two persons. Furthermore, the nonalcoholic fatty

liver disease activity score (NAS) was recorded. In addition, Serum

concentrations of alanine aminotransferase (ALT), aspartate amino-

transferase (AST) and c-Glutamyltransferase (c-GT) were determined

by using an automatic biochemical analyzer. Finally, the mRNA level

and the protein levels of MyD88 and IL-6 in the liver was analyzed by

using real time fluorescence quantitative polymerase chain reaction

(qRT-PCR) and Western blot.

Result: We found no big differences in the steatosis score for male

MCD group in contrast with the female ones, while the lobular

inflammation score, NAS and the levels of serum ALT, AST, c-GT

were significantly higher in males than in females. The mRNA and

protein levels of MyD88, IL-6 in the liver were greatly elevated in the

male MCD group relative to the female MCD group.

Conclusion: Gender disparity of NASH induced by MCD diet has

links with the activation of MyD88-dependent IL-6 signaling

pathway.
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Sex-specific differences in MCD diet-induced NASH mouse model.

(a) Histopathological changes in the liver of MCD diet-induced

NASH mouse model. Liver samples from male and female NASH

mice were treated and stained with HE (hematoxylin- eosin) and

osmic aci

Expression of MyD88 and IL-6 in male and female NASH model.

(a) Western Blot analysis of MyD88 and IL-6 expression in total

protein extracts of liver samples from all four groups of mice, is

shown. -actin indicates the amount of protein loaded in each we
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Tim-4 protects mice from NAFLD by regulating macrophages

Wen Liu1, Lifen Gao1

1Department of Immunology, Shandong University School of

Medicine, Jinan

Background: Non Alcoholic Fatty Liver Disease (NAFLD) is defined

as a chronic low degree inflammation with significant amount of lipid

accumulation in the liver. NLRP3 inflammasome contributes to the

development of NAFLD. Tim-4, one of Tim family members, is

highly expressed on macrophages and related with lipid traits closely.

We have reported that Tim-4 protects mice from ConA induced

hepatitis. However, whether Tim-4 participates in NAFLD remains

completely unknown so far.

Methods: NLRP3 inflammasome reconstitution system was set up in

HEK293 and HeLa cells. IL-1b in serum/culture supernatants levels

were detected by ELISA respectively. RT-PCR/Real-time PCR/

Western blot/Flow cytometry analysis were used to detect the

expression of Tim-4 or NLRP3 inflammasome. Oil red O staining was

used to test the severity of lipid deposition within the liver cells.

Result: We found that Tim-4 expression was enhanced in liver and

kuppfer cells in NAFLD mice models. Lipid accumulation in

lysomecre+ Tim-4 loxp/loxp mice was much more serious than control

mice. Tim-4 suppressed IL-1b secretion using NLRP3 inflammasome

reconstitution system. The effects of Tim-4 inhibiting NLRP3

inflammasome activation was further verified using Alum induced

peritonitis model. In vivo, we detected that the components of NLRP3

inflammasome were enhanced in Tim-4 knockout macrophages. After

stimulating NLRP3 inflammasome activation by LPS/ATP or LPS/

NIG, the secretion of mature IL-1b and IL-18 of macrophages was

also increased significantly.

Conclusion: Tim-4 expressed on macrophages protects mice from

NAFLD progression, at least partially by suppressing NLRP3

inflammasome activation.

PP1661

Effect of emodin on high fat-induced non-alcoholic fatty disease
in mice

Fei Qian1, Yuan Liu2

1Affiliated Hospital of Nanjing University of TCM, Nanjing;
2Nanjing Medical University, Nanjing

Background: To investigate the systematic effects of emodin on non-

alcoholic fatty liver disease (NAFLD) in a high-fat-diet-induced

mouse model.

Methods: The mouse model of NAFLD was induced by high fat diet

for 8 weeks. The liver fat deposition was examined by HE staining.

The serum levels of ALT, AST, TG, FFA, CHO and LDL were

measured by commercial kits. The mRNA and protein expressions of

AdipoR2, PPAR-alpha and SREBP, CPT1a and ACOX1 were mea-

sured by real-time PCR and Western blot, respectively.

Result: Emodin significantly improved liver fat deposition and liver

cell morphology and reduced serum ALT, AST, TG, FFA, CHO, and

LDL levels. Emodin also significantly reduced the intracellular levels

of TG and FFA and increased the activity of SOD in hepatic tissue.

The mRNA and protein expressions of AdipoR2, PPAR-alpha, and

SREBP were significantly downregualted in NAFLD mice but

increased by emodin treatment. In addition, emodin significantly

increased the mRNA and protein expressions of CPT1a and ACOX1

genes, the rate-limiting enzymes in the fatty acid oxidation process

regulated by PPAR-alpha in liver cells.

Conclusion: Emodin can alleviate the NAFLD lipid deposition and

may be suitable for development as a therapeutic agent for the

treatment of NAFLD.

PP1662

Treatment of nonalcoholic fatty liver disease with traditional
Chinese medicine Jiangzhi granules

Haiyan Song1, Guang Ji1
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1Institute of Digestive Diseases, Longhua Hospital, Shanghai

University of Traditional Chinese Medicine, Shanghai

Background: Nonalcoholic fatty liver disease (NAFLD) is an

increasing prevalent chronic liver disease worldwide, ranging from

simple fatty infiltration to steatosis with inflammation and hepato-

cellular ballooning (NASH) and ultimately cirrhosis. Based on the

clinical investigation for pathological mechanism of NAFLD in tra-

ditional Chinese medicine (TCM), ‘‘Spleen-Deficiency as the primary

cause, Damp-Heat and Blood Stasis as the representation’’, the herb

formula ‘‘Jiangzhi Granules’’(JZG) developed by our study group, has

been proved effective in improving NAFLD in clinic or animal

experiments.

Methods: JZG is a compound prescription composed of five medic-

inal herbs, namely, Salviae, Nelumbinis, Herba Gynostemmatis,

Rhizoma Polygoni Cuspidati, and Herba Artemisiae scopariae. It was

used for clinical trials to treat NAFLD in our hospital. In vivo studies

mainly focused on the therapeutic function of JZG on NAFLD and the

underlying therapeutic mechanism. Male Wistar rats or C57BL/6J

mice fed with high-fat diet, high- cholesterol diet or methionine- and

choline-deficient diet to make NAFLD model, followed by treatment

with JZG. Body and liver weight, serum ALT, AST, TC, TG, LDL-c

were measured and liver histopathology was observed. Hepatic lipid

levels were determined. In order to explore the molecular mechanism,

factors related to insulin resistance (IR), leptin resistance (LR),

oxidative stress (OS), endoplasmic reticulum stress (ER), activity of

inflammasome, key molecules such as liver X receptor a (LXR-a),

sterol regulatory element binding protein-1c (SREBP-1c), AMPK,

etc. were studied. In addition, the effects of some major components

extracted from herbs of JZG on NAFLD were also studied in vitro

and/or in vivo.

Result: JZG showed significant effects of alleviating hepatic steatosis

with few side effects. It can improve the ratio of liver to spleen (L/S

ratio) and decrease the body mass index of NAFL patients. The

prominent liver steatosis and injury displayed in NAFLD models was

prevented by JZG. Treating the model with JZG significantly

improved the OS-related harmful factors, insulin sensitivity, ER,

activity of inflammasome, and LXR, SREBP-1c, AMPK related lipid

metabolic pathways. The component protopanaxadiol, tanshinone

IIA, emodin, berberine and scoparone were proved effective in

attenuating lipid deposition and cell injury of hepatocytes induced by

free fatty acid.

Conclusion: Our study shows that JZG can protect liver from

steatosis and damage, suggesring the efficacy of JZG on NAFLD

treatment. The results also unraveled its underlying mechanisms,

including improving IR, LR and the hepatic antioxidant capability,

regulating ER and inflammasome activity, inhibiting transcription of

LXR-mediated SREBP-1c, increasing AMPK activity, etc. The JZG

components with effect of reducing steatosis and protecting hepato-

cytes might be developed new medicine for NAFLD treatment.

PP1663

A novel FXR agonist therapy for the treatment of nonalcoholic
steatohepatitis (NASH) in rhesus monkeys with NASH: evaluation
by dual-ENERGY CT (DECT) and histopathology

Zunyuan Yang1, Fengjiao Sun1, Zhigang Liang1, Chungui Tang2,
Zhengli Chen1, Yubo Shen1, Zunwei Yao1, Minglin Wu1, Yuanhai
Chen1, Fabao Gao3, Wen Zeng1, Barbara C. Hansen4

1Sichuan Primed Shines Bio-tech Co., Ltd, Chengdu; 2Department of

Radiology, Ya’an People’s Hospital, Yaan; 3Department of

Radiology, West China Hospital, Sichuan University, Chengdu;

4Department of Internal Medicine, Morsani College of Medicine,

University of South Florida, Tampa

Background: Nonalcoholic Steatohepatitis (NASH) is a common

liver disease that can progress to cirrhosis and for which there is no

recognized therapy. We have established diagnostic criteria for nat-

urally-occurring NASH in a colony of spontaneously obese rhesus

monkeys using both dual-energy CT (DECT) and histopathology.

Here we report the pharmacologic outcomes observed in NASH-di-

agnosed nonhuman primates upon administration of a recently

described FXR agonist.

Methods: A vehicle-controlled, 2-month efficacy study was per-

formed in 12 rhesus monkeys (9–17 years, 8–17 kg, male, previously

diagnosed with NASH), which were grouped into 3 groups (vehicle,

65 mg/kg and 130 mg/kg) by NAS score ([3) and liver fat content,

and received oral administration of the FXR agonist or the vehicle

once daily. Lipidemic parameters were measured every 10 days. The

primary end point was liver fat content change, which was evaluated

by DECT. DECT and liver biopsies were performed before and after

the 2-month treatment or placebo periods. Two approaches were used

to evaluate the DECT attenuation curves (AC): liver DHUSn140-100kVp

(HUSn140-HU100), and DHULv-Sp (DHULv-Sp (50keV), DHULv-Sp (70keV)

and DHULv-Sp (120keV)), in order to quantify fatty infiltration.

Result: FXR agonist therapy led to a dramatic lowing of liver fat

content, compared with baseline. Our previous study showed that

DHUSn140-100kVp increased with -6.2 ± 0.4 Hu, -0.7 ± 1.3 Hu and

2.8 ± 2.1 Hu, for normal monkey liver, 5–10% and 10–30% fatty

infiltration liver, respectively. The hepatic AC of normal monkeys

was above the splenic AC, with a consistent difference of 7.5–8.7 Hu

at 40 keV through 140 keV. The shape of normal hepatic AC had a

negative slope with the highest HU at 40 keV and the lowest at 140

keV. The FXR agonist 130 mg/kg treatment decreased DHUSn140-

100kVp (4.24 ± 4.43 Hu to -6.78 ± 2.59 Hu, P\0.01), and increased

DHULv-Sp (50keV) (-23.75 ± 12.31 Hu to -1.44 ± 4.30 Hu), and

DHULv-Sp (70keV) (-3.72 ± 3.02 Hu to -1.60 ± 1.41 Hu); the shape

of AC changed from a positive slope to a negative slope at 40 keV

through 140 keV. There were no changes in any of the aforemen-

tioned parameters in the vehicle group.

Conclusion: In conclusion, these findings support continued explo-

ration of this FXR agonist for the treatment of NASH, and show that

DECT is a useful tool for liver fat quantification.

PP1664

The evaluation of plasma 25-hydroxy vitamin D as non-invasive
biomarker in the diagnosis of NAFLD—a Pilot study
of the Health Screening Population in Shiyan

Hongxia Chen1, Zhongji Meng2

1University of Nebraska Medical Center, Omaha, USA; 2Taihe

Hospital, Hubei University of Medicine, Shiyan, Hubei

Background: To investigate the correlation between serum 25-hy-

droxy vitamin D level and nonalcoholic fatty liver disease, providing

a novel bio-maker for non-invasive diagnosis of non-alcoholic fatty

liver disease.

Methods: Serum 25- hydroxy vitamin D level was measured by

enzyme linked immunosorbent assay method (ELISA) among the 21

NAFLD group and the 46 health control group. The NAFLD group

was subdivided into the NASH group including 6 cases, and the

NAFL group including 15 cases based on the criterion of ALT values.

The measurement parameters between the NAFLD and the control

groups were evaluated.
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Result: Compared with the control group, the parameters, such as

BMI, AST and ALT were dramatically increased in NASH group

(27.32 ± 1.25 vs 21.73 ± 2.21, P\0.05; 32.17 ± 10.20 vs 17.53 ±

7.40, P\0.05; 56.33 ± 19.98 vs 14.52 ± 9.00, P\0.05). Serum 25-

hydroxy vitamin D levels of the patients in the NAFL group increased

notably compared with the patients in the control group (58.32 ± 2.62

vs 56.26 ± 2.59, P\0.05); However, serum 25- hydroxy vitamin D

levels of the patients in the NASH group was found decreased

compared to NAFL groups (57.22 ± 2.80 vs 58.32 ± 2.62, P[0.05),

while increased when compared to the control group (57.22 ± 2.80 vs

56.26 ± 2.59, P[ 0.05). Both of the differences were not statically

significant.

Conclusion: Serum 25- hydroxy vitamin D levels may have no

association with the progression of NAFLD. However, it might be

used as a biomarker for differentiating NASH from NAFL to some

extent.

PP1665

Association of uncoupling protein-2 255C[T polymorphism is
closely related with non-alcoholic fatty liver disease in Asian
Indians

Surya Prakash1, Randeep Guleria2

1Department of Pulmonary Medicine and Sleep Disorders, All India

Institute of Medical Sciences, New Delhi, India; 2Department of

Pulmonary Medicine and Sleep Disorders, All India Institute of

Medical Sciences, New Delhi, India

Background: The association of -55C[T promoter polymorphism

of uncoupling protein-2 (UCP-2) gene has been linked to insulin

resistance, lipid metabolism in other populations but not in Asian

Indians. The aim of this study was to evaluated the association of

UCP-2 -55C[T polymorphism with clinical, anthropometric and

biochemical profiles in Asian Indians with non-alcoholic fatty liver

disease (NAFLD).

Methods: Five hundred forty six overweight/obese subjects [body

mass index (BMI[23 kg/m2)], 258 diagnosis with NAFLD and 288

healthy controls were recruited in this study. Abdominal ultrasound,

clinical examinations, anthropometry and biochemical profiles were

determined. Fasting serum insulin levels and value of homeostasis

model assessment of insulin resistance (HOMA-IR) was determined.

UCP-2 -55C[T polymorphism was detected using the polymerase

chain reaction–restriction fragment length polymorphism (PCR–

RFLP). The associations of this polymorphism with clinical, anthro-

pometric and biochemical profiles were investigated.

Result: Higher frequency (21%) of 55CC (mutant group) genotype of

-55C[T polymorphism was obtained in NAFLD patients as com-

pared to controls (p = 0.002), as a consequence frequency of the

minor allele C was significantly higher in NAFLD subjects (p =

0.004). In subjects with CC mutant genotype, body mass index (p =

0.04), % body fat (p = 0.04), waist hip ratio (p = 0.03), total

cholesterol (p = 0.001), alanine transaminase (p = 0.003) and

aspartate transaminase (p = 0.04), fasting insulin (p = 0.002) and

HOMA-IR (p = 0.04) was significantly higher in patients with

NAFLD. Using a multivariate logistic regression model after adjust-

ing for age, sex, body mass index and fasting insulin, subjects with

C/C genotype showed higher risk of NAFLD (OR, 2.47, 95% CI

1.43–4.21, p = 0.03).

Conclusion: Our finding suggests that UCP-2 -55C[T promoter

polymorphism predisposed to develop NAFLD Asian Indians.

PP1666

Correlation between anthropometric measures, lipid profile
and serum adiponectin and steatosis in nondiabetic nonalcoholic
fatty liver disease

Mohamad Mounir Helal1

1South Valley University, Qena, Egypt

Background: Aims: To assess the relation between the grade of

steatosis and anthropometric measures, lipid profile and serum adi-

ponectin in non-diabetic patients with nonalcoholic fatty liver. Study

Design: Cross sectional study. Place and Duration of Study: Depart-

ment of Tropical Medicine and Gastroenterology, Qena faculty of

medicine, South Valley University

Methods: Fifty patients with US evidence suggestive of fatty liver

disease and normal fasting and post-prandial serum glucose were

included. No past or current history of alcohol consumption. Blood

samples were taken to detect liver function tests, fasting lipogram,

complete blood count and serum adiponectin. Body mass index (BMI)

and waist circumferences (WC) were measured for all patients. Liver

biopsy was done to detect the presence and the degree of steatosis.

Result: The mean age of patients was 40 ± 12 years. Patients with

steatosis showed significantly higher value for BMI and WC than

those without (P value = 0.000). Cholesterol, triglyceride and Low

density lipoprotein-cholesterol (LDL-C) also were significantly

higher in patients with steatosis (P value = 0.00). High density

lipoprotein-cholesterol (HDL-C) and serum adiponectin were signif-

icantly lower in patients with steatosis (P value = 0.00). Patients with

severe steatosis showed significantly higher values for BMI and WC,

cholesterol, triglyceride, LDL-C and lower values for HDL-C and

adiponectin (P value = 0.05) than those with mild or moderate

steatosis. Positive correlations were detected between the age, BMI

and WC, cholesterol, triglyceride, LDL-C and the grade of steatosis

and negative correlations with HDL-C and adiponectin.

Conclusion: Anthropometric measures, lipogram and serum adipo-

nectin are associated with progression of steatosis in nondiabetic

patients with NAFLD. So their detection is important for evaluation

and management.
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Comparion of influence factors on serum lipid between HBV
and HCV chronic infection patients

Jian Jiao1, Xing Tian1, Chengliang Chen1

1China-Japan Union Hospital of Jilin University, Changchun

Background: HBV or/and HCV infection are major causes of chronic

liver disease, virus induced lipid metabolic disorder not only influence

the progress of liver disease, also may accelerate the formation of

atherosclerosis therefore promote the happening of cardiovascular

disease and cerebrovascular disease. We analyzed the relationships

between multiple components of serum lipid and clinical parameters

such as body weight, AST, ALT, BUN, CRE and the count of blood
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platelets et al. The objective is to compare the influence factors on

serum lipid between HBV and HCV chronic infection patients.

Methods: 144 chronic HBV infection (CHB) patients and 106

chronic HCV infection (CHC) patients from China–Japan Union

Hospital of Jilin University were enrolled. Patients with liver cir-

rhosis, drug-induced liver disease, alcoholic liver disease,

autoimmune disease, combined with severe cardiovascular disease,

pulmonary function failure, renal failure, and the use of lipid regu-

lating drugs before the examination were excluded. Levels of serum

TG, CHOL, HDL-C, LDL-C, ApoA1, apoB were detected. ALT,

AST, GGT, ALP, TBIL, ALB, CHE and CRE, BUN as well as serum

platelet, blood glucose and BMI were detected and calculated.

Relationships between serum lipids and these clinical indexes were

analyzed and compared between CHB and CHC patients.

Result: TG were negatively related to HDL-L both in CHB and CHC

patients. In CHC patients, TG was mainly related to the metabolic

factors, such as blood glucose and BMI; but in CHB patients, TG was

mainly related to serum level of GGT and CRE. CHOL were posi-

tively related to APOB and LDL-C both in CHB and CHC patients. In

CHC patients, CHOL was also related to HDL-C and APOA1; in

CHB patients, CHOL was also related to ALB and CHE which belong

to the indexes of liver function. HDL-C were positively related to

APOA1 both in CHB and CHC patients. In CHC patients, HDL-C

was mainly related to CHOL, GLU and TG; in CHB patients, HDL-C

was mainly related to PLT, TBIL and BMI. LDL-C were positively

related to CHOL and APOB, in CHC patients, LDL-C was mainly

related to PLT and CHE; in CHB patients, LDL-C was mainly related

to ALB and TG. APOA1 were positively related to HDL-C, in CHC

patients, APOA1 was mainly related to CHOL, CHE and PLT, while

in CHB patients, APOA1 was mainly related to TBIL, AST, ALT.

APOB were positively related to LDL-C and CHOL, in CHC patients,

APOB was mainly related to PLT and CHE, in CHB patients, APOB

was mainly related to TG and CRE.

Conclusion: Influence factors to serum lipid components were dif-

ferent in CHB and CHC patients. Serum lipid components was more

relevant to metabolism (glucose and lipid) related indicators in CHC

patients; HBV or HCV infection may envolved in the mechanism of

heart and brain diseases by affecting serum lipid components.

PP1668

Frequency of main clinical manifestations of metabolic syndrome
in patient with nonalcoholic fatty liver disease (NAFLD)

Jahongir Holmurodov1, Maruf Salokhiddinov1,2

1Tashkent Medical Academy, Tashkent, Uzbekistan; 2Ep,ekucmah

Background: NAFLD, along with obesity, type II diabetes, hyper-

tension and dyslipidemia is a component of the metabolic syndrome

(MS). However, all the clinical signs of MS present not in all patients

with NAFLD, which may serve as a basis for assumptions about the

nature of the secondary development of NAFLD in some patients.

Objective: To assess the frequency of occurrence of the main mani-

festations of MS in patients with NAFLD.

Methods: The medical records of 90 patients with NAFLD admitted

in Central Hepatology Clinic of Tashkent in 2015, were analyzed

inpatient treatment 5: 39% (35 people) diagnosed steatohepatitis

varying degrees of severity was diagnosed in 44% (40), 50% (45

persons)—steatosis. The majority of patients with steatohepatitis

amounted to females (64.7 vs. 35.3%), the mean age—54.9 + 17.2

years. In the group with hepatic steatosis female patients was also

greater—61.2% (men—38.8%), mean age 54.6 + 15.5 age

Result: Body mass index in the normal range is set at 38.4% of the

patients, overweight- 30%, obesity detected in 32.5% of cases.

Because the clinical manifestations that constitute MS, hypertension

and diabetes mellitus type 2 were frequently registered in 44.9 and

11%, respectively. However, 3 or more features were registered only

in 15% of patients with NAFLD that make diagnosing MS. Other

diseases of the digestive tract, often associated with excess body

weight, less frequent in patients with steatohepatitis, despite the fact

that 63.4 % had BMI C25. Gastroesophageal reflux disease was

diagnosed in 5.9% of patients with steatohepatitis, while patients with

steatosis—13.4%, diverticular disease of the colon in patients with

steatosis in 12.2% of cases (8.8% at steatohepatitis). Diseases of the

thyroid gland in patients with NAFLD reported in 10.8% of cases.

Cytolytic syndrome prevailed among cytolitic syndrome : mean ALT

was 68.9 ± 4.4 U/L (AST-47.6 ± 4.2 Ed/l), which indicates its

minimal activity. The average level of total cholesterol in patients

with NAFLD was 7.1 ± 0.2 mmol/l.

Conclusion: In 85.5% of the patients with NAFLD clinical mani-

festations of the metabolic syndrome were absent that require

additional, more detailed further examination to exclude secondary

NAFLD.

PP1669

Caudate lobe-sparing subtotal hepatectomy for primary
hepatolithiasis

Yuan Huang1, Shiwei Yang1, Riga Su1, Jiahong Dong1

1Center for Hepatobillary and Pancreatic Diseases, Beijing Tsinghua

Changgung Hospital, Medical Center, Tsinghua University, Beijing

Background: Patients with frequent and life-threatening attacks of

cholangitis due to bilateral primary hepatolithiasis with atrophy of the

main liver and giant hypertrophy of the caudate lobe were assessed

for caudate lobe-sparing subtotal hepatectomy.

Methods: This was a retrospective study of prospectively collected

data from patients who underwent subtotal hepatectomy with sparing

of the caudate lobe (resection of 7 liver segments, leaving only the

caudate lobe) between March 2003 and December 2009. All patients

had concomitant bile duct exploration and choledochoscopy. Peri-

operative and long-term outcomes were analysed.

Result: Immediate stone clearance was obtained in all 12 patients

enrolled in the study. Two patients had strictureplasty of the strictured

caudate bile duct. There was no hospital mortality and six compli-

cations developed in three patients. At a mean follow-up of 51

months, one patient had developed recurrent stones in the caudate

lobe bile ducts at 8 months and died from acute purulent cholangitis,

17 months after surgery. The remaining 11 patients were symptom-

free with no further attacks of acute cholangitis.

Conclusion: In selected patients with bilateral primary hepatolithia-

sis, caudate lobe-sparing subtotal hepatectomy is a safe and effective

treatment.

PP1670

Laennec� (hepcidin-containing biological drug derived
from human-placenta) can completely replace phlebotomy
in the treatment of hereditary hemochromatosis—new era
of regulating iron metabolism

Yuki Hamada1

1Hamada Clinic for Gastroenterology
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Background: Recent advance in iron metabolism clarified that most

causes of hereditary hemochromatosis (H.H.) are due to partial or

total loss of the activity of a small peptide hormone produced by the

liver, hepcidin, which normally restrains iron entry into the circula-

tion. This implies that H.H. genes encode molecules regulating

hepcidin synthesis. We have previously shown that hepcidin-m-RNA

is present in the crude extract of human-placenta, the source of

Laennec�. Here we show that the treatment with Laennec� which

contains hepcidin improves H.H. without repeated phlebotomy.

Methods: Case presentation: 46 years-old male patient that devel-

oped type 2 diabetes mellitus had elevated serum ferritin level

(10,191 ng/ml) and a decreased hepcidin-25 level (0.5–1.6 ng/ml).

Liver biopsy revealed remarkable iron deposition and fibrosis.

Chromosomal analysis revealed the presence of TfR2 mutations

(c.1100T[G,c.2008_9delAC). The diagnosis of H.H.type3 was done.

Although he was referred for repeated phlebotomy, the frequent

venopuncture was actually intolerable for the patient.

Result: As the substitute for the repeated phlebotomy, the infusion

with Laennec� (6 ampules, 672 mg/d, 3 times/w) has been done for

57 months. At the end of the treatment the serum ferritin level was

decreased to 600 ng/ml. HbA1c also improved with the same dose of

insulin (8.8à6.8%). The histological evaluation revealed remarkable

improvement of liver fibrosis and iron deposition in the hepatocytes.

Conclusion: Iron plays important roles in cellular metabolism, but, in

excess, it catalyzes the formation of free radicals leading to oxidative

stress and cell damage. This pro-oxidant iron is diverted toward

parenchymal cells of the liver and other organs, where it can cause

oxidative damage and lead to cirrhosis, hypogonadism, diabetes,

cardiomyopathy, arthropathy, and skin pigmentation, in one word,

hemochromatosis. The discovery of hepcidin and its role in iron

metabolism could lead to the development of novel therapies for H.H.

Although the liver is important for iron homeostasis, the clinical

usage of liver-origin-hepcidin has not yet been tried. The placenta-

derived Laennec� which contains hepcidin actually improved iron

overload of H.H. patient without repeated phlebotomy. The results

suggest that Laennec� may take the place of venesection for H.H. and

other hepcidin-deficient diseases. This is the first report in the world,

which evidenced the clinical usage of hepcidin derived from placenta

on the treatment of H. Hemochromatosis. Further study is necessary

to confirm the results that we obtained.

PP1671

Laennec� (hepcidin containing biological drug derived
from human placenta) can improve Wilson disease by the action
of hepcidin—novel treatment on iron and cupper metabolism
disorders

Yuki Hamada1

1Hamada Clinic for Gastroenterology

Background: Wilson disease is autosomal recessive disorder causing

a defect in copper transport. Impaired biliary excretion leads to

accumulation of copper in the liver. This copper is pro-oxidant and

promotes the generation of free radicals and cell damage. The vast

majority of plasma copper is in complex with ceruloplasmin. Serum

free copper level is as low as 0.2 lM in healthy individuals, but it is

elevated to 1 lM in patients with Wilson disease. Accumulating

evidences suggest that hepcidin is the principal regulator of iron and

copper metabolism. With a histidine residue at position 3 of hepcidin,

this region also has the potential to bind divalent metal ions such as

copper. The high affinity of hepcidin for copper suggests that hepcidin

could bind copper in vivo. Thus Laennec� which contains hepcidin

may be effective for the treatment on Wilson disease through

chelating and excreting copper as well as regulating secondary iron

overload. Here we show that infusion of Laennec� enhances the

biliary and urinary excretion of copper and improves the neuropsy-

chiatric signs.

Methods: Case presentation: 40 years old male patient with com-

pensated liver cirrhosis presented neuropsychiatric signs such as

finger tremor, clumsiness, speech slurring, and involuntary movement

of tongue. Liver biopsy revealed the remarkable deposition of iron

and copper in the hepatocytes. Laboratory tests showed gradual ele-

vation of serum ferritin, a low ceruloplasmin level (1.7–2.1 mg/dl)

and a high urine copper excretion.

Result: To improve copper and iron metabolism, Laennec� which

contains hepcidin was infused 6 ampules (672 mg) 3 times per week

for 48 months. The infusion with Laennec� induced a significant

decline of serum ferritin (from 161 to 264 ng/ml in previous 6 months

to 37.6–57.6) and the increased copper excretion into the urine and

bile juice. The patient presented remarkable improvement of neuro-

logical symptoms such as finger tremor, clumsiness, speech slurring,

and involuntary movement of tongue after the treatment with

Laennec�.

Conclusion: Hepcidin has the potential to bind divalent metal ions

such as copper and iron. The high affinity of hepcidin for copper

suggests that hepcidin could bind copper tightly and this may improve

not only the iron but also the copper metabolism in Wilson disease.

Owing to these efficacies of Laennec�, the neurological symptoms

have remarkably ameliorated for these four years.

PP1672

Specific alterations in the fecal microbiota are associated
with the prognosis of Budd–Chiari syndrome

Sun Yunling1, Li Wenqi1, Zhao Yipu1, Ding Pengxu1, Wang
Zhiwei1, Zhu Rongtao1, Ma Xiuxian1, Zhang Ruifang1, Li Jian1

1The First Affiliated Hospital of Zhengzhou University, School of

Medicine, Zhengzhou

Background: Budd–Chiari syndrome (B–CS) is always accompanied

with portal hypertension, resulting in liver cirrhosis (LC) and even

cancer. Gut microbiota is associated with many liver diseases.

However, until now, gut microbial characteristics in B–CS patients

have not been reported.

Methods: 144 stool samples were prospectively collected. Bacterial

DNA was extracted and submitted for 16S rDNA Miseq sequencing.

Gut microbial alterations were characterized among 37 healthy con-

trols, 20 LC and 31 B–CS (B–CS group) as well as 33 stable patients

(stability) and 23 recurrent patients (recurrence) after treatment.

Result: Gut microbial diversity and species richness were increased

in B–CS versus LC patients. Bacterial community in B–CS patients

were clustered with controls, but separated from LC, suggesting a

significant restoration of microbiota. Shared OTUs analysis demon-

strated that OTU 421 and OTU 502 (Clostridium IV) and OTU 141

(Megasphaera) were unique OTUs in B–CS patients. Compared with

controls, genus Escherichia/Shigella and Clostridium_XI were

decreased in B–CS patients; Compared to LC patients, genera Acti-

nomyces, Rothia and Atopobium were decreased, while nine genera

mainly including Bacteroides and Megamonas were enriched in B–

CS patients. Notably, genus Megamonas could distinguish B–CS

from LC patients (AUC value: 0.7904). Microbial function prediction

illustrated that L-amino acid transport system was decreased in B–CS

patients versus both LC patients and controls. Moreover, for Stability

and Recurrence groups, gut microbiota presented a similar structure,

but separated from B–CS. Shared OTUs analysis indicated that OTU

27 (Clostridium XI), OTU 137 (Clostridium XIVb) and OTU 40
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(Bacteroides) were associated with B–CS stability. Notably, genus

Clostridium XI was enriched in Stability versus both Recurrence and

B–CS groups after taxonomic analysis. In addition, PRPP glutamine

biosynthesis was reduced in Stability versus Recurrence, but were

enriched in Stability versus B–CS groups.

Conclusion: Gut microbiota presented specific alterations in patients

with B–CS. Specific alterations in the fecal microbiota were associ-

ated with the prognosis of B–CS. Correcting the dysbiosis and altered

gut microbiota might deserve consideration as potential strategies for

the prevention and treatment of B–CS.

PP1673

Metabolomic profile for the patient of Budd–Chiari syndrome
by using UPLC-QTOF/MS

Sun Yunling1, Li Wenqi1, Zhao Yipu1, Wang Weijie1, Ding
Pengxu1, Wang Zhiwei1, Zhu Rongtao1, Li Jian1, Ma Xiuxian1,
Zhang Ruifang1

1The First Affiliated Hospital of Zhengzhou University, School of

Medicine, Zhengzhou

Background: The pathogenesis of Budd–Chiari syndrome (B–CS) is

unclear. Metabolomics can demonstrate alterations in metabolic

pathways in many liver disease. In the present study, we attempted to

elucidate the candidate metabolic pathways and the specific

biomarkers associated with this diseases.

Methods: Urine samples were collected from 61 patients (31 B–CS,

30 HC) who were matched with their age, gender and BMI carried out

in accordance with the criteria of Metabolomics. This analysis

assayed by ultra-performance liquid chromatography coupled to time

of flight mass spectrometry (UPLC-QTOF/MS). The acquired data

was analyzed using principal components analysis (PCA) and partial

least squares discriminate analysis (PLS-DA).

Result: Multivariate statistical analysis showed a clear distinction in

metabolomic profiles between B–CS and HC when using PLS-DA

with both positive and negative models. Significant difference in the

metabolomics among the two groups was observed, metabolites that

decreased significantly in the urine of B–CS included L-carnitine,

acetylcarnitine creatine, 1-methylxanthine, 7-methylxanthine, N-Al-

pha-acetyl-L-arginine, p-chlorophenylalanine, cyclohexylamine,

trimethylamine, N-oxide, whereas S-methyl-50-thioadenosine,

kynurenic acid, hypoxanthine, vinaginsenoside, N6-methyl-L-lysine,

N1-methyl-2-pyridone-5-carboxamide, indoleacrylic acid, L-2-ami-

noethyl seryl phosphate increased significantly. In addition, caffeine

metabolism and oxidation of branched chain fatty acids was reduced

in BCS through Enrichment Analysis.

Conclusion: Metabolomics based on UPLC-QTOF/MS provide a

new way to diagnose and reveal the pathogenesis of B–CS. These

results suggest that metabolomic approaches may facilitate the

development of more stringent and predictive patient criteria in the

diagnosis and treatment of B–CS.
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Response to pegylated interferon plus ribavirin in patients
with hepatitis C virus genotype 6a infection in China

Zhanyi Li1, Qingxian Cai1, Guoli Lin1, Ying Liu1, Zhixin Zhao1,
Yutian Chong1

1The Third Affiliated Hospital of Sun Yat-sen University, Guangzhou

Background: The pegylated interferon (PEG-IFN) and ribavirin

(RBV) therapy has drastically improved the prognosis of chronic

hepatitis C (CHC) patients. However, the therapeutic effect of PEG-

IFN and RBV is related to various factors, including genotype, age,

treatment adherence, and RVR, where genotype is the most important

one. Few clinical report is about response to PEG-IFN and RBV of

CHC patients infected with genotype-6a. PEG-IFN plus RBV is still

recommended as the standard of care for HCV patients in China

mainland. Our study aims to assess the treatment effect of PEG-IFN

plus RBV in treatment naive HCV genotype 6a-infected patients in

China.

Methods: CHC patients with HCV-RNA positive are from the third

affiliated hospital, Sun Yat-Sen University between January 2012 and

December 2015. All the patients were offered treatment according to

different HCV genotypes, 48 weeks for genotype 1b, and 24 weeks

for genotype 2/3, 48 weeks for genotype 6a. Patients were treated

with either PEG-IFN

Result: We enrolled 95 HCV genotype 6a patients, 15 HCV genotype

2/3 patients and 73 HCV genotype 1b patients. The demographic and

baseline laboratory characteristics of patients among different geno-

type groups (including age, BMI, gender, ALT, HCV RNA, and

cirrhosis) were not significantly different. RVR rate (90.3 versus

93.3%, P = 1.00), cEVR rate (97.9 versus 93.3%, P = 0.36), ETR rate

(97.9 versus 86.7%, P = 0.09), and SVR rate (82.1 versus 86.7%, P =

0.74) in patients with HCV-6a were comparable to those in patients

with HCV-2/3 infection. RVR rate (90.3 versus 78.1%, P = 0.03),

cEVR rate (97.9 versus 90.4%, P = 0.04), ETR rate (97.9 versus

90.4%, P = 0.04), and SVR rate (82.1 versus 67.1%, P = 0.03) in

patients with HCV-6a infection were higher than that in patients with

HCV-1b infection.

Conclusion: Patients with HCV-6a infection have good respond to

PEG-IFN/RBV therapy. PEG-IFN/RBV therapy can serve as a

treatment choice for patients with HCV-6a infection.
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Post-treatment hbsag seroclearance rate was increased in patients
with dual Hepatitis B and C infection: A 10-year follow-up study

Chun-Jen Liu1,2,3, Tai-Chung Tseng2, Jia-Horng Kao1, Ding-
Shinn Chen2, Pei-Jer Chen1, Taiwan Liver Disease Consortium
(TLC)

1Graduate Institute of Clinical Medicine, National Taiwan University

College of Medicine, Taipei, Taiwan; 2Department of Internal

Medicine, National Taiwan University Hospital, Taipei, Taiwan;
3Hepatitis Research Center, National Taiwan University Hospital,

Taipei, Taiwan

Background: Our previous clinical trial demonstrated that peginter-

feron a and ribavirin combination therapy was associated with a high

rate of HBV surface antigen (HBsAg) seroclearance in patients co-

infected with hepatitis C virus (HCV) and hepatitis B virus (HBV)

(30% at 5 years post-treatment follow-up). We validated this finding

in a case-controlled study, and clarified clinical factors associated

with this favorable event. Other clinical outcomes were also

investigated.

Methods: We conducted a longitudinal study, which enrolled 51

HBV/HCV co-infected cases receiving combination therapy and 104

age- and ALT-matched HBV/HCV co-infected controls without

antiviral treatment. Both groups had comparable baseline sex, HBV

genotype, level of HBV DNA and level of HBsAg; none had cirrhosis

at baseline. The untreated co-infected controls had a lower mean

serum HCV RNA level and higher FIB-4 score than the treated cases.

Result: After a 10-year follow-up, the incidence of HBsAg sero-

clearance was 6.35 (95% CI 4.10–9.84) per 100 person-years in the

treated cases and was 1.59 (1.00–2.53) in the untreated controls. In

multivariate analysis, treatment itself [HR (95% CI): 4.48

(2.14–9.40)] and high baseline serum HBsAg level [0.34 (0.24–0.48)]

was associated with the development of HBsAg seroclearance. Of the

treated cases, only 6 cases developed HCC [incidence: 1.56

(0.70–3.34) per 100 person-years] and 6 cases developed LC [1.91

(0.86–4.26)]. Of the untreated controls, 19 cases developed HCC

[1.57 (1.00–2.46)] and 28 controls developed LC [2.53 (1.75–3.67)].

In univariate analysis, old age, high serum ALT and HBV genotype C

were associated with a higher risk of HCC or LC development.

Multivariate analyses were not performed because of the small

number of the treated cases developing LC or HCC.

Conclusion: Combination therapy was associated with a high rate of

HBsAg seroclearance in patients co-infected with HCV and HBV.

The effect of treatment on adverse clinical outcomes awaits prolonged

follow-up.

PP1676

Anemia associated with sofosbuvir and ribavirin therapy
for chronic hepatitis C: comparison with interferon and ribavirin
therapy

Hirokazu suii1, Itaru Ozeki1, Ryoji Tatsumi1, Masakatsu
Yamaguti1, Mutsuumi Kimura1, Tomohiro Arakawa2, Tomoaki
Nakajima1, Yasuaki Kuwata1, Takumi Ohmura1, Takahiro Sato2,
Shuhei Hige2, Yoshiyasu Karino2, Joji Toyota2

1Kita 3 Higashi 8, Chuo-ku, Sapporo, Sapporo, Japan; 2Department of

Gastroenterology, Sapporo Kosei General Hospital, Sapporo, Japan

Background: Hemoglobin (Hb) reduction and serum ribavirin (RBV)

levels in patients with genotype 2 chronic hepatitis C treated with the

combination of sofosbuvir (SOF) and RBV were compared with those

treated with a combination of interferon (IFN) and RBV.

Methods: Subjects were 135 patients who had received SOF and

RBV at our hospital (median age, 61 [range, 33–87] years; 64 men

[47%]; 20 patients [15%] with liver cirrhosis and 100 [74%] with

ITPA genotype CC; Hb, 13.5 [9.3–18.2] g/dL; creatinine, 0.68

[0.37–1.26] mg/dL; height, 162 [142–196] cm; weight, 62 [39–97] kg;

initial RBV dose, 10.8 [4.7–16.1] mg/kg weight). From 716 patients

who were treated with IFN or PEG-IFN in combination with RBV

(IFN/RBV) for over 12 weeks at our hospital, 270 patients were

included as control and were matched with the SOF/RBV group using

propensity scores on sex difference, age, presence or absence of liver

cirrhosis, baseline Hb, percentage of ITPA genotype CC, and initial

RBV dose per body weight. The SOF/RBV and IFN/RBG groups

were compared for changes from baseline in Hb (DHb) at 1, 2, 4, 8,

and 12 weeks, serum RBV level (high-performance liquid chro-

matography method) at 2 weeks, and RBV adherence.

Result: The DHb at 1, 2, 4, 8, and 12 weeks was (g/dL) -0.1, -0.9,

-1.3. -1.4, and -1.3, respectively, in the SOF/RBV group and -0.1,

-1.0, -2.0, -2.3, and -2.4, respectively, in the IFN/RBV group (p\
0.001 at 4, 8, and 12 weeks). In patients with ITPA genotype CC, the

corresponding value was -0.2, -1.1, -1.6, -1.7, and -1.6 in the

SOF/RBV group and -0.2, -1.2, -2.4. -2.6, and -2.7 in the IFN/

RBV group (p\ 0.001 at 4, 8, and 12 weeks). Similarly, in patients

with ITPA genotype CA/AA, the value was -0.0, -0.2, -0.6, -0.7,

and -0.6 in the SOF/RBV group and 0.1, -0.3, -0.7, -1.5, and -1.8

in the IFN/RBV group (p \ 0.001 at 8 and 12 weeks). The serum

RBV levels were 1864 (358–3697) ng/mL in the SOF/RBV group and

1586 (846–3201) ng/mL in the IFN/RBV group (p = 0.106). The

RBV adherence (%) from the start of treatment until 4, 4–8, and 8–12

weeks and the total period was 99, 97, 98, and 98, respectively, in the

SOF/RBV group and 98, 87, 90, and 94, respectively, in the IFN/RBV

group (p\ 0.001 at 4–8 and 8–12 weeks and total period).

Conclusion: In the SOF/RBV group, DHb reduction during treatment

was milder than in the IFN/RBV group. Although there was no sig-

nificant difference in serum RBV levels at 2 weeks, the percentage of

patients who had reduced RBV dose levels was lower at 4 weeks

onward, indicating high RBV adherence. The combination of SOF

and RBV reduces Hb more mildly than IFN plus RBV and has

superior tolerability.

PP1677

Does sofosbuvir induce vasculitis?

Youssef K. Ahmad1, Mohamed Sharaf-Eldin2, Salwa Tawfeek3,
Abdelrahman Kobtan2, Ferial El-kalla2, Rehab Badawi2, Sherief
Abd-Elsalam2

1Al-Azhar University, Department of General Medicine, Cairo,

Egypt; 2Tanta University, Department of Tropical Medicine and

Infectious Diseases, Tanta, Egypt; 3National Research Center,

Department of Internal Medicine, Cairo, Egypt

Background: The aim of this study was to assess the safety of

Sofosbuvir-based treatment regimens used to treat chronic HCV

infections and to detect any new side effects of Sofosbuvir not pre-

viously reported.

Methods: We studied 3000 patients with chronic HCV infection

attending the El-Ebor clinic. treated by Sofosbuvir and Ribavirin for

24 weeks or treated by Pegylated interferon, sofosbuvir and ribavirin

triple therapy for 12 weeks. The end point of the study was the end of

treatment.

Result: Hyperbilirubinemia occurred frequently during treatment in

both groups. Treatment was discontinued for 72 cases due to hepatic
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decompensation and drug complications. Surprisingly, 177/3000

(5.9%) patients presented with abnormal bleeding, 85 of whom had a

vasculitic skin rash.

Conclusion: We report occurrence of previously non recorded side

effects with Sofosbuvir, namely hyperbilirubinemia. We believe this

to be the first study to report ANCA associated vasculitis (AAV)

induced by Sofosbuvir.

PP1678

Addition of ribavirin to daclatasvir plus asunaprevir for chronic
hepatitis C 1b patients with baseline NS5A resistance-associated
variants improved response rate: a case series report

Chun-Ming Hong1, Chun-Jen Liu2, Shiou-Hwei Yeh3, Pei-Jer
Chen2

1Department of Traumatology, National Taiwan University Hospital,

Taipei, Taiwan; 2Department of Internal Medicine and Hepatitis

Research Center, National Taiwan University Hospital, Taipei,

Taiwan; 3Department of Microbiology, College of Medicine, National

Taiwan University, Taipei, Taiwan

Background: Daclatasvir is a non-structural protein 5A (NS5A)

inhibitor with potent activity against hepatitis C virus (HCV) geno-

types 1–6 in vitro, and asunaprevir is a non-structural protein 3 (NS3)

protease inhibitor with activity against genotypes 1, 4, 5, and 6. The

combination of daclatasvir and asunaprevir has been approved in

Japan and Korea since 2014 to treat genotype 1b chronic hepatitis C

(CHC) patients. Despite a 90% SVR rate in CHC GT1b patients

treated with daclatasvir/asunaprevir, the SVR rate in patients with a

baseline NS5A-N31/Y93H polymorphisms decreased to around 50%.

Therefore alternative regimen under the consideration of cost-effec-

tiveness for patients with a baseline NS5A-N31/Y93H polymorphism

would be important. Whether the addition of ribavirin could improve

the SVR rate among this group of patients remains unknown and

hence our case series was reported.

Methods: For six adult CHC 1b patients with a pre-existing NS5A-

Y93H (more than 20%) polymorphism, we added ribavirin (RBV, 800

mg/day) to daclatasvir/asunaprevir for 24 weeks and followed through

12 weeks post-treatment. Four of these patients received interferon/

ribavirin treatment before but relapsed while the other two were naı̈ve

cases. Two of them had liver cirrhosis and one had hepatocellular

carcinoma (HCC) post-curative therapy. The primary efficacy end-

point was undetectable HCV RNA (an HCV RNA level of \25 IU/

mL) at 12 weeks after the end of the treatment (SVR12).

Result: In total five cases reached SVR12 eventually. However, the

viral load of one patient rebounded since the 24th week of treatment.

The overall SVR12 rate was 83%. No patients developed significant

adverse effects during and after the treatment.

Conclusion: In genotype 1b CHC patients with a NS5A-Y93H

polymorphism, the addition of ribavirin to daclatasvir/asunaprevir

may increase SVR12 rate with minimal side effects, and thus deserves

more comprehensive trials in resource-limited areas.

PP1679

Add-on effects of fluvastatin in simeprevir, pegylated-interferon
plus ribavirin combination therapy for patients with genotype 1
hepatitis C virus infection: a randomized control study

Tomoe Kobayashi1, Goki Suda2, Katsumi Terashita3, Yoshiya
Yamamoto4, Atsushi Nagasaka5, Ken Furuya6, Masato Nakai2,
Takuya Sho2, Kenichi Morikawa2, Koji Ogawa2, Naoya
Sakamoto2

1Tomakomai city hospital, Tomakomai, Japan; 2Departments of

Gastroenterology and Hepatology Hokkaido University, Sapporo,

Sapporo, Japan; 3Department of Gastroenterology; 4Department of

Gastroenterology and Hepatology, Hakodate Municipal Hospital,

Hakodate, Japan; 5Department of Gastroenterology and Hepatology,

Sapporo City General Hospital, Sapporo, Japan; 6Digestive Disease

Center Gastroenterology and Hepatology, Japan Community Health

care Organization Hokkaido Hospital, Sapporo, Japan

Background: Fluvastatin add-on in Peglated-interferon (Peg-IFN)

and ribavirin (RBV) combination therapy for hepatitis C infected

patients could improve sustained virological response (SVR) signifi-

cantly. However, add-on effect of fluvastatin on direct acting

antivirals (DAAs) plus Peg-IFN/RBV combination therapy have been

not well-understood. We aimed to investigate the add-on effect of

fluvastatin on HCV protease inhibitor; simeprevir (SMV)/Peg-IFN/

RBV combination therapy by conducting a prospective, randomized,

controlled study

Methods: A total of 61 HCV genotype 1b-infected patients recruited

for this study, and 60 eligible patients were randomly allocated to two

group in which they received 12 weeks of SMV/Peg-IFN/RBV fol-

lowed by 12 weeks of Peg-IFN/RBV with or without 24 weeks of

fluvastatin. SVR rate and adverse events were compared between the

two groups.

Result: Thirty-one patients were allocated to fulavastatin add-on

group and twenty-nine patients were allocated to control group.

Baseline clinical factors, including median age, baseline platelet,

ALT, HCV RNA titer, Fib 4 index and rate of IL28B minor genotype

were all similar between two groups. Rapid virological response and

end of treatment response rates were similar between two groups (p =

0.67 and P = 0.59), and were 89.7 and 89.7% in the control group,

and 93.5 and 93.5% in the fluvastatin add-on group, respectively.

SVR 24 rates were also similar between two groups (P = 0.89) and
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were 75.9% in the control group and 77.4% in fluvastatin group,

respectively.

Conclusion: This prospective, randomized, controlled study showed

that fluvastatin had no add-on effect on SMV/Peg-IFN/RBV combi-

nation therapy for genotype 1 HCV infected patients.

PP1681

Effect of interferon-free treatment for chronic hepatitis C
on glucose and lipid levels

Itaru Ozeki1,2, Hirokazu Suii2, Masakatsu Yamaguti2, Mutsuumi
Kimura2, Tomohiro Arakawa2, Tomoaki Nakajima2, Yasuaki
Kuwata2, Takahiro Sato2, Takumi Ohmura2, Shuhei Hige2,
Yoshiyasu Karino2, Joji Toyota2

1Kita 3 Higashi 8, Chuo-ku, Sapporo, Japan; 2Department of

Gastroenterology, Sapporo Kosei General Hospital, Sapporo, Japan

Background: Improvement in abnormal glucose tolerance and lipid

metabolism has been reported in patients with chronic hepatitis C

response to IFN therapy; however, the effect of IFN-free therapy on

the effects remains to be clarified.

Methods: The subjects were 449 patients [median age, 69 years; 206

men (46%); 139 patients (31%) with liver cirrhosis, 316 (70%) with

genotype 1, 133 (30%) with genotype 2, 80 (18%) with diabetes, and

39 (9%) with hyperlipidemia] who had received IFN-free therapy and

attained SVR at our hospital. A total of 245 patients received

daclatasvir and asunaprevir, 59 received sofosbuvir and ledipasvir,

and 12 received ombitasvir and paritaprevir, and 133 received

sofosbuvir and ribavirin. Mean HbA1c, glycoalbumin (GA), total

cholesterol (TC), LDL-C, and HDL-C measured at baseline and at

SVR attainment were compared.

Result: The mean HbA1c (%) level before vs after treatment was 5.4

vs 5.6 (p\0.01) in patients with baseline HbA1c\6.0 (n = 330); 6.3

vs 6.3 (p = N.S.) in patients with baseline HbA1c 6.0 to\7.0 (n =

89); and 7.6 vs 7.0 (p\0.01) in patients with baseline HbA1c C7.0 (n

= 30). Factors contributing to HbA1c reduction C0.5% were baseline

HbA1c C6.5 [odds ratio (OR) 20.4; 95% CI 5.8–71.5; p\0.01] in the

multivariate analysis. The mean GA (%) before vs after treatment was

14.0 vs 14.1 (p = N.S.) in patients with baseline GA\16.0 (n = 264);

17.5 vs 16.9 (p\0.01) in patients with baseline GA16.0 to\20.0 (n

= 127); and 24.3 vs 21.0 (p\0.01) in patients with baseline C20.0 (n

= 58). Factors contributing to GA reduction C3.0% were liver cir-

rhosis (OR 2.99; 95% CI 1.19–7.52; p = 0.02), BMI C23 kg/m2 (OR

5.84; 95% CI 2.02–16.86; p \ 0.01), and baseline GA C20% (OR

30.6; 95% CI 11.5–81.8; p\ 0.01) in the multivariate analysis. The

mean lipid level (mg/dL) before vs after treatment was 162 vs 186 (p

\0.01) for TC; 90 vs 108 (p\ 0.01) for LDL-C, and 48 vs 55 (p\
0.01) for HDL-C. Factors contributing to TC elevation C50 mg/dL

were female (OR 2.65; 95% CI 1.44–4.90; p\0.01), genotype 2 (OR

2.30; 95% CI 1.08–4.89; p = 0.03), cGT C30 U/L (OR 1.90; 95% CI

1.06–3.42; p = 0.03), and HDL \40.0 mg/dl (OR 1.97; 95% CI

1.11–3.49; p = 0.02) in the multivariate analysis.

Conclusion: HbA1c levels are reportedly low in patients with

advanced hepatic fibrosis due to the reduced half-life of hemoglobin.

It is presumed that HbA1c levels were elevated in patients with a low

HbA1c level at baseline due to the improvement in hepatic function

after IFN-free therapy, whereas they decreased in those with a high

HbA1c level at baseline due to the improvement in insulin resistance

after IFN-free therapy. Meanwhile, GA, which is not affected by

hemoglobin levels, decreased in patients with baseline GA C16.0.

Additionally, lipid parameters significantly improved in all patients.

PP1682

The management of safety and efficacy according the 2nd
generation direct acting antivirals in chronic hepatitis C (CHC)
patients in Greece

Andreas Kapatais1, Solon Solomou2, Dimitrios Karagiannakis3,
Panagiotis Lampropoulos4, Evagelia Ouranou4, Theofanie
Karaoulani5

1Director of Internal Medicine Department, General Hospital Western

Attiki, Athens, Greece; 2Director of 1st Department of Internal

Medicine, General Hospital Agios Panteleimon, Nikaia, Pireaus,

Greece; 3Department of Gastroenterology, National and Kapodistrian

University of Athens, Laiko General Hospital, Athens, Greece;
4Pathologist-associate of Internal Medicine Department, General

Hospital Western Attiki, Athens, Greece; 5Biopathology Medicine

Department, General Hospital Western Attiki, Athens, Greece

Background: The treatment of CHC patient with direct acting

antiviral drugs (DAAs) has been increasingly used over the last two

years in Greece. In their approval studies the (DAAs) gave SVR

(90–100%) with excellent safety profiles and in addition offered new

treatment possibilities, especially to patients with advanced liver

disease and several comorbidities.

Methods: After approval of our hospital ethical committee, we

included all CHC patients who have been treated with the currently

recommended by AASLD DAA regimens and had completed the

treatment the 30th of August 2016. The stage of liver disease was

assessed histologically or with transient elastography. Monitoring for

side effects was performed at least every month during treatment and

as needed after treatment. The duration of treatment was 12 weeks.

Result: A total of 75 patients, 64% males, mean age 58.5 (range:

28–84) years and BMI 27 ± 0.3 were included. 66% were Greeks,

29% Eastern Europeans, 3% Balkans, 2% others. Diabetes was pre-

sent in 17 (23%) patients, 28 (37.3%) were smokers, 20 (27%)

misused alcohol and 18 (24%) were diagnosed with psychiatric dis-

eases. 58 patients (77.3%) had failed to previous regimen(s) including

pegylated interferon (Peg) + ribavirin. The main source of infection

was blood transfusion and i.v. drug use (65%), but remained unknown

in 25% of cases. Mean viral load was 3.90 x 106 ± 9.64 x 105 IU/ml.

Genotype distribution was 7% G1a, 28% G1b, 5% G2, 45% G3 and

15% G4. 65% were F4 by Metavir score and 35% F3. The regimens

used were: 3D ± R 9 12 weeks (n = 25), 2D + R 9 12 weeks (n =

12), SOF + daclatasvir ± R 9 12 weeks (n = 7), Peg + R+sofosbuvir

(SOF) 9 12 weeks (n = 9), SOF + R 9 12 (n = 10), SOF +

simeprevir ± R 9 12 weeks (n = 7), Harvoni ± R 9 12 weeks (n =

5). Two patients died during treatment (one due to lung-cancer

diagnosis and one due to aplastic anemia). One patient with decom-

pensated cirrhosis had an episode of hepatic encephalopathy. There

were no additional early treatment discontinuations. Sustained viro-

logical response (SVR) has been achieved in 98%.

Conclusion: The treatment of CHC with 2nd generation DAAs was

excellent tolerated, had low rates of SAEs or treatment discontinua-

tion. All currently recommended DAA regimens were safe and

effective offering high ([95%) SVR rates. In a cohort of real life

Greek patients with CHC should be offered treatment with DDAs

according to local guidelines.
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Ledipasvir plus sofosbuvir treatment in patients with hepatitis C
genotype 4d infection: preliminary results in Turkey
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Taheri3, Sinem Baltaci1

1Department of Infectious Diseases and Clinical Microbiology,
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Kayseri, Turkey; 3Department of Medical Biology, Medical School of

Erciyes University, Kayseri, Turkey

Background: Hepatitis C virus (HCV) genotype (GT) 4 accounts for

8–13% of all chronic HCV infections worldwide. There has been an

increase in HCV GT-4 infections in our country. The sustained

virological response (SVR) rates to a 48 week pegylated interferon

(PegIFN) and ribavirin (RBV) combination ranges 40–69% for HCV

GT-4. Telaprevir (TVR)/PegIFN/RBV combination therapy had

limited antiviral activity in especially null responder patients who

previously received PegIFN/RBV treatment. SVR rate was found to

be 25%. We aimed to investigate the efficacy and safety of 12 or 24

weeks of combination therapy with ledipasvir (LDV) and sofosbuvir

(SOF) for patients with chronic HCV GT-4d infections who previ-

ously failed to achieve SVR with PegIFN/RBV and TVR or

boceprevir (BOC)/PegIFN/RBV therapies.

Methods: In this single-center, clinical trial, patients with HCV GT4d

who had been treated with PegIFN/RBV and TVR or BOC/PegIFN/

RBV were evaluated. Nine patients were null responder, and one

patient was relapser to TVR or BOC/PegIFN/RBV combination

treatment. The patients were given a fixed-dose combination tablet of

90 mg LDV and 400 mg SOF orally once-daily. The therapy was

received for 12 weeks in non-cirrhotic patients and 24 weeks in cir-

rhotic patients. Preliminary results of the first 12 weeks of treatment

were evaluated. The side effects of combination therapy and the rates

of treatment discontinuation were investigated.

Result: The mean age of the patients was 51.90 ± 11.57 years and

seven were female. Interleukin (IL) 28B genotype was found CT in

seven patients and two patients had cirrhosis. At week 4, HCV RNA

became negative in five non-cirrhotic patients. Virological response

was obtained at the 12th week of treatment in all patients. End-of-

treatment response rate was 100% in non-cirrhotic patients. No

patients discontinued treatment because of adverse events and no

serious adverse events occurred that were related to study

medications.

Conclusion: LDV/SOF combination therapy is effective and safe

therapy for patients with HCV GT-4d infections. Virological response

rate at the 12th week of treatment was high with LDV/SOF combi-

nation therapy in patients infected with chronic hepatitis GT-4d who

failed to achieve viral eradication with prior PegIFN/RBV and TVR

or BOC/PegIFN/RBV combination therapies.

PP1684

Effect of treatment of chronic hepatitis C on health related
quality of life in old -aged patients

Karim Sobhy Elnoemany1, Mohamed Badr2

1Ministry of Health, New Delhi, India; 2Monofiya University, Shibin

El Kom, Egypt

Background: Hepatitis C virus (HCV) diminishes health related

quality of life (HRQOL). Currently, there is no published data on

assessing of the impact of treatment of chronic hepatitis C with the

new antiviral drugs in old-aged patients. The aim is to study the effect

of treatment of chronic hepatitis C with the new antiviral drugs in old-

aged patients on HRQOL.

Methods: About 132 patients with chronic hepatitis C (cirrhotic and

non-cirrhotic) were enrolled in the study. Age of patients were sixty

years old and older. All patients were treated with sofosbuvir/da-

clatasvir with or without ribavirin for three months. The HRQOL was

assessed with sickness impact profile scoring (SIP) before start of

treatment, end of treatment and after three months of end of

treatment.

Result: Old chronic hepatitis C patients who were treated achieved

primary virological response (end of treatment) with percentage

100% and sustained virological response (SVR) (after 3 months of

end of treatment) in 96% of treated patients. Before treatment,

patients with chronic hepatitis C had worse scores specially in work,

sleep, rest and recreation and pastimes categories. After treatment,

patients who received sofosbuvir/daclatasvir with or without ribavirin

had significant improve in work, sleep, rest and recreation and pas-

times scores. Numerical improvement was observed in total scores,

physical and psychosocial dimension scores. In patients with SVR,

the most improvement was in work and psychosocial dimension

scores. There was no significant difference in SIP between scores

after end of treatment and after 3 months of end of treatment.

Conclusion: Treatment of chronic hepatitis C in old patients had a

significant improvement in health-related quality of life.

PP1685

DAAs’ clinical effects for Chinese HCV patients

Zhiyi Han1, Xiaozhou Zhou2, Wenfeng Ma2, Xinfeng Sun2, Wei
Zhang2, Yufeng Xing2

1The Fourth Clinical College of Guangzhou Chinese Medicine

University, Shenzhen; 2Shenzhen Chinese Medicine Hosptial,

Shenzhen

Background: There are more than 10 millions hepatitis C virus

(HCV) infect in China, many patients unaware until developed to end

stage liver diseases. Interferon (IFN) is the best treatment for HVC in

the last decades and saved a lot of lives, but the side effects, high

costs and longest course of treatment are limited for many patients.

Now, the new treatment of IFN free regimens have been widely used

in the West and many Asia countries, except China. IFN free regi-

mens with direct antiviral agents (DAAs), such as Sofosbuvir,

Daclatavir, combination of Sofosbuvir and Ledipastvir, and so on. We

do not clear DAAs’ effect and side effects for Chinese patients at

present, so we hope our small sample observation has valuable for

clinical.

Methods: Collected 26 patients from the Section of Liver Diseases of

Shenzhen Chinese Medicine Hospital, March 2015 to September

2016, whose HCV-Ab positive and HCV RNA positive by sensitive

molecular method (lower limit of detection 615 international units

[IU]/ml), then tested their HCV Genotype. Given DAAs according

2015 ESAL HCV Guideline and Genotype whether with cirrhosis or

not. All DAAs were bought from India.

Result: There were 15 male and 11 female patients, including 7

compensated cirrhosis and 1 decompensated. 18 had Genotype 1,

including 1 1a and 17 1b, 5 patients treated with Sofosbuvir combined

Daclatavir, 12 with Sofosbuvir and Ledipasvir, 1 used PegIFN-a
combined with Sofosbuvir and Ribavirin. 5 had Genotype 2 and 3

patients treated by Sofosbuvir and Ribavirin, other 2 patients with

Sofosbuvir plus Daclatavir. A couple had Genotype 3 and the husband

had drug injected history, they were treated with Sofosbuvir and
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Daclatavir. Only 1 had Genotype 6 and treated with Sofosbuvir

combined Daclatavir. After 2 weeks, 4 weeks and 8 weeks treatment,

there were 8 (30.8%) patients, 3 (11.5%) patients and 0 (0.0%) could

test HCV RNA, respectively. SVR12w of 26 patients were 100%. A

part of patients had some side effects, such as rash, pruritus, eGFR

decline, hyperbilirubinaemia and so on, but the patients could tolerate

and recover after drug discontinuance.

Conclusion: DAAs can cure HCV and have good tolerance for

Chinese HCV patients.

PP1686

Comparative study between dual therapy (sofosbuvir
and ribavirin) vs. triple therapy (sofosbuvir, ribavirin and Peg-
interferon) in treatment of hepatitis C virus patients in Egypt

Ali Abd_Elrahman Ghweil1, Hasan Mahmoud Sedeek1,
Shamardan Ezz-Eldeen Bazeed1, Hatem Mahmoud El_yamany1

1Tropical Medicine and Gastroenterology Department, South Valley

University, Qena, Egypt

Background: Hepatitis C virus (HCV) is a major cause of progres-

sive liver disease with an estimated 185 million people infected

worldwide, 350,000 of whom die each year from liver damage

associated with the infection. In Egypt, the prevalence of chronic

HCV is[10%, which is highest prevalence in the world. We evalu-

ated the efficacy of dual therapy (sofosbuvir and ribavirin) and triple

therapy (sofosbuvir, ribavirin and peginterferon) in treatment of

hepatitis C virus patients in Egypt.

Methods: The study included 200 patients randomized into two

groups, the first group given dual therapy (sofosbuvir and ribavirin)

for 24 weeks (n = 100) and the second given triple therapy (sofos-

buvir, ribavirin and peginterferon-alfa) for 12 weeks (n = 100). The

primary end point was the percentage of patients with HCV RNA\15

IU/mL 24 weeks after stopping therapy (sustained virologic response

SVR24). From January 2015 until January 2016.

Result: In patients received dual therapy, the percentage of patients

achieving end treatment response was 98% while the percentage of

patients achieving SVR24 was 62%. Patients with cirrhosis at base-

line had lower rates of SVR24 (59%) than those without cirrhosis

(89%). HCV treatment naı̈ve patients had a higher rate of SVR24

(66%) than patients who received prior treatment (33%). In patients

received triple therapy, the percentage of patients achieving end

treatment response was 100% while the percentage of patients

achieving SVR24 was 66%. Patients with cirrhosis at baseline had

lower rates of SVR24 (52%) than those without cirrhosis (85%). HCV

treatment naı̈ve patients had a higher rate of SVR24 (80%) than

patients who received prior treatment (52%). The most common

adverse events in patients received dual therapy were fatigue, head-

ache and insomnia and in triple therapy group were fatigue, influenza-

like illness, headache and insomnia. No patients discontinued treat-

ment due to adverse events and there were no serious adverse events

or lead to death in both groups.

Conclusion: For Egyptian HCV patient dual therapy and triple

therapy are effective against HCV with high rates of SVR 24 in non-

cirrhotic and treatment-naı̈ve patients but both are not at the desired

level to be use as the first line for treatment of HCV genotype 4.

PP1687

SCARB1 gene polymorphisms predict the treatment responses
of chronic hepatitis C patients receiving interferon-based therapy

Ching-Sheng Hsu1, ShihJer Hsu2, Wei-Liang Liu2, You-Chen
Chao1, Ding-Shinn Chen2, Jia-Horng Kao2

1Taipei Tzu Chi Hospital, Taipei, Taiwan; 2National Taiwan

University Hospital, Taipei, Taiwan

Background: The scavenger receptor type B class I (SR-BI) is a

receptor for high-density lipoproteins (HDL) and one of entry factors

for hepatitis C virus (HCV). We aimed to examine the association of

single nucleotide polymorphisms (SNPs) of the SCARB1 gene, which

encodes SR-BI, with virologic responses to pegylated interferon-

based treatment in Asian chronic hepatitis C (CHC) patients.

Methods: We collected the human genomic and clinical data from

156 consecutive Taiwanese HCV genotype 1 or 2 patients who

received pegylated interferon plus ribavirin therapy and 153 non-

HCV healthy subjects. Chronic HCV infection was defined as the

positivity of both anti-HCV and serum HCV RNA for C6 months.

Sustained virologic response (SVR) was defined if an unde-

tectable serum HCV RNA level at 24 weeks after cessation of the

treatment was achieved. Three SNPs (rs10846744, rs5888, and

rs3782287) of the SCARB1 gene that have been linked to humans

diseases were investigated.

Result: rs10846744 rather than rs5888 or rs3782287 was associated

with serum HCV RNA level and sustained virologic response (SVR)

to pegylated interferon plus ribavirin therapy in CHC patients (GG vs.

non-GG genotype, Adjusted Odds Ratio, 95% CI 0.32, 0.11–0.95, P =

0.039). Among patients with IL28B rs8099917 non-TT genotypes,

those with rs10846744 non-GG genotype had a higher SVR rate than

those with GG genotypes. In addition, patients with GG genotype had

a higher fasting blood glucose level than those with CC genotype.

Conclusion: In conclusion, SCARB1 gene polymorphisms may serve

as a potential predictor of treatment responses in CHC patients

receiving interferon-based therapy.
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a real-life observational safety and efficacy study

Qing-lei Zeng1, Guang-hua Xu2, Ji-Yuan Zhang3, Wei Li4, Zu-
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1Department of Infectious Diseases, The First Affiliated Hospital of

Zhengzhou University, Zhengzhou; 2Department of Infectious

Diseases, The Affiliated Hospital of Yan’an University, Yan’an;
3Research and Treatment Center of Infectious Diseases, Beijing 302

Hospital, Beijing; 4Department of Infectious Diseases, Henan

Provincial People’s Hospital, Zhengzhou

Background: Few patients from developing countries can afford

brand name direct-acting antiviral agents for treatment of hepatitis C

virus (HCV) infection, and controversy regarding the bioequivalence

of generics exists. This study aimed to observe the safety and efficacy

of 8 or 12 weeks of generic ledipasvir-sofosbuvir with or without

ribavirin for Chinese genotype 1b HCV-infected patients.

Methods: In this open-labelled observational study, 30 cirrhotic

(group 1) and 30 non-cirrhotic (group 2) patients were administered

generic ledipasvir-sofosbuvir plus 1000–1200 mg of ribavirin daily

for 12 and 8 weeks, respectively; and 40 non-cirrhotic patients (group

3) received ledipasvir-sofosbuvir for 8 weeks. The primary efficacy

endpoint was undetectable HCV RNA at week 12 (SVR12) after

cessation of therapy. Safety and pharmacokinetic data were collected.

Result: Ninety-seven patients completed treatment, and the latest

undetectable HCV RNA was observed in a cirrhotic patient in week 5

during treatment. Intention-to-treat analysis revealed 96.7% (29/30),

96.7% (29/30), and 95% (38/40) of SVR12 rates in groups 1, 2, and 3,

respectively. One patient in group 3 relapsed at post-treatment week

4. The regimens were generally well-tolerated. The most common

adverse events were fatigue (17%), diarrhea (13%), and headache

(11%). Two patients from groups 1 and 3 discontinued therapy due to

diarrhea. One patient from group 2 discontinued treatment on day 29

because of drug-unaffordability; fortunately, she achieved SVR12.

Conclusion: This study first demonstrated that 8 or 12 weeks of

generic ledipasvir-sofosbuvir with or without ribavirin are safe and

effective for patients with genotype 1b HCV infection.

Hepatol Int (2017) 11 (Suppl 1):S1–S1093 S991

123



PP1689

Eradication of hepatitis C virus infection and the development
of hepatocellular carcinomain East Asian: a systematic review
and meta-analysis

Shuyuan Lu1, Wei Zhang1, Huiying Rao1, Lai Wei1

1Peking University People’s Hospital, Peking University Hepatology

Institute, Beijing

Background: We performed this systematic review and meta-anal-

ysis to determine the association between response to antiviral

therapy (interferon/pegylated interferon + ribavirin) and development

of Hepatocellular Carcinoma (HCC) among Hepatitis C infected

persons at any stage of fibrosis in East Asian

Methods: We identified eligible studies by searching the relevant

databases, including PubMed, Embase, the Cochrane Library, Aca-

demic Journal Network Publishing Database, WanFang, Chinese

biological and medical (CBM) from January 2010 to March 2016.

Selection of papers was carried out using the Newcastle-Ottawa Scale

(NOS) and the inclusion criteria are established before the articles

were identified. Heterogeneity across studies and meta-analysis were

performed following standard guidelines.

Result: There were 26 studies, including 5 prospective and 21 ret-

rospective. Retrospective studies involving 24,578 East Asian patients

were included in the meta-analysis. The follow-up time after finishing

antiviral therapy was 2 to 14 years. Results of meta-analysis

demonstrated that lower risk of HCC in patients with sustained

virological response (SVR) in comparison to no sustained virological

response (NONSVR) (pooled OR = 0.377, 95% CI 0.301–0.473).

There was a significant evidence of heterogeneity (I-squared = 76.3%

and p value of Cochran’s Q statistic \0.10) (Fig. 1). The fibrosis

stages and length of follow-up are considered as important sources of

heterogeneity. Begg’s funnel plot and Egger’s test (P \ 0.05) both

suggested publication bias in this meta-analysis (Fig. 2).

Conclusion: In East Asian, the risk of HCC is reduced among

Hepatitis C infected patients with SVR. It may be useful in estimation

of the burden of the disease in China.

RR of HCC in patients achieving SVR versus treatment failures among

HCV patients with all stages of fibrosis.

Funnel plot of studies
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RGT guiding pegylated interferon plus ribavirin regimen is
also an alternative therapeutic option in tolerable CHC patients
with cirrhosis when DAAs unattainable

Lingyao Du1, Libo Yan1, Wuwei Xie1, Dongmei Zhang1, Hong
Tang1

1Center of Infectious Diseases, West China Hospital, Sichuan

University, Chengdu

Background: Patients with hepatitis C virus (HCV) related cirrhosis

should get virus eradication immediately after being diagnosed.

Pegylated interferon plus ribavirin (PR) is the only option when direct

acting antivirals (DAAs) are not available. The application and effi-

cacy of PR in cirrhosis patients are risking. We conducted this

retrospective study to profile the PR-tolerable HCV-infected patients

and learn their overall therapeutic response. It aimed to clarified

whether PR was still worth trying in some cirrhosis patients when

DAAs unattainable.

Methods: Patients diagnosed with HCV infection and treated by PR

were enrolled retrospectively while whom with poor tolerance were

excluded. Baseline characteristics, therapeutic responses and treat-

ment duration were analyzed in the whole population and respectively

in cirrhosis and non-cirrhosis patients.

Result: In all enrolled 220 patients, genotype 1b HCV strain (GT1b)

was the most popular (76.36%, N = 168). In the cirrhosis group (N =

63), patients were older (p \ 0.01), prone to genotype 1 infection

(95.24 vs 69.43%, p = 0.003), had abnormal AFP (p\0.001), higher

ALT (p = 0.012) and lower Hb, PLT and NEUT (p = 0.006, p \
0.001 and p\0.001). 63 and 175 patients achieved undetectable HCV

RNA at week 12 and 24 respectively. Only 179 patients accomplished

treatment and 89.09% of them reached SVR. The complete viral

response rate at week 12 was lower in the cirrhosis group compared to

the non-cirrhosis group (68.25 vs 84.08%, p = 0.009). Thus more

cirrhosis patients accepted duration adjustment (16.67 vs 3.82%, p =

0.007) for similar SVR (93.75 vs 87.02%, p = 0.287).

Conclusion: GT1b is the most popular viral strain in Chengdu, China.

The disease progresses with age, presenting a vulnerable physical

condition. Some of the cirrhosis patients could accomplish whole PR

regimen to achieve good therapeutic response via RGT strategy.

Therefore, PR regimen is applicable in cirrhosis patients with good

tolerance when DAAs is unattainable.
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1Department of Gastroenterology and Hepatology, Chang-Gung

Memorial Hospital, Linkou Medical Center, Taoyuan; 2Division of
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3Chang Gung University, Taoyuan

Background: Tertiary prevention of chronic hepatitis C (CHC)

related hepatocellular carcinoma (HCC) has been proved effective in

prevention of HCC recurrence post surgical resection by pegylated

interferon plus ribavirin treatment (PegIFN/RBV). However, the

timing of eradication of viremia be crucial in prevention of HCC

recurrence remained unknown. This study aims to investigate the

timing and impact of PegIFN/RBV treatment on prevention of HCC

recurrence in patients received radiofrequency (RFA) ablation

treatment.

Methods: From 2013 to 2015, a total of 59 CHC HCC patients

receiving complete RFA treatment in Chang Gung Memorial

Hospital, Linkou Medical Center were retrospectively recruited. Pre-

RFA liver biochemistry, Child–Pugh score, BCLC status, age, gender,

platelet count, tumor size, and whether experienced Peg-IFN/RBV

therapy were analyzed by cox regression analysis for prediction on

tumor recurrence. Statistics analysis was performed with SPSS V.20

(IBM, USA).

Result: The mean age of the 59 patients is 69.7 ± 8.12 year-old and

majority (79.7%) patients were cirrhotic. Twenty-five patients

(42.4%) received PegIFN/RBV therapy and eleven patients (44.0%)

achieved sustained virologic response (SVR). Patients who could

achieve SVR had lower recurrence rate than non-SVR and untreated

groups (18.2 vs. 64.3 vs. 70.6%, respectively, P = 0.008). Most of

recurrence pattern is intrahepatic metastasis (35.6%). The one-year

cumulative tumor free survival rate among patients with SVR, non-

SVR, and untreated are 60 vs. 27 vs. 17% (Log-rank P value =

0.018). By cox regression analysis, SVR achievement (Adjusted HR:

0.204, 95% CI 0.047–0.889, P = 0.034) was protective factors of

tumor recurrence. The effect is more prominent in those achieve SVR

prior to HCC development (HR: 0.092, 95% CI 0.012–0.693, P =

0.02).

Conclusion: Timely treatment with achievement of SVR has the

lowest post RFA recurrence rate in CHC-HCC patients. Secondary

prevention might be even more important than tertiary prevention in

CHC patients, especially regarding prevention of post RFA HCC

recurrence.

PP1692

The first European Real Life Study of asunaprevir + daclatasvir
efficacy and safety in treatment of HCV GT1B infected patients
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1Medical University of Lublin, Department of Infectious Diseases,

Lublin, Poland ; 2Collegium Medicum in Bydgoszcz, Department of

Infectious Diseases and Hepatology, Bydgoszcz, Poland;
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Background: Over the last years IFN free regimens became a stan-

dard treatment in HCV infected patients. They demonstrated good

efficacy and safety profile both in clinical trials and a number of real

life observations. Regimen including daclatasvir (DCV) + asunaprevir

(ASV) had been proved to be safe and effective in Japanese cohorts.

In Europe this regimen had not been approved by European

Medicines Agency (EMEA), nevertheless due to excellent efficacy,

safety and relatively low cost it is used in Poland, where HCV GT1b

is a predominant genotype.

Methods: Treatment was initiated in 55 patients (23 males and 32

females) aged 27–77 years, 42% PegIFN/RBV experienced, mostly

null-responders (38%), 53% cirrhotic. Treatment was scheduled for

24 weeks according to the current label. End of treatment (EOT)

efficacy data were available for all patients and SVR 12 for 40

patients at the moment of abstract submission. In all patients HCV

RNA was measured at week 4, 12 and the end of treatment. Final

response assessment was done 12 weeks after EOT (SVR12). ALT

level and safety assessment were done together with virologic

response.

Result: HCV RNA was undetectable or unquantifiable after 4 weeks

of treatment in 78% of patients. At week 12 HCV RNA was unde-

tectable in 51 of 55 (93%) patients data, detectable but unquantifiable

in 2 (4%).

Among 55 patients who started treatment, 51 completed therapy, one

had virologic breakthrough in week 12 and 2 were discontinued due

to ALT elevation more than 10 times ULN (week 12 and 22- both

were HCV-RNA negative at the time of discontinuation). In one

patient the therapy was stopped due to null response. Of those 55 51

had undetectable HCV RNA at the EOT (3 breakthrough patients, one

null response).

SVR assessment was done in 40 patients (from 4 centers). One

case of relapse was observed. For those 40 patients 36 patients
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achieved SVR12 (90%). More data is expected. The most frequent

adverse events were fatigue (20%), headache (9%), nausea (5%).

ALT elevation caused discontinuation in 2 patients. In most patients

rapid decline of ALT level was observed in week 4, followed by slight

elevation in 20% with no clinical consequences.

Conclusion: In this first European real-life study including mostly

patients with advanced liver disease we demonstrated rapid sup-

pression of viral replication, ALT level decline followed by

undetectable HCV RNA in almost all patients at the EOT. Prelimi-

nary SVR12 rate was 90%. All failures were cirrhotic and in 2 there

was a history of previous treatment with first generation PI. Adverse

events were infrequent, mostly mild. Combination therapy of ASV +

DCV is good therapeutic option, particularly in noncirrhotic and naı̈ve

patients. It is well tolerated even in very old patients.

PP1693

Daclatasvir-based treatment for patient with HCV-related end-
stage liver disease and comorbidities: interim results of Russian
multicentral compassionate use program
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Microbiology n.a. G.N.Gabrichevsky, Moscow, Russia

Background: Available treatment for HCV in 2015 in Russia was

very limited (IFN-based ± PI first generation), moreover HCV-pa-

tients with end-stage liver disease and severe comorbidities or organ

transplantation had no treatment options. The combination of dacla-

tasvir (DCV) with other direct antiviral agents like asunaprevir (ASV)

(for HCV GT1b) or sofosbuvir (SOF) demonstrated high SVR rates

with good tolerability in patients with liver cirrhosis, (IFN)-ineligible/

intolerant patients or non-responders to prior IFN-based therapies.

Here we report interim results from Russian Compassionate Use

Program of DCV-containing regimens

Methods: This Named Patient Program (NPP) enrolled adult patients

with HCV infection, GT1b, 2, 3 with end-stage liver disease, severe

comorbidities or after solid organ transplantation, being at high risk of

death within 12 months if left untreated, who were non-eligible for

clinical trials and without any available treatment option. GT 1b

patients received DUAL regimen: DCV 60 mg QD +ASV 100 mg

BID for 24 weeks, GT2 and 3, and patients after liver transplantation

received DCV 60 mg + SOF 400 mg QD for 12 or 24 weeks with or

without RBV.

Result: This interim analysis includes 87 patients from 10 clinical

centers in Russia with available data for SVR12. Enrolled patients

characteristics: male—46%, median age—53 (44–58) years, treat-

ment experienced—42%, cirrhosis (n = 79, 90%). All but one

patients in DCV + ASV treatment arm had Child–Pugh class A, 2

patients in DCV + SOF had class B. Baseline clinical and laboratory

data is presented in table 1. In DCV + ASV treatment group (N = 76)

89% of patients achieved SVR12. Treatment failure was related to

virological breakthrough in 5 patients and relapse in 1 patient. Among

patients with virological breakthrough: 3 patients had confirmed L31,

Y93 RAVs; 1 had Child–Pugh B at baseline and 1 previous null-

responder to PegIFN/RBV. In DCV + SOF (N = 11), 90% achieved

SVR12; 1 relapse was registered. Non-specific AEs such as headache

and fatigue were observed during the treatment. No treatment related

SAEs as well as treatment discontinuation were registered. No sig-

nificant elevation of ALT/AST and bilirubin was observed.

Conclusion: DCV-containing regimens show high efficacy in real-

life settings in most difficult to treat HCV patients with liver cirrhosis,

severe comorbidities or previous treatment-failure. Both DCV + SOF

and DCV + ASV were generally safe and well tolerated. The pre-

liminary findings from this compassionate use program are consistent

with data previously obtained in clinical trials
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Background: HCV genotype 1 has been known to be the most

common and difficult to treat genotype worldwide under the treatment

of pegylated interferon and ribavirin. The enhanced antiviral activity

achieved by combining two direct-acting antiviral (DAA) agents,

daclatasvir and asunaprevir, has been studied and represent the

treatment of choice in this population. However, there is a lack of

real-world data of the treatment efficacy and safety of the combined

drug in Korean patients.

Methods: A total of 231 HCV genotype 1b patients treated with

daclatasvir 60 mg once daily and asunaprevir 100 mg twice daily for

24 weeks were retrospectively reviewed from 4 centers of the Gwang-

Ju/Jeon Nam province from August 2015 to October 2016. The

treatment efficacy (HCV RNA\25 IU/mL at post-treatment week 12

(SVR12)) of the combined treatment was the primary endpoint for the

analysis. Various clinical parameters including patient demographics,

Child–Pugh score, presence of baseline resistance associated variants

(RAV), HCV RNA, and adverse effects to treatment were analyzed.

Result: This study included 176 treatment-naı̈ve patients (76.2%), 43

nonresponders (18.6%), and 12 intolerable/ineligible (5.2%) patients

to previous treatment of pegylated interferon and ribavirin. The

presence for RAV at baseline was positive in 9 patients (3.9%) among

the tested 223 patients (96.5%). The proportion of patients with

SVR12 was 87.9% (87/99). Prominent alanine/aspartate aminotrans-

ferase increase ([ 200 U/L) was noted in 1 patient (0.4%). Fatigue

(9.1%), headache (4.8%), nausea (3.9%), asthenia (2.2%) and diar-

rhea (0.8%) were noted but did not lead to discontinuation of therapy.

The presence of RAV at baseline was predictive of lower SVR12 rates

(p\0.001). Patients with positive HCV RNA at week 8 of treatment

had a significant risk of not achieveing SVR12 (p = 0.030).

Conclusion: In HCV genotype 1b infected patients in Korea,

Daclatasvir plus asunaprevir is well tolerated and provide high sus-

tained virologic response. Presence of baseline RAV and positive

HCV RNA values at week 8 of treatment were predicting factors

related to poor treatment response. Further studies to validate these

findings were needed.

PP1695

Probable vertical transmission of HCV infection and successful
treatment of mother and son with 3D regimen

Sila Akhan1, Murat Sayan2, Ecem Vuslat Gunes1, Salih
Cakiroglu1

1Kocaeli University Medical Faculty, Izmit, Turkey; 2Kocaeli

University Medical Faculty PCR unit and Near East University

Research Center, Izmit, Turkey

Background: At present, routine antenatal hepatitis C virus (HCV)

screening is not recommended in pregnant women who do not have

known risk factors for HCV infection. The main reason was the lack

of effective treatment options to avoid mother-to-child transmission

during pregnancy or delivery. In the absence of universal HCV

screening, the vast majority of them remain undiagnosed. The situa-

tion has substantially changed with the advent of the newly available

treatment regimens based on very effective and well-tolerated direct-

acting antiviral agents (DAAs).

Methods: A 48-year-old woman was diagnosed with chronic hepatitis

C 11 years ago. At that time HCV RNA was positive but she did not

receive any treatment. Now with the new treatment options she came

again for the control to our Infectious Diseases policlinic. As we

controlled her 18 years old son and her husband for anti-HCV, we

found that her son is anti-HCV positive and HCV RNA as well. We

performed liver biopsy to both of them and revealed mothers biopsy

as grade 9 stage 3 and sons biopsy as grade 5 stage 3. HCV RNA of

the mother was 519,000 IU/mL, genotype 1 and ALT/AST levels

were 41/26 U/L. HCV RNA of the son was 5,210,000 IU/mL,

genotype 1 and ALT/AST levels were 18/18 U/L. For subtyping of

genotypes and philogenetic analyses the sequencing will be per-

formed via Beckman Coulter CEQ 8000 Genetic Analysis System and

the CEQ 8000 Genetic Analysis System Version 9 software (Beck-

man Coulter Inc., Brea, CA, USA).

Result: We began ombitasvir/paritaprevir/ritonavir + dasabuvir and

ribavirin treatment to both of them for 12 weeks. At the end of first

month therapy, HCV RNA levels were found negative in both of

them. But bilirubin levels of the son was high as 7.42 mg/dL (indirect:

5.5). We thought hemolytic anemia induced by ribavirin and stopped

ribavirin by him. At the end of second month therapy bilirubin was in

normal levels by him and HCV RNA were still negative in both of

them. Now the last month of mothers therapy continue with ribavirin

and her sons therapy without ribavirin.

Conclusion: Vertical transmission encompasses several potential

transmission routes from an infected woman to her newborn:

intrauterine, intrapartum, and postnatal. Presence of maternal HCV

viremia is a critical factor in mother-to-child transmission of HCV,

and maternal HIV coinfection is an important risk factor. Vertical

transmission risk appeared to be limited to infants of viremic mothers,

where it ranged from 5.8 to 10.8% depending on maternal HIV

coinfection. The rates are not very low, we think that screening

programs are very important.
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angioedema: a case report

Hasan Selcuk Ozger1, Omer Karasahin2, Emine Fusun
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Agency of Erzurum, Erzurum, Turkey; 4Dr. Ersin Arslan Training and
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Microbiology, Gaziantep, Turkey

Background: Ombitasvir/paritaprevir/ritonavir and dasabuvir (OTV/

PTV/r + DSV) combination is an active treatment option in the

chronic hepatitis C therapy for the naive and interferon experienced

genotype 1 cases. It is indicated that the treatment combination was

usually tolerated well and often non serious side effects were deter-

mined in the adult chronic hepatitis C cases. Most of the side effects

were tiredness, exhaustion, headache, nausea, pruritus, insomnia and

skin reaction. The side effect development’s increase is shown to be
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related with the extension of treatment duration, having cirrhosis, the

use of acid decreasing agents and ribavirin (RBV) combination. It is

stated that, by the treatment, serious adverse event frequency got

2.72% and the serious adverse event frequency causing to quit the

treatment got under 1.2%. The serious side effects related to the

treatment combination have been stated as pancreatititis, arthritis,

temporary cerebrovascular accident, dyspnea, hypoxia, sinus tachy-

cardia, ventriculer extrasystole, stomachache, anxiety, shivering

attacks. When the literature inputs are evaluated, on a non-cirrhotic

patient, angioedema development related with OTV/PTV/r + DSV

treatment is determined and shared for the first time.

Methods: A 18 year old woman outpatient having chronic hepatitis

C, appealed to the polyclinic for treatment. It was determined that the

patient used interferon and ribavirin combination in 2009 but was

given up the treatment 6 months later for having no response.

She didn’t have any other recognized desease, use of a regular drug

and allergy to drugs or food. There were no pathologic symptoms

determined in the physical examination of the patient who didn’t have

any active complaint. Laboratory analysis result was shown in Table

1. In the abdominal ultrasonography scan, acid and splenomegaly

wasn’t determined. Performing a liver biopsy was offered to the

patient but she didn’t accept so it couldn’t be done.

Result: By the existing symptoms, the patient was accepted to have

non-cirrhotic chronic hepatitis C. OBV/PTV/r (1 9 2 tablets) and

DSV (2 9 1 tablet) treatment was started. She appealed to the

polyclinic for having swell around the face and the eyes nearly 1 h

later from the treatment’s first doses. Angioedema diagnosis was

made and parenterally applied prednisolone and anti-histaminic

treatment and the drug therapy was quited.

Conclusion: ‘‘Serious Adverse Event’’ titled adverse event form was

prepared for the patient. After the evaluation made next day, it was

determined that the swell on the face and the orbital area started to

decrease but continued existing and prednisolone was reapplied and

was decided to continue the antihistaminic treatment. On the evalu-

ation made next week, angioedema scene is determined to regress

completely.
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Background: Data reported by WHO estimated the global prevalence

of HCV infection to be 2.2% and more than one million new case are

reported annually. Prevalence of HCV in Kuwait was found to be

0.8% among general population, with genotypes 4 and 1 being the

most common. We aimed to assess the early efficacy and safety of

ombitasvir/paritaprevir/ritonavir–dasabuvir (PrOD) with or without

Ribavirin in different patient populations infected with HCV GT1b

and GT4.

Methods: We retrospectively analyzed data of 19 chronic HCV

patients; 16 (84.2%) with GT4 and 3 (15.8%) with GT1b. They were

treated between December 2015 and May 2016. Patients infected with

GT1b were treated with ombitasvir/paritaprevir/ritonavir–dasabuvir

for 12 weeks regardless of the fibrosis stage, patients infected with

GT4 were treated with PrOD plus Ribavirin for 12 weeks in non-

cirrhotics and for 24 weeks in cirrhotics except for 2 patients with

ESRD who were treated for 24 weeks without Ribavirin, one patient

with CKD stage 4 not on dialysis was given Ribavirin 200 mg every

other day. Quantitative HCV-PCR was done before treatment, at week

4 and at week 12.

Result: This study included 19 Kuwaiti patients, 10 males (53%) and

9 females (47%), mean age 47.4 years (± SD 16.7), 10 treatment

experienced (53%) and 9 treatment naı̈ve (47%), 3 patients with GT1b

(16%) and 16 patients GT4 (84%), 6 patients with BMI[30 (31%),

median fibrosis score of 6 kPa, 6 patients with fibrosis score [F3

(31%), median viral load 5.96 logs, with median values of ALT 23

IU/L, AST 36 IU/L, Bilirubin 13 lmol/L, GGT 25 IU/L, platelets 243

(9109), Hemoglobin 125 g/L, Albumin 37.1 g/L, Glucose 5.4 mmol/

L and Alkalin phosphatase 73 IU/L. Two patients were treated with

PrOD (11%), 14 patients were treated with PrOD + Ribavirin (73%),

and 3 patients were treated with PrOD + Dasabuvir (16%). 17 patients

finished more than four weeks of treatment and all of them had

undetectable viral load at week 4 (100%), 5 patients finished treat-

ment and all of them had undetectable viral load and end of treatment

(100%). 12 patients (63%) did not report and side effect during

treatment while 6 patients (32%) experienced one minor adverse

event in the form of, fatigue, itching or headache, 2 patients (10%)

experienced flare of transaminases up to 3 folds of their baseline and

required no intervention with spontaneous normalization, one patient

(5%) developed mild skin rash and responded well to local steroids.

We did not report any serious adverse events or any discontinuation

of treatment.

Conclusion: Early experience with ombitasvir/paritaprevir/ritonavir

and PrOD plus or minus ribavirin in patients with chronic hepatitis C

GT1b and GT4 showed good efficacy and safety even in elderly

patients, patient with CKD on dialysis, post renal transplantation and

with patients with hemophilia, more data are required especially for

patients with genotype 4.
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Background: Chronic hepatitis C virus (HCV) associated with end

stage liver disease is still a major cause of liver-related mortality

worldwide, since currently approximately 25% of primary hepato-

cellular carcinomas (HCC) and 25% of liver cirrhosis are due to

chronic hepatitis C (CHC).

NS5B RNA-polymerase inhibitor sofosbuvir was approved for the

treatment of HCV-infection in conjunction with daclatasvir.

Methods: Evaluation of fibrosis markers and liver stiffness mea-

surement (FibroScan�) in 100 patients treated with sofosbuvir and

daclatasvir

Result: Antiviral therapy resulted in a biochemical and virological

response within 4 weeks. Sustained virological response rate at

12-week follow-up (SVR12) was 96%; there was a significantly

decrease from baseline to 12-week post-treatment follow-up in

fibrosis markers p = 0.005) and FibroScan (p = 0.006) measure-

ments, indicating improvement of the dynamics of liver fibrosis.

Conclusion: We observed a rapid decrease in non-invasive fibrosis

markers and FibroScan in hepatitis C-infected patients receiving

sofosbuvir and daclatasvir treatment. These initial results need to be

histologically confirmed by liver biopsy in the future.
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Background: Sofosbuvir is hepatitis C virus (HCV) NS5B poly-

merase inhibitor that is approved for the treatment of HCV. This study

was aim to comprehensively compare the efficacy and safety of

Sofosbuvir for the treatment of chronic HCV genotype 2 and 3

infections.

Methods: The Cochrane Library, PubMed and Web of Science

database were conducted using ‘‘sofosbuvir’’ as the search term. Only

RCTs that compared the efficacy and safety of Sofosbuvir regimen for

the treatment of chronic HCV genotype 2 and 3 infection were

included. The ClinicalTrials.gov website was selected as the primary

data source. The primary end point was a sustained virologic response

at 12 weeks (SVR12) after therapy.

Result: Fourteen studies comprising 3251 patients were included.

The criterion for a SVR12 was met in 2731 of 3251 patients (84.0%;

95% confidence interval [CI]: 82.7–85.2). Treatment duration did not

have great difference in SVR12 rate (85.2% for 12 weeks vs. 83.2%

for 24 weeks, P[ 0.05). But the rate of SVR24 for 24 weeks group

was 93.2% (95% CI 81.3–98.6), which was superior to the rate of

76.9% (95% CI 74.5–79.1) in the sofosbuvir therapy treatment of 12

weeks group. Treatment regimen also had great difference in SVR12

rate. The rate of SVR12 in the sofosbuvir-velpatasvir group (92.6%,

95% CI 90.9–94.1) and the sofosbuvir-daclatasvir group (90.4%, 95%

CI 82.6–95.5) were superior to the sofosbuvir-ribavirine group

(79.1%, 95% CI 77.2–80.8) and the sofosbuvir-ledipasvir group

(82.2%, 95% CI 73.3–89.1). The criterion for AEs and SAEs was met

in 2374 of 2674 patients (88.8%, 95% CI 87.6 -90.0) and 107 of 2717

patients (4.0%, 95% CI 3.2–4.7).

Conclusion: Therapy with sofosbuvir was effective and safety in

patients with HCV genotype 2 or 3 infection, and SVR24 rate was

higher in patients with longer treatment duration.
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Background: Elevated serum alpha-fetoprotein (AFP) levels are not

uncommon in patients with chronic hepatitis C without hepatocellular

carcinoma (HCC). High AFP level has been identified as a risk factor

for the development of HCC in chronic hepatitis C patients. Aim: To

evaluate the impact of DAA (ombitasvir/paritaprevir/ritonavir +

dasabuvir ± ribavirin) within Abbvie compasionate use program on

the serum AFP in patients with CHC genotyp 1.

Methods: We assessed the AFP serum concentration before therapy

(Start), at the end of the treatment (EOT) and 12 weeks after treatment

(SVR) in 17 patients with CHC genotype 1. We used Spearman’s rank

to assess correlation. All p\ 0.05 were considered to be statistically

significan17 patients with CHC genotype 1 were subjects to AFP

measurement before therapy (baseline), at the end of the treatment

(EOT) and 12 weeks after treatment (SVR).

Result: We observed the decline of AFP in most (16/17) patients

treated with DAA, with mean baseline-22.4 ng/mL, EOT-7.9 ng/mL,

SVR-6.1 ng/mL. There was statistically significant (p\0.05) decline

of AFP in patients with baseline AFP level [10.0 ng/mL, with the

mean values-37.9 ng/mL, EOT-12.4 ng/mL, SVR-8.8 ng/mL (Table

1.). Also ALT serum activity decline was significant (p \ 0.05) at

baseline-126.5 U/L, EOT–31.0 U/L, SVR–32.0 U/L. Decline of liver

stiffness in the Fibroscan (kPa) was noticed, but not statistically

significant (p[0.05), with mean baseline 24.0, EOT–18.0, SVR–20.0

(Table 2.). We have confirmed a positive correlation of AFP/ALP and

AFP/liver stiffness Fibroscan (kPa) value (r = 0.66), (r = 0.53)

respectively

Conclusion: DAA therapy with ombitasvir/paritaprevir/ritonavir ±

dasabuvir ± ribavirin reduces serum AFP levels. Significant reduction

of serum AFP level by DAA-based therapy in CHC patients may be

related to inhibiting/reducing inflammations (correlations with ALT)

and fibrosis (correlations with Fibroscan). The impact of the reduction

of the concentration of AFP after successful treatment DAA on the

development of HCC requires close and long-term monitoring of the

affected patients.
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Background: With the advent of all oral direct-acting antivirals

(DAAs) for chronic hepatitis C, high cure rates are now achievable

across all genotypes. However, the immense cost of these drugs limit

their accessibility in many countries including Singapore. We sought

to evaluate how PEG/Riba could fit into our treatment algorithm.
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Methods: We retrospectively analysed a series of 75 chronic hepatitis

C patients treated with PEG/Riba from 2009 to 2015. There were 52

males (69.3%) and 23 females (30.7%) of which, 30 patients (40%)

were genotype 1 (G1), 39 patients (52%) were genotype 3 (G3) and

the remaining 6 patients (8%) had genotypes 2, 4 and 6. The overall

SVR (sustained virologic response) rates of G1 and G3 patients were

60 and 76.9% respectively.

Result: 10 patients (13.3%) were HIV co-infected. G1 co-infected

patients (n = 3) had significantly lower SVR rates compared to the

mono-infected population (33.3 vs 62.9%, p = 0.961) whereas G3 co-

infected patients (n = 6) had similar SVR rates compared to the

mono-infected population (83.3 vs 75.7%, p = 0.961). RVR (rapid

virological response) was achieved in 8 out of 30 G1 patients (26.6%)

and these patients had a 75% SVR rate. SVR for G1 patients without

RVR was 54.5% (p = 0.001). In G3 patients, RVR was attained in 26

out of 39 patients (66.6%) and 84.6% of these patients achieved SVR

as opposed to 61.5% for those without RVR (p = 0.001). A fibroscan

score of 14 best differentiated sustained respondees from treatment

failures (SVR 80.3 vs 45.8%, p = 0.002). Logistic regression analysis

of Fibroscan score of 14 and RVR was done. Our data showed that a

Fibroscan score of 14 was a better predictor of SVR (aOR 4.74, 95%

CI 1.59–14.14, p = 0.005) compared to RVR (aOR 2.91, 95% CI

0.98–8.64, p = 0.054).

Conclusion: This is the first report on SVR rates for mono- and co-

infected chronic hepatitis C patients treated with PEG/Riba from

Singapore. Our results suggest that PEG/Riba may still have a role in

treating G3 and possibly G1 mono-infected patients who are inter-

feron eligible, have cost constraints and achieve RVR. Treatment can

be stopped at week 5 if RVR is negative with DAAs then be con-

sidered. HIV co-infected G1 patients should opt for DAAs given their

dismal response whereas co-infected G3 patients may undergo a trial

of PEG/Riba with very decent SVR rates of 83.3%. In addition, cir-

rhotic patients with fibroscan scores C14 will be better treated with

the DAAs directly.
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Background: Sofosbuvir a direct acting antiviral, has revolutionized

the treatment of hepatitis C. However data is scarce about its efficacy

in decompensated cirrhosis. We evaluated the efficacy of Sofosbuvir

plus Ribavarin inHCV related decompensated cirrhosis.

Methods: Consecutive patients of HCV related decompensated cir-

rhosis with detectable HCV RNA were treated with 24 weeks course

of Sofosbuvir (400 mg) plus weight based Ribavarin. SVR and CTP

scores were assessed at 36 weeks (i.e.12 weeks after treatment

completion).

Result: A total of 47 patients were included [median age 50 (range

29–82) years]; of them 38 (81%) patients were treatment naive and 9

(19%) were treatment experienced (6 failures and 3 intolerants).

Genotype distribution was as follows: Geno-1 in 10 (21%), Geno-2 in

1 (2%), and Geno-3 in 36 (77%). All patients had decompensated

cirrhosis with a median CTP of 8 (range 7–12) and median MELD of

13(range 6–25). The median HCV RNA level was 4.4 9 10 5 (range

3.4 9 10 1–9.1 9 10 6) IU/mL. The 24-week course of sofosbuvir

plus ribavarin could be completed in 36 patients, while 10 died before

completion of therapy and in 1 patient the therapy had to be stopped

because of adverse effects. Of 36 who completed therapy, ETR could

be achieved in 34 (94%). Of these 34 with ETR, 27 could achieve

SVR, while 7 could not chieve SVR and 3 died before SVR assess-

ment. The genotype distribution in SVR achievers was similar to

baseline. Thus according to per-protocol analysis, of 34 patients who

completed the therapy and survived up to SVR assessment, 79% (27/

34) could achieve SVR. While according to intention-to-treat analy-

sis, of 47 patients who started treatment, only 57% (27/47) could

achieve SVR. There was a significant improvement in mean CTP

score in patients who achieved SVR (p \ 0.01) compared to those

who did not achieve SVR/ETR. Patients who had died had high

baseline CTP scores.

Conclusion: A 24-week course of sofosbuvir plus ribavarin in

decompensated HCV cirrhosis can lead to SVR in 79% of patients

leading to significant improvement in CTP score. However, therapy

needs to be started early so that patients do not die during the therapy.
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Background: A combination of two direct-acting antiviral agents,

ombitasvir (ABT-267) a NS5A inhibitor and paritaprevir (ABT-450)

a NS3/4A protease inhibitor with ritonavir an antiretroviral drug has

approved for treatment of chronic hepatitis C virus genotype 4 as

(Technivie). Many studies have evaluated the safety and efficacy of

this combination in previous clinical trials with dasabuvir and rib-

avirin. We’ll review the safety and efficacy of (ombitasvir,

paritaprevir and ritonavir) as a fixed dose in combination with rib-

avirin (RBV) in chronic HCV genotype 4

Methods: We performed electronic searching for the following

databases PubMed, SCOPUS, Web of knowledge, Clinical trials

registry (clinicaltrials.gov) and Cochrane CENTRAL using the rele-

vant keywords. Studies were screened according to appropriate

eligibility criteria and data were extracted to online extraction form.

Quality assessment was done using the risk of bias tool (ROB) for

clinical trials conducted in Cochrane handbook. We reported the

efficacy indicators, SVR12 and SVR4 and safety indicators with the

reported adverse events.

Result: Three randomized, open-labeled studies (N = 415) are

included. Due to significant heterogeneity between studies arms, we

did a systematic review of the safety and efficacy outcomes with

meta-analysis of proportions for efficacy outcomes of the combination

of the three drugs with RBV. The pooled effect size event rate (ER) of

SVR12 is 0.971 with CI [0.921–0.990] P = 0.000 and SVR4 was

reported in two studies only (PEARL I and AGATE I) with pooled

effect size 0.973 with CI [0.91–0.992] P = 0.000. According to safety

outcomes, we reported pooled effect size as event rate (ER) of any

adverse events (TEAEs) 0.831 CI [0.757–0.886], serious adverse

events 0.048 CI [0.02–0.11], Headache 0.28 CI [0.21–0.36], Fatigue

0.188 CI [0.129–0.266] and Pruritus 0.087 CI [0.047–0.154].

Conclusion: A regimen of ombitasvir, paritaprevir plus ritonavir with

ribavirin achieved high sustained virological response rates at 4 and
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12 weeks. In addition, it was generally well tolerated in chronic HCV

genotype 4 patients.

Forrest plot of meta-analysis of proportions for the sustained viral

response (SVR12) weeks.

Forrest plot of MA of proportions for the sustained viral response

(SVR4) Weeks.
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Background: Besides regulating lipid metabolism, statins have gar-

nered considerable interest with antiviral and antineoplastic

properties. With statins using in chronic hepatitis C (CHC) patients,

the potential benefit is not well described. This meta-analysis was

conducted to quantificationally assess the efficacy of statins in

improving the therapeutic effect and prognosis of patients with CHC.

Methods: We searched electronic databases for relevant studies

comparing the course of benefit in CHC patients with statins versus

without. Risk estimates were pooled to assess the association of sta-

tins use with sustained virological response (SVR) and prognosis of

CHC patients.

Result: Twenty-three studies fulfilled the inclusion criteria. Meta-

analysis of 16 homogeneous studies showed that SVR rate increased

by 31% (RR = 1.31; 95% CI 1.23–1.39) in 12,791 CHC patients with

statins as an adjuvant under the general antiviral therapy, compared to

those without this adjuvant therapy. Moreover, meta-analysis of seven

studies suggested that statins was beneficial on several specific poor

outcomes of CHC patients (RR = 0.49; 95% CI 0.42–0.56). CHC

patients with statin use were found to be inversely associated with a

55% reduced risk of hepatocellular carcinoma (RR = 0.45; 95% CI

0.36–0.57) and 53% reduced risk of cirrhosis (RR = 0.47; 95% CI

0.33–0.67), as well as, 44% reduced risk of mortality (RR = 0.56;

95% CI 0.46–0.69). However, significant heterogeneity and publica-

tion bias were present in some of our analyses.

Conclusion: Beneficial effects of statins use were found in the ther-

apy and prognosis of CHC patients under standard regimens. Further

prospective studies are still needed to confirm these benefits.
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The efficacy of 12 weeks of sofosbuvir, daclatasvir and ribavirin
in treating hepatitis c patients with cirrhosis, genotypes 1 and 3

Shahin Merat1, Hossein Poustchi1, Amir Houshang Sharifi1,
Arghavan Haj-Sheykholeslami 1, Babak Fattahi1, Alireza
Nateghi1, Reza Malekzadeh1

1Tehran University of Medical Sciences, Tehran, Iran

Background: The combination of sofosbuvir and daclatasvir can be

used for treating all genotypes of hepatitis C. The combination of both

drugs in a single tablet has been first available in Iran and is being

tested in this study.

Methods: 100 subjects with hepatitis C and cirrhosis from all geno-

types were included in the study. Subjects were treated with one tablet

of sofosbuvir/daclatasvir daily and weight-based ribavirin—(1000 mg

if less than 75 kg or 1200 mg if 75 kg or over) for 12 weeks. Response

to treatment was assessed 12 weeks after the end of treatment with a

sensitive assay (SVR12)

Result: One patient developed increased creatinine level following

severe diarrhea and gastroenteritis. As increased creatinine is a con-

traindication to both sofosbuvir and ribavirin this patient was

excluded from the study. Two patients died from unrelated reasons

(perforated duodenal ulcer and sepsis following IV drug abuse in an

HIV patient). Five other patients were lost to follow-up and 92 fin-

ished the study. Among the patients who finished the study 90

achieved SVR12 (98%, per-protocol, 90% intention-to-treat). None of

the patients reported any side effects. From the 100 original patients

55 were genotype 1, 42 genotype 3, and one genotype 4. The geno-

type of two patients is unknown. One of the two patients not

achieving SVR12 was genotype 1, the other genotype 3.

Conclusion: The fixed-dose combination drug of sofosbuvir and

daclatasvir given together with weight-base ribavirin for 12 weeks is

extremely effective in treating HCV patients with genotypes 1 and 3

and cirrhosis.

PP1706

Is insulin resistance improved by HCV viral clearance by DAA?

Chien-hao Huang1, Wen-juei Jeng1,2, Wei Teng1, Yi-Chung
Hsieh1, Wei-Ting Chen1, Yi-Cheng Chen1, Shi-Ming Lin1, Chun-
yen Lin1,2, I-Shyan Sheen1,2

1Division of Hepatology, Department of Gastroenterology and

Hepatology, Chang-Gung Memorial Hospital, Linkou Medical

Center, Taoyuan; 2Chang-Gung University, College Of Medicine,

Taiwan, Taoyuan

Background: Chronic hepatitis C is associated with an increased

prevalence of insulin resistance (IR), which might result from liver

disease, metabolic factors, or the hepatitis C virus (HCV) itself.

Successful eradication of HCV appears to prevent de novo develop-

ment of insulin resistance and DM. HOMA-IR is, as a surrogate

marker of resistance. Conjeevaram HS (Gastroenterol 2011) reported

resolution of HCV infection by PR results in sustained improvements

in the HOMA-IR index, suggesting that HCV could have a direct role

in the pathogenesis of insulin resistance. However, the improvement

of IR after viral clearance is controversial.

Methods: There are 12 patients received DAA and achieved SVR12.

There were 35 age-matched patients achieved SVR24 by pegylated-

interferon and ribavirin (PR). Twenty NR to PR treatment were also

included. HbA1c, glucose AC, insulin, HOMA-IR, total-cholesterol,

triglyceride, high density of lipoprotein and low density of lipoprotein

were tested before treatment, at the end of treatment and at the end of

24 weeks follow-up. Quantitated HCV-RNA was determined by

COBAS� AmpliPrep/COBAS� TaqMan� HCV Quantitative Test,

v2.0. Statistics used student’s t test, Chi square test and paired Stu-

dents t test.

Result: In the DAA group (Table 1), before treatment and end of

treatment (EOT), HbA1c were 5.7 ± 0.7 vs. 5.5 ± 1.0, p = 0.291;

glucose AC was 101 ± 35 vs. 102 ± 28, p = 0.902; insulin was 11.1

± 8.6 vs. 11.0 ± 7.5, p = 0.869; HOMA-IR was 3.4 ± 4.4 vs. 3.2 ±

3.2, p = 0.678. In the PR with SVR group (Table 2), before treatment

and end of treatment (EOT), 5.9 ± 0.6 vs. 7.6 ± 13.1, p = 0.452;

glucose AC was 96 ± 17.6 vs. 100 ± 24.5, p = 0.331; insulin was 8.2

± 3.7 vs. 8.4 ± 4.1, p = 0.673; HOMA-IR was 2.0 ± 1.1 vs. 2.2 ±

1.2, p = 0.360. In the PR with NR group (Table 3), before treatment

and end of treatment (EOT), 5.9 ± 0.9 vs. 5.1 ± 0.8, p = 0.452;

glucose AC was 102 ± 24 vs. 104 ± 28, p = 0.331; insulin was 13.0

± 7.0 vs. 13.8 ± 7.6, p = 0.580; HOMA-IR was 3.3 ± 2.1 vs. 3.5 ±

2.1, p = 0.564.

Conclusion: Irrespective of using DAA or PR, viral eradication or

not, did not improve insulin resistance in our study.
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Fatigue severity scores (FSS) and SF-36 patient-reported
outcomes (PROs) in Asian interferon/ribavirin intolerant/
ineligible patients from Mainland China who received daclatasvir
+ asunaprevir for the treatment of HCV genotype 1b infection

Gail Wygant1, Ling Mo2, Michelle Treitel1, Yue Zhao1

1Bristol-Myers Squibb, Princeton, NJ, USA; 2Bristol-Myers Squibb,

Shanghai

Background: The safety and efficacy of daclatasvir (DCV) +

asunaprevir (ASV) in HCV genotype 1b-infected Asian patients who

are IFN/RBV intolerant/ineligible was demonstrated in a recent phase

3 study; we report fatigue severity scores (FSS) and SF-36 patient-

reported outcomes (PROs) in the patients from mainland China

enrolled in this study.

Methods: Patients received DCV 60 mg once daily + ASV 100 mg

soft-gel capsule twice daily for 24 weeks. The FSS (a 9 question

survey utilizing a 7 point Likert scale; higher scores indicate greater

fatigue) and SF-36 (9-domain generic health assessment including a

physical [PCS] and mental component [MCS] summaries; higher

scores represent higher quality of life [QoL]) were completed at

baseline, every fourth treatment week, and follow-up (FU) weeks 4,

12 and 24.

Result: A total of 127/159 patients (80%) who received treatment

were from mainland China; the majority of patients were female (n =

82 [65%]), non-cirrhotic (n = 85 [67%]) and had a median age of 54

years (range, 20–70 years). Treatment was completed by 118 patients

(93%), and 116 patients (91%) achieved sustained virologic response

at FU week 24 (SVR24). Treatment was generally well-tolerated. The

overall FSS scores in patients from mainland China did not change

from baseline to FU week 24 (p = 0.25; table); a slight numeric

improvement relative to baseline in the median FSS score among

those with SVR24 and a slight worsening in those without SVR24

were observed, however, these changes were not statistically signif-

icant (p = 0.11 and 0.14, respectively; table). The difference in the

change from baseline FSS values to FU week 24 between patients

with/without SVR24 was not significant (p = 0.10). Median SF-36

PCS and MCS change scores indicated a non-significant improvement

in QoL from baseline to FU week 24 (overall, and patients both with/

without SVR24, table); mean SF-36 PCS and MCS scores in patients

with SVR24 (1.04 [SE, 0.64] and 2.23 [SE, 0.84], respectively) were

higher than the values in all patients from mainland China combined

(0.99 [SE, 0.63] and 2.03 [SE, 0.80], respectively), while mean scores

in patients without SVR24 were lower (0.40 [SE, 3.03] and -0.28 [SE,

2.88], respectively). The difference in the distribution of change from

baseline SF-36 PCS and MCS values to FU week 24 between patients

with/without SVR24 were not significant (p = 0.98 and 0.79,

respectively). Findings in patients from mainland China were com-

parable with the overall study population (N = 159 including patients

from Korea and Taiwan).

Conclusion: FSS and SF-36 demonstrated that patients maintained

consistent QoL from baseline to FU week 24 after receiving DCV +

ASV for 24 weeks for the treatment of HCV genotype 1b infection.

PP1708

Patient reported outcomes in IFN/ribavirin intolerant/ineligible
Asian patients from Mainland China receiving daclatasvir +
asunaprevir for the treatment of HCV genotype 1b infection

Gail Wygant1, Ling Mo2, Michelle Treitel1, Yue Zhao1

1Bristol-Myers Squibb, Princeton, NJ, USA; 2Bristol-Myers Squibb,

Shanghai

Background: The safety and efficacy of daclatasvir (DCV) +

asunaprevir (ASV) in HCV genotype 1b-infected Asian patients who

are IFN/RBV intolerant/ineligible was demonstrated in a recent phase

3 study; we report the impact of treatment on quality of life scores

(QoL), assessed by the EQ-5D-3L questionnaire, in patients from

mainland China enrolled in this study.

Methods: Patients received DCV 60 mg once daily + ASV 100 mg

soft-gel capsule (equivalent to 200 mg tablet) twice daily for 24

weeks. The EQ-5D-3L questionnaire was completed at baseline,

every fourth treatment week, and follow-up (FU) weeks 4, 12 and 24.

Descriptive statistics for EQ-5D-3L scores (utility dimensions scored

0–1 and visual analogue scale [VAS] scored 1–100; higher scores

represent higher QoL) were calculated and stratified by the presence

of sustained virologic response at FU week 24 (SVR24).

Result: A total of 127/159 patients (80%) who received treatment

were from mainland China; the majority of patients were female (n =

82 [65%]), non-cirrhotic (n = 85 [67%]) and had a median age of 54

years (range, 20–70 years). Treatment was completed by 118 patients

(93%), and 116 patients (91%) achieved sustained virologic response

at FU week 24 (SVR24). Treatment was generally well-tolerated. In

patients from mainland China, median EQ-5D-3L utility scores

remained unchanged from baseline through FU week 24 (all patients

and patients stratified by SVR24/non-SVR24; table). The nominal

numeric improvement in mean EQ-5D-3L utility scores at FU week

24, relative to baseline, was higher in patients with SVR24 (0.02 [SE,

0.01]) than the overall population (0.01 [SE, 0.01]) and the worsening

of score in patients without SVR24 (-0.05 [SE0.03]). The difference

in the change from baseline EQ-5D-3L utility scores to FU week 24

between patients with/without SVR24 was significant (p = 0.05). The

EQ-5D-3L VAS score significantly (p \ 0.01) improved from base-

line to FU week 24 in all patients from mainland China and in those

with SVR24; the median change scores from baseline to FU week 24

in patients without SVR24 was less obvious (p = 0.98; table). The

mean change from baseline score were higher in patients with SVR24

(5.81 [SE, 1.84]) than in all patients from mainland China (5.44 [SE,

1.72]) and those patients without SVR24 (1.20 [SE, 3.88]). The dif-

ference in the change from baseline EQ-5D-3L utility scores to FU

week 24 between patients with/without SVR24 was not significant (p

= 0.30). Findings in patients from mainland China were comparable

with the overall study population (N = 159 including patients from

Korea and Taiwan).

Conclusion: EQ-5D-3L assessments indicated that patients from

mainland China maintained (from baseline) at least consistent EQ-
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5D-3L utility scores and most patients experienced statistically sig-

nificant improvements in EQ-5D-3L VAS scores after 24 weeks of

DCV + ASV treatment.

PP1709

GARNET: 98% SVR rates following eight-week treatment
with ombitasvir/paritaprevir/ritonavir + dasabuvir for patients
with HCV genotype 1b infection without cirrhosis

Tania Welzel1, Stefan Zeuzem1, Emily O. Dumas2, Tarik
Asselah3, David Shaw4, Rawi Hazzan5, Xavier Forns6, Tami Pilot
Matias2, Wenjing Lu2, Daniel E. Cohen2, Jordan Feld7

1J. W. Goethe University, Frankfurt, Germany; 2AbbVie Inc.,

Frankfurt, Germany;3Centre de Recherche sur l’Inflammation, Inserm

UMR 1149, Université Paris Diderot, AP-HP Hôpital Beaujon,

Clichy, France; 4Royal Adelaide Hospital, Adelaide, Australia;
5Ha’emek Medical Center, Afula, Israel; 6Liver Unit, Hospital Clinic,

CIBEREHD, IDIBAPS, Barcelona, Spain; 7Toronto Centre for Liver

Disease, University of Toronto, Toronto, Canada

Background: Ombitasvir (OBV), paritaprevir co-administered with

ritonavir (PTV/r, identified by AbbVie and Enanta), and dasabuvir

(DSV) comprise the 3 direct-acting antiviral regimen OBV/PTV/r +

DSV approved for hepatitis C virus (HCV) genotype (GT) 1 infection.

Previous data reported high rates of sustained virologic response

(HCV RNA \ LLOQ; SVR) at post-treatment week 12 (SVR12)

following 8 and 12 weeks of OBV/PTV/r + DSV treatment with and

without ribavirin, respectively. This is the first study evaluating an

8-week treatment duration of OBV/PTV/r + DSV without ribavirin in

HCV GT1b-infected patients without cirrhosis.

Methods: GARNET is a multicenter, open-label, single-arm study

investigating the safety and efficacy of an 8-week treatment duration

of once-daily OBV/PTV/r (25/150/100 mg) + twice-daily DSV (250

mg) in treatment-naı̈ve patients with chronic HCV GT1b infection

without cirrhosis. Safety and rates of SVR12 (HCV RNA \ 15 IU/

mL) are reported.

Result: The study enrolled 166 patients across 20 sites. Select

baseline demographics, safety, and laboratory abnormalities are pre-

sented in Table 1. In total, 162/166 (98%) patients achieved SVR12.

One patient discontinued treatment on day 32 due to non-compliance

and did not achieve SVR12. Three patients experienced virologic

failure. One patient relapsed at post-treatment week 4, and a second

patient relapsed at post-treatment week 12; the third patient experi-

enced on-treatment breakthrough and was later found to be infected

with GT6 at baseline. Thus, excluding patients with non-GT1b

infection and non-virologic failure, the SVR12 rate was 99% (160/

162). One patient discontinued treatment on day 45 due to Grade 3

hyperbilirubinemia which was considered possibly related to study

drug; the hyperbilirubinemia resolved and the patient went on to

achieve SVR12. The majority of AEs were mild in severity, and the

most common AEs were headache (21%) and fatigue (17%). Grade 3

lab abnormalities were rare (\1%).

Conclusion: High SVR12 rates were demonstrated in patients with

HCV GT1b infection without cirrhosis following 8-week, ribavirin -

free treatment with the OBV/PTV/r + DSV regimen. Treatment was

well-tolerated, with most AEs being mild in severity. Final SVR24

data will be presented at the meeting.

PP1710

Factors associated with continuous ALT elevation even after viral
eradication using direct-acting antiviral therapy

Koichi Honda1, Masataka Seike1, Mizuki Endo1, Masao Iwao1,
Masanori Tokoro1, Mie Arakawa1, Junya Oribe1, Kazunari
Murakami1

1Department of Gastroenterology, Faculty of Medicine, Oita

University, Oita, Japan

Background: Oral direct-acting antiviral (DAA)-based therapy for

treatment of hepatitis C has dramatically improved the treatment

outcomes of patients. However, some cases show continuous alanine

transaminase (ALT) elevation even after viral eradication. We

explored the factors associated with a biochemical non-response

among sustained virologic response (SVR) cases.

Methods: We enrolled 203 hepatitis C patients who received inter-

feron free therapies with DAAs and achieved viral eradication. There

were 98 men and 105 women of median age 72 years; 90 patients with

genotype 1b virus received sofosbuvir plus ledipasvir, 68 with

genotype 1b received daclatasvir plus asunaprevir, and 45 with

viruses of genotypes 2a and 2b received sofosbubir plus ribavirin.

Biochemical non-responders were defined as patients exhibiting

continuous ALT elevation (over 30 U/L) even after viral eradication.

We performed logistic regression analysis to identify factors associ-

ated with a biochemical non-response.

Result: Continuous ALT elevation were observed in 31 patients

(15.3%); of these, 6 who had other apparent causes of ALT elevation

(alcohol consumption or a fatty liver) were excluded from analysis.

Of the 25 remaining biochemical non-responders, 12 were men and
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13 were women (median age 70 years; range 59–84 years). All

patients aged B55 years (n = 24) achieved biochemical response. In

univariate analysis, levels of gamma-glutamyltransferase (c-GTP),

alanine-serine transaminase (AST), ALT, type IV collagen, Mac-2

binding protein glycosylation isomer (M2BPGi), and the AST platelet

ratio index (APRI) were associated with a continuous ALT elevation

after viral eradication. In multivariate analysis, type IV collagen level

was a significant predictor of a continuous ALT elevation (odds ratio,

1.009; 95% confidence interval 1.001–1.015; p = 0.034).

Conclusion: Some patients, particularly the elderly, exhibit contin-

uous ALT elevation even after DAA therapy. The type IV collagen

level usefully predicted a biochemical non-response. Future long-term

follow-up of biochemical non-responders is required to confirm the

long-term changes in ALT level.

PP1711

The impact of interferon-free sofosbuvir-based treatment
on virological response and fibrosis regression in HCV infected
patients with cirrhosis in South China

Junwei Liu1, Guosheng Yuan1, Chengguang Hu1, Huaping
Huang1, Shuai Yuan2, Yi-ping Li3, Yuanping Zhou1

1Department of Infectious Diseases, Nanfang Hospital, Southern

Medical University, Guangzhou; 2Clinical Laboratory, Nanfang

Hospital, Southern Medical University, Guangzhou; 3Institute of

Human Virology and Key Laboratory of Tropical Disease Control of

Ministry of Education, Zhongshan School of Medicine, Sun Yat-sen

University, Guangzhou

Background: To evaluate the antiviral efficacy of sofosbuvir (SOF)

plus ledipasvir (LED) or daclatasvir (DCV) with or without ribavirin

(RBV) for treating chronic hepatitits C (CHC) patients with cirrhosis,

and to assess regression of fibrosis after direct-acting antivirals

(DAAs) treatment.

Methods: In this perspective cohort study, 136 CHC patients with

cirrhosis who received SOF-based treatment were recruited, of whom

91 were deemed eligible and finally enrolled. Treatment involved

SOF/LED (n = 13), SOF/LED/RBV (n = 27), SOF/DCV (n = 15),

SOF/DCV/RBV (n = 30) or SOF/RBV (n = 6) for 12 weeks or 24

weeks. All participants were followed-up for at least 12 weeks after

treatment. Cirrhosis was diagnosed based on histology, transient

elastography (stiffness values C12.5 kPa) or clinical evidences of

liver cirrhosis. The end point of primary efficacy was sustained

virological response at 12 weeks post treatment (SVR12). Transient

elastography (TE) were recorded, and aspartate aminotransferase

(AST) to Platelet Ratio Index (APRI) and Fibrosis 4 score (FIB-4)

were calculated before and after treatment.

Result: Among the 91 cirrhosis patients [64.8% with Child–Pugh-A

(CP-A); 35.2% with Child–Pugh-B/C (CP-B/C)] received treatment

with DAAs, 53.8% had HCV Genotype 1b (GT 1b), 11.0% GT 2a,

12.1% GT 3, 16.5% GT 6a, and 6.6% unclear of genotype. With a

mean follow-up time of 37.27 ± 8.99 weeks, 82 of 91 (90.1%)

achieved SVR12. However, SVR12 was markedly low in HCV GT3

patients (6 of 11, 54.5%) compared to that of non-GT3 patients (71 of

74, 95.9%) (X = 14.70, p\0.001). Significant improvements in liver

fibrosis were observed in all 3 non-invasive tests: median TE, APRI

and FIB-4 values decrease from 17.8 kPa, 1.35 and 3.63 at baseline to

12.1 kPa (Z = -7.77, p\0.001), 0.56 (Z-6.86, p\0.001), and 2.51

(Z = -4.89, p\0.001), respectively, at 12 weeks post treatment. In

subgroup analyses, median TE decreased from 17.1 kPa to 9.6 kPa (Z

= -5.986, p\0.001) in CP-A, and from 28.2 kPa to 21.7 kPa (Z =

-4.937, p \ 0.001) in CP-B/C. During follow-up period, 3 of 91

(3.2%) developed hepatocellular carcinoma, 1 died of severe eso-

phageal varices bleeding after achieving SVR12.

Conclusion: All-oral SOF-based therapies with or without Ribavirin

have high antiviral efficacy in CHC patients with cirrhosis in South

China, especially those with HCV non-GT3 infection. Also, these

therapies indicated the good probability of regression of fibrosis,

regardless of Child–Pugh grade. This study was supported by the

Grants from NSFC (Nos. 81470856 and 31470263)
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Paritaprevir/ritonavir/ombitasvir – dasabuvir (PrOD) with
or without ribavirin treatment in hemodialysis patients
with chronic hepatitis C virus infection: case reports

Orhan Yildiz1, Bilgehan Aygen1, Selma Gokahmetoglu 2, Zeynep
Tore1, Sinem Baltaci1, Tugba Tok1

1Department of Infectious Diseases, Faculty of Medicine, Erciyes

University, Kayseri, Turkey; 2Department of Microbiology, Faculty

of Medicine, Erciyes University, Kayseri, Turkey

Background: Interferon (IFN)-based therapies have been a standard

antiviral therapy of the hemodialysis patients infected with hepatitis C

virus. However, the efficacy of interferons have been unsatisfactory

for these patients. Although oral direct-acting antiviral agents (DAAs)

have recently become available. In the RUBY-1 trial, investigators

treated HCV-infected patients on hemodialysis, with a 12-week reg-

imen of paritaprevir/ritonavir/ombitasvir ± dasabuvir (PrOD) with or

without ribavirin.

Methods: We tried this combination therapy (12-week regimen of

paritaprevir/ritonavir/ombitasvir ± dasabuvir with or without rib-

avirin) for 3 dialysis patients infected with genotype (GT) 1a, GT1b

and GT4 hepatitis C virus. The demographic characteristics of the

patients and treatment outcomes are shown in Table.

Result: In the preliminary analysis, 3 (100%) of 3 treated patients

achieved a virological response after completion of therapy and no

treatment related serious adverse events occurred. One patient

infected with GT1a experienced headache. The other patients were

well tolerated. Thus, PrOD therapy was very useful strategy for

dialysis patients with chronic hepatitis C virus infection. We can show

the results of sustained virologic response (SVR12) rate at the

meeting.

Conclusion: An IFN-free regimen of PrOD therapy was a safe and

effective in in hemodialysis patients with chronic hepatitis C virus

infection.

PP1713

Multiple-dose pharmacokinetics, safety and tolerability
of ombitasvir, paritaprevir, ritonavir and dasabuvir in healthy
overseas and local Chinese subjects

Jiuhong Zha1, Diana Shuster1, Jennifer King1, Haoyu Wang1,
Weihan Zhao1, Yan Luo1, Katia Alves1, Niloufar Mobashery1,
Sandeep Dutta2, Rajeev Menon1

1AbbVie Inc., North Chicago, USA; 2Amgen, Los Angeles, USA

Background: The all-oral interferon-free direct-acting antiviral 3D

regimen of ombitasvir (OBV), paritaprevir (PTV, co-administered

with ritonavir [r, RTV]; identified by AbbVie and Enanta) and

dasabuvir (DSV), with or without ribavirin is being evaluated in two

Phase 3 studies in China, Taiwan and South Korea in HCV genotype

1b-infected patients without cirrhosis (ONYX-I) or with compensated

cirrhosis (ONYX-II). Two Phase 1 studies were conducted in healthy

Chinese subjects: one in Han Chinese subjects in US (overseas Chi-

nese) to support the dose regimen selection in these Phase 3 studies,

and another in Chinese subjects in China (local Chinese) to fulfill the

regulatory requirement in China.

Methods: Two Phase 1, multiple-dose, open-label studies (N = 18

per study) evaluated the pharmacokinetics (PK), safety and tolera-

bility of the 3D regimen (OBV/PTV/r 25/150/100 mg once daily and

DSV 250 mg twice daily) in healthy male and female overseas or

local Chinese subjects. Each subject received 3D regimen for 14 days

under nonfasting conditions. Intensive PK sampling was performed

on Day 1 and Day 14. PK parameters were estimated by noncom-

partmental analyses. Safety and tolerability was evaluated through

assessment of adverse events, vital signs, ECG and clinical laboratory

tests. Each study was approved by an ethics committee.

Result: Following multiple dose administration of 3D regimen for 14

days, the geometric mean steady-state exposures (peak concentration

[Cmax] and area under the concentration–time curve [AUC] during a

dose interval) of PTV, RTV, OBV and DSV in healthy overseas

Chinese and local Chinese subjects were within 20% of each other.

The individual and geometric mean exposures in overseas or local

Chinese subjects were within the ranges of individual values and

geometric means across Phase 1 studies in Western subjects. The

accumulation ratio for Cmax and AUC was 1.5- to 1.7-fold for PTV,

1.3- to 1.4-fold for RTV, *1.0- to 1.2-fold for OBV, and no accu-

mulation for DSV. Most adverse events were mild in nature. No

clinically significant vital signs or ECG abnormalities were observed

during the course of either study. There was no laboratory abnor-

mality pattern observed other than isolated, transient, asymptomatic

hyperbilirubinemia.

Conclusion: Following multiple dose administration of the 3D regi-

men, exposures of PTV, RTV, OBV and DSV were comparable

between healthy overseas Chinese and local Chinese subjects, and

were also comparable to Western subjects. The 3D regimen was

generally well tolerated by the subjects in these Phase 1 studies.

Therefore, the same doses of PTV, RTV, OBV and DSV can be used

in Chinese and Western subjects.

PP1714

Paritaprevir/ritonavir/ombitasvir plus dasabuvir with ribavirin
in the treatment of recurrent chronic hepatitis C genotype 1
after liver transplantation: a real world experience
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University Hospital, Kaohsiung; 3Hepatitis Center and Hepatobiliary
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Background: The registered trial has demonstrated that paritaprevir/

ritonavir/ombitasvirplus dasabuvir (PrOD) with ribavirin was effec-

tive in mild fibrotic patientswith recurrent hepatitis C virus genotype

1 (HCV-1) infection after liver transplantation. Its application in

terms of efficacy and safety in the real world is elusive.

Methods: The efficacy (sustained virological response, SVR12,

undetectable HCV RNA 12 weeks post-treatment) and safety were

evaluated on twelve patients with post-liver transplantation recurrent

HCV-1 infection receiving PrOD plus weight-base ribavirin for 12 or

24 weeks.

Result: Nine patients received 24 weeks whereas the other 3 patients

(two naı̈ve patients and one interferon-intolerant) received 12 weeks

of treatment. Five patients (41.6%) had eGFR \60 mL/min. Three

(25%) grafts developed compensated liver cirrhosis upon receiving

treatment. The rates of undetectable HCV RNA at treatment day 1,

week 1, week 4, week 12 and end of treatment were 8.3% (n = 1),

25% (n = 3), 83.3% (n = 10), 100% (n = 12) and 100% (n = 12),

respectively. All the twelve patients achieved SVR12. One patient

held treatment transiently due to leucopenia (white blood count 950 l/

L), which was suggested due to upper respiratory tract virus infection.

The other one patient of minimal fibrosis had elevated alanine

aminotransferase from 34 IU/L to 78 IU/L at Day 24 of treatment,

which returned to normal levels after dose reduction. Seven (58.3%)

of the patients had reduced RBV dosage and 2 (16.7%) among them

experienced transient RBV discontinuation during treatment. There

was no any serious adverse event. Most adverse events were related to

ribavirin. No patients had graft rejection, deterioration of liver func-

tion and renal function throughout the treatment course. The

treatment efficacy and safety profiles were comparable between

patients with and without advanced liver fibrosis.

Conclusion: PrOD plus ribavirin provided highly satisfactory efficacy

and safety profile in treating post-liver transplantation Asian HCV-1

patients in the real world setting.

PP1715

Safety and efficacy of grazoprevir plus elbasvir for hepatitis C
genotype 1 infection: a meta-analysis

Hussien Ahmed1

1Faculty of Medicine, Zagazig University, Zagazig, Egypt

Background: Grazoprevir is an NS3/4A protease inhibitor (PI), while

elbasvir is an NS5A PI. Recently, fixed-dose combination of grazo-

previr plus elbasvir achieved a high sustained virologic response

(SVR) rates in treatment of patients with HCV genotype 1 infection.

Methods: A computer literature search of PubMed, Scopus, EBSCO,

Embase, and Cochrane central, has been conducted. Studies were

screened for eligibility and data were extracted. SVR rates and

commonly reported adverse events were pooled as risk ratio (RR)

using OpenMeta [Analyst] software for windows. Subgroup analysis

was performed to evaluate the effect of cirrhosis, and IL28B genotype

on the patients’ sustained viral response to therapy.

Result: Eight randomized controlled trials (n = 1297 patients) were

pooled in the final analysis. Twelve week grazoprevir plus elbasvir

regimen achieved SVR of 96.6% with 95% CI = [95.5–98%]. SVR12

rates ranged from (95.7% with 95% CI = [93.9–97.5%, in cirrhotic

patients]) to (97% with 95% CI = [95.9–98.4%, in non-cirrhotic

patients]). High SVR12 rates were achieved irrespective of the use of

ribavirin (RR = 1.003, 95% CI = [0.944–1.065]. For safety analysis,

The pooled RR showed no significant difference between grazoprevir

plus elbasvir group and grazoprevir plus elbasvir and ribavirin group

in term of serious adverse events (RR = 1.191, 95% CI =

[0.29–4.801]), fatigue (RR = 0.791, 95% CI = [0.451–8.078]),

Lowest Hb level (\8.5 g/dL) on treatment (RR = 0.67, 95% CI =

[0.056–2.017]).

Conclusion: Treatment with a fixed dose combination of grazoprevir

plus elbasvir drug regimen for 12 weeks achieved high SVR12 rates

in hepatitis C genotype 1 patients. This finding was not significantly

affected by the presence of cirrhosis, CC IL28B genotype, previous

treatment exposure, or NS3 RAV. However, this regimen achieved

lower SVR 12 rates in the presence of NS5 RAV.

SVR12 rates in patient subgroups
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Safety and efficacy of sofosbuvir plus velpatasvir
with or without ribavirin for chronic HCV infections:
a systematic review and meta-analysis

Hussien Ahmed1

1Faculty of Medicine, Zagazig University, Zagazig, Egypt

Background: Velpatasvir is new direct acting antiviral that inhibits

NS5A protein of hepatitis C virus. Multiple studies evaluated the

efficacy of the combination (sofosbuvir plus velpatasvir) for the

treatment of different HCV genotypes. Hereby, we perform a sys-

tematic review and meta-analysis to precisely estimate the sustained

virologic response (SVR) achieved by sofosbuvir plus velpatasvir for

chronic HCV.

Methods: We followed PRISMA statement guidelines during the

preparation of this systematic review and meta-analysis. A computer

literature searches of PubMed, SCOPUS, web of knowledge, and

Cochrane CENTRAL has been conducted using relevant keywords.

Data of relevant studies were pooled in a fixed effect model meta-

analysis using RevMan version 5.3 for windows and OpenMeta

[Analyst] software.

Result: Five randomized controlled trials (n = 2090) were pooled in

the final analysis. For non-cirrhotic patients, SVR was 97.1% with

95% CI [92.7–101.5%]. While, for cirrhotic patients SVR were as

follow (for genotype 1a, SVR = 98% with 95% CI [96.1–99.4%]; for

genotype 1b, SVR = 99% with 95% CI [97.4–100%]; for genotype 2,

SVR = 99.4% with 95% CI [98.4–100%]; for genotype 3, SVR =

94.7% with 95% CI [92–97%]; for genotype 4, SVR = 99.7% with

95% CI [98.9–100%]); genotype 5, SVR = 97% with 95% CI

[91–100%]; genotype 6, SVR = 98% with 95% CI [95–100%]. The

frequency of adverse events was not higher in the 400 mg sofosbuvir

plus 100 mg velpatasvir group when compared to 400 mg sofosbuvir

plus 100 mg velpatasvir plus ribavirin except for nausea, diarrhea,

insomnia, and decrease hemoglobin level\100 g/l

Conclusion: The treatment regimen of 400 mg sofosbuvir plus 100

mg velpatasvir was effective (SVR[95%) for genotype 1, 2, 4, 5, and

6 HCV infection. But for genotype 3 sofosbuvir plus velpatasvir

showed a moderate SVR rate that improved with adding ribavirin (80

vs. 94.7%). Adding ribavirin to the former regimen did not influence

the frequency of adverse events, however further studies are required

to assess the long term safety of the combination.

SVR 12 (%) of different baseline factors

A forest plots shows the pooled risk ratio of the change in SRV rate

for sofosbuvir plus velpatasvir in HCV patients after 12 weeks of

treatment.

PP1717

DAA on the liver function of patients with decompensated liver
cirrhosis

Jun Li1, Yankai Yang2, Fengmei Wang3, Tao Han4

1Department of Gastroenterology and Hepatology, Tianjin Third

Central Hospital, Tianjin Medical University, Tianjin; 2Departments

of Gastroenterology, Tianjin Third Central Hospital, Tianjin;
3Departments of Gastroenterology and Hepatology, Tianjin Third

Central Hospital, Tianjin Medical University, Tianjin,

China;4Department of Gastroenterology, Tianjin Third Central

Hospital, Tianjin Medical University, Tianjin

Background: Preliminary explore the impact of oral direct antiviral

agents (DAA) on the liver function of hepatitis C patients with

decompensated liver disease.

Methods: 20 decompensated hepatitis C patients hospitalized from

August 2014 to May 2016 were enrolled and hepatitis B, alcoholic,

autoimmune hepatitis and other causes were excluded. Liver function

were A in 1 case, B in 11 cases and C in 8 cases according to the

Child–Pugh score. HCVRNA level and genotype were detected for all

patients. Virus load were all [105IU/ml and then prescription were

given based on the results.17 patients with HCV genotype 1 received

the combinations of daclatasvir (DCV)/sofosbuvir (SOF) for 24

weeks including 4 cirrhotic patients previously failed pegylated

interferon-containing regimens, whereas 3 patients with HCV geno-

type 2 or 3 received the combinations of sofosbuvir (SOF)/ribavirin

(RBV) for 24 weeks. HCVRNA level and the liver function were

measured at 2, 4, 12, 24 weeks after treatment and baseline.

Result: Of 20 persons who completed therapy, 95% (19/20) achieved

RVR4. The SVR12, as well as the SVR24 were both 100% (20/20).

HCVRNA level of 17/20 patients matained undetectable 12 and 24

weeks after drug withdrawal so we called clinical cure. The rest 3

cases are still in follow-up. No obvious side effects were reported

during follow-up except mild abdominal distension in 1 case. Liver

function evaluation of 24 weeks showed 6 cases with Child–Pugh A,

9 cases with B, 3 cases with C.

Conclusion: DAA have improved liver function significantly in

decompensated hepatitis C patients who achieved SVR, as well as

showing excellence tolarence. We still need further study since our

limited sample size.

Key words: Hepatitis C, Liver cirrhosis, Decompensated, Direct-

acting antivirals, Liver function
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Title the triple thearpy sofosbuvir/ribavirin and peg interferon
in asymptomatic hepatitis C geno3 type in northern area
of Pakistan

Mohan Kumar1, Asghar Aurangzeb Durrani1, Nayyar Yaqoab1,
Ajeet Kumar1, Taimurzeb Durrani1

1Pakistan

Background: Hepatitis c is challanging problem in this part and we

use the triple thearpy sofosbuvir/ribavirin and peg interferon in

asymptomatic hepatitis C geno3 type in northern area of Pakistan

where the main genotype is 3a. The effectiveness of oral direct

antiviral are studied, the result are encouraging in this group at end of

thearpy and 6 month after thearpy studied.

Methods: The total patients selected were 82 male 48 male and 34

female. Age was between 22 and 56 years. All were asymptomatic

and found hepatitis c on screening. Clinical examination was normal

but their transaminases was raised and ultrasound was normal. They

were treated with triple therapy using pegylated interferon once week.

Rbavirin 800 mg in divided dosage and sofosbuvir 400 mg daily.

They were follow-up at 04.08, 12..16 week and 24 week to see the

response. At 12th and 24th week the viral quantification was mea-

sured. Their liver function, renal function along with blood index

were also followed 06 weekly. These patients are followed

Result: The all patients who received triple therapy show 100% result

at 12th week and 24th week and no relapse are seen after 6 month of

thearpy. All completed therapy successfully without serious side

effect.

Conclusion: The triple therapy with sofosbuvir, ribavirin and peg

interferon is highly effective in hepatitis C geno3 type patient in this

region at end of therapy. It’s Effectiveness in sustain viral response at

6 month SVR is encouraging but longterm sustain viral response need

to be determine.

PP1719

The triple thearpy sofosbuvir, ribavirin and peg interferon
response at the end and 6th month in non cirrhotic non responder
hepatitis C geno 3 patients in northern area of Pakistan

Mohan Kumar1, Asghar aurangzeb Durrani1, Nayyar Yaquoob1,
Taimurzeb Durrani2, Ajeet Kumar1

1Pakistan; 2Pakistan;

Background: The sofosbuvir, ribavirin and peg interferon response at

the end and 6th month therapy in non cirrhotic non responder hepatitis

C Geno 3 patients in northern area of Pakistan. The patients selected

were from health care centre buner.iftikhar hospital clinic and bilal

hospital rawalpindi, re follow-up end of therapy and then for next 6

month sustain viral response.’

Methods: The total patients selected were 96 male were 54 and

female 42. Age were between 28 and 58. They all received previous

therapy with either conventional interferon or peg interferon along

with ribavirin. The 44 patients were non responder and 52 patient

were relapser. Their liver function was abnormal and has grade 1

echogenic features l or normal liver on ultrasound scan. They have no

episodes of encephalopathy ascities, They were given triple therapy

sofosbuvir 400 mg daily. ribavirin 800 mg daily and peg interferon

weekly for 24 week to see viral response at 12th and 24th week. They

were follow-up end of therapy and then for next 6 month sustain viral

response.

Result: The all patients completed 24 week therapy they showed

100% result at the end of therapy both in non responder and relapser

patients. However the four patient relapsed at 6th month SVR was

96% and relapse rate 4.1%. 96% patients has no detected level of

HCV RNA in follow up.

Conclusion: The triple therapy was highly effective at the end of

therapy and at 6th month in non cirrhotic.non responder Hepatitis C

Geno3 type patients in this region. The combination thearpy is

effective in nonresponder and relapser chronic hepatitis C Geno 3

patients. However its role in long-term sustain viral response need to

be determine.

PP1720

The incarcerated HCV patients had better response to interferon-
based dual therapy than the community patients

Lian-Feng Lin1,2

1Pingtung Christian Hospital, Pingtung; 2Department of Nursing,

Meiho University, Pingtung

Background: This work is the first study to investigate the clinical

outcome of pegylated interferon plus ribavirin (Peg-Riba) for treating

the incarcerated chronic hepatitis C patients by a hospital-backup

clinic care in a correctional facility, compared with a community in

the south Taiwan.

Methods: A retrospective case control study was conducted to

compare the chronic hepatitis C patients treated with Peg-Riba

between the community and the incarcerated patients by a hepatitis

clinic. Cirrhosis, HCC, experienced therapy, HIV, HBV and com-

plicated cor-mobidity and disorders were excluded. The SVR rate is

the primary outcome and the demographic data, biochemistry,

genotype, adverse effect, withdraw rate and missing follow rate are

measured as the secondary outcomes

Result: 103 male incarcerated HCV patients and 112 HCV male

patients of the community cared in Pingtung Christian hospital were

enrolled for using the same pegylated interferon (Pegasys). The

incarcerated group have younger age (39.3 ± 5.9 vs 49.3 ± 12.3

year), lesser genotype 1b (17 vs 54%), higher HCV viral load (5.98 ±

0.73 vs 5.35 ± 1.17 Log10) and higher GPT (97 ± 50 vs 127 ± 79 IU/

mL) before therapy. On treatment, the incarcerated patients had more

skin side effect, lesser RVR rate (70.9 vs 75.9%, p = 0.000), no

difference of withdrawing rate due to side effects. After treatment,

higher SVR was observed in the incarcerated patients regardless of

Per-protocol (95.2 vs 73.7%, p = 0.000) and intention-to-treat (82.5

vs 62.5%, p = 0.001). The missing follow up rate is not rare due to

transferring prison and early releasing in the incarcerated patients.

Conclusion: Implement of Peg-Riba therapy for the incarcerated

HCV patients achieved excellent SVR, compared to the community

patients. It should be a golden time to eradicate HCV during staying

in the correctional facility for the better access of treatment, directly

observed treatment and control of alcoholism or drug addition

behavior. The coordinated care between correctional facilities and

external centers should be improved to ensure full treatment and

complete follow up after patient was released earlier or transferred to

others correctional institutes
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Impact of mutation in HCV ISDR on the efficacy of the combined
pegylated interferon/ribavirin therapy in Henan area patients
with chronic hepatitis C virus genotype 1b infection

Junfeng Wei1,2, Yanli Zeng1, Kuan Li1, Erhui Xiao1, Junping
Liu1, Gangqiang Ding1, Yi Kang1, Jia Shang1

1Department of Infectious Diseases, Henan Provincial People’s

Hospital, Zhengzhou; 2People’s Hospital, Zhengzhou University,

Zhengzhou

Background: To assess whether ISDR mutations correlate with the

response to pegylated interferon plus ribavirin therapy among patients

with HCV genotype 1b in Henan Province, and evaluate whether

mutation in HCV ISDR sequence could predict the efficacy.

Methods: From 2011 to 2013, a total of 49 patients with HCV

genotype 1b infection who had received Peg-IFN/RBV for 48 weeks

in Henan Provincial People’s Hospital and 24-week follow up. Pre-

treatment serum samples were collected. The amino acid sequence of

ISDR was determined by direct sequencing of the HCV genome

amplified by the RT-PCR and was compared with the established

sequence for HCV-J. Alignment and analysis of amino acids

sequences were carried out with MEGA 4 software.Binary logistic

regression was performed to analyze the correlations between vari-

ables and sustained virological response (SVR).

Result: A sustained virological response (SVR) was achieved in

69.4% of 49 patients. Among 49 samples, there were 12 wild type (no

aa mutation), 36 intermediate type (1–3 aa substitutions) and only 1

mutant type (4 or more aa substitutions) when compared with HCV J

strain. Logistic regression analysis showed that ISDR mutation (C2)

(odds ration [OR]: 21.505, P = 0.001) and age (odds ration[OR]:

0.876, P=0.042) were independent pretreatment factors associated

with SVR. The SVR were significantly higher in the group with 2 or

more aa mutations in ISDR and in young group (age B 40) than that

in the group with less 2 aa mutations (P=0.023) and age above 40

years old (P = 0.013).

Conclusion: The mutant type of ISDR (C4) was rare in Henan Pro-

vince, China.Identification of ISDR mutation (more than 2 amino

acids substitutions) and age less than 40 years can be used to predict

SVR and consider PEG-IFN plus RBV combination therapy for CHC

patients.

PP1722

Distribution of IgG subclasses of TPOAb in sera form chronic
hepatitis C patients treated with Peg-IFNa-2a and ribavirin

Zhu li Ying1, Sun Yan1

1Department of Infectious Disease, The Fourth Hospital of Harbin

Medical University, Harbin

Background: To analyze chronic hepatitis C (CHC) and thyroid

peroxidase antibody (TPOAb) positive and euthyroidism patients

antiviral treatment occured the frequency thyroid dysfunction, and its

relationship with IgG1, IgG2, IgG3, IgG4 of TPOAb.

Methods: A total of 46 CHC and TPOAb positive and euthyroidism

patients were treated with peg-IFNa-2a and RBV for 48 weeks and

post-treatment week 24 of follow-up. When thyroid function (FT3 ,

FT4, TSH) by the end of treatment were divided into normal group

and abnormal group. IgG subclasses of TPOAb were detected by

antigen-specific enzyme-linked immunosorbent assay (ELISA). IgG

subclasses of TPOAb positive comparison with two group, and its

relationship with thyroid dysfunction at before and after antiviral

treatment.

Result: � Thirty-five (76.09%) of 46 treated patients developed

thyroid dysfunction. Dysfunction severity ranged from hypothy-

roidism (n = 19, 21.60%) and hyperthyroidism (n = 3, 6.52%) to

subclinical hypothyroidism (n = 12, 26.09%) and subclinical hyper-

thyroidism (n = 1, 2.17%). ` Abnormal group TPOAb IgG2 positive

rate is significantly higher than normal group at before and after

antiviral treatment (P = 0.005, 0.036).

Conclusion: At before antiviral treatment CHC and TPOAb positive

patients TPOAb IgG2 positive might predict thyroid dysfunction

especially hypothyroidism and subclinical hypothyroidism in antiviral

treatment, that guides clinical monitoring and detection of thyroid

dysfunction.

PP1723

Hemoglobin concentration decline and its relationship
with responses to therapy in patients with chronic hepatitis C

Fengxia Guo1, Jianping Li1, Binbin Chen1, Xiayi Zhang1, Yujuan
Guan1

1The Eighth People’s Hospital of Guangzhou, Guangzhou

Background: To investigate the variety of hemoglobin concentration

(Hb) and the decline of Hb on the responses to therapy in patients

with chronic hepatitis C (CHC).

Methods: A total of 214 patients with CHC were prospectively

treated with pegylated interferon a (PEG-IFN a) in combination with

ribavirin (RBV) for 48 weeks. After finishing the therapy, the patients

were followed up for 24 weeks and the therapeutic effect was eval-

uated with sustained virological response (SVR). Hb was tested at

baseline, during the treatment and after finishing the therapy. The

factors affecting the Hb decline and the effect of Hb decline on

responses to therapy was assessed.

Result: 156 (72.9%) patients exhibited a C30 g/L decrease in

hemoglobin, anemia (Hb B100 g/L) occurred in 86 (40.2%) patients,

and Hb B80 g/L occurred in 26 (12.2%) patients. Sex (P = 0.000) ,

age (P = 0.000) , weight (P = 0.001) , baseline creatinine clearance

(P = 0.000) , baseline leukocyte count (P = 0.000) , baseline neu-

trophil count (P = 0.019) , baseline Hb (P = 0.000) and baseline

platelet count (P = 0.037) were associated with anemia.Hb B120 g/L

(P = 0.000) or a rapid decline in Hb of C30 g/L at week 2 (P =

0.000) was also associated with the decline of Hb after week 2.

Neither Hb B100 g/L (P = 1.000) nor Hb decline C30 g/L (P =

0.646) during treatment was associated with SVR.

Conclusion: Several baseline factors, including female, older age,

lower weight, lower creatinine clearance, and lower blood cells count

were predictive of developing anemia. Hb decline at week 2 was an
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important predictor for the Hb decline after week 2. And we could not

predict SVR by testing Hb during treatment.

PP1724

Relationship between liver function and virological response
in patients with chronic hepatitis C during antiviral treatment

Kong Wendi, Pan Yu1, Xu Chongqing

1The First Hospital of Jilin Universitiy, Changchun

Background: To explore the changes of liver function in the patients

with chronic hepatitis C (CHC) received interferon alpha 2b (INF-

a2b) combined with ribavirin therapy, and to study the relationship

between the different virological response patterns and liver function.

Methods: 264 CHC patients were enrolled. All patients received INF-

a2b (5,000,000 U, every other day, subcutaneous injection) combined

with ribavirin (15 mg�kg-1�day-1, oral) for 48 weeks. The serum

HCV RNA level and liver function were assessed at different time

points. According to the outcome, the patients were divided into

sustained virological response (SVR), breakthrough, relapse and no

response (NR) groups. The relationship between the liver function

changes and response in the patients with CHC in various groups

before and after treatment was compared.

Result: Among 264 patients, 171 patients (64.8%) achieved SVR, 37

patients (14.0%) were breakthrough, 47 patients (17.8%) were relapse

and 9 patients (3.4%) were NR. Compared with breakthrough group,

the patients with moderately elevated alanine transaminase (ALT)

level in SVR group were easy to achieve SVR than the patients with

normal ALT level (P \ 0.05). After antiviral treatment, the serum

ALT and aspartate transaminase (AST) levels were decreased in all

patients, especially at the 12th week and there were significant dif-

ferences compared with before treatment (P\0.05). The serum ALT

and AST levels of the patients in breakthrough group were increased

again at the 48th week. In relapse group, the serum ALT and AST

levels of the patients were increased again at the 24th week after drug

withdrawal. Until to the 24th week after drug withdrawal, the serum

ALT and AST levels were stable in SVR group. Compared with

breakthrough group, the serum ALT and AST levels had the greatest

reduction at the 12th week in SVR group (P\0.05). The serum ALT

and AST levels of the patients in NR group were always higher than

those in SVR, breakthrough and relapse groups (P\0.05). Compared

with before treatment, the serum total bilirubin (TBIL) and direct

bilirubin (DBIL) levels were decreased obviously at the 12th week

and maintained stable untill to the 24th week after drug withdrawal in

SVR group. At the 24th week, the levels of serum TBIL and DBIL in

NR group were significantly higher than those in SVR, breakthrough

and relapse groups (P\ 0.05).

Conclusion: The baseline ALT level may associate with the viro-

logical response in the CHC. There is an improvement in liver

function following antiviral treatment, especially in the patients who

achieved SVR. When the HCV have a relapse or breakthrough,

transaminase could increase again.

PP1725

Clinical evaluation of sofosbuvir/ledipasvir in chronic hepatitis C
genotype 1 with and without prior daclatasvir/asnaprevir therapy
at clinical practice

Etsuko Iio1, Noritomo Shimada2, Koichi Takaguchi3, Yuichiro
Eguchi4, Masanori Atsukawa5, Akihito Tsubota6, Hiroshi Abe7,

Keizo Kato8, Atsunori Kusakabe9, Tomokatsu Miyaki10,
Shunsuke Nojiri1, Kei Fujiwara1, Kayoko Matsunami1, Yasuhito
Tanaka1

1Nagoya City University Graduate School of Medical Sciences,

Nagoya, Japan; 2Ootakanomori Hospital, Kashiwa, Japan; 3Kagawa

Prefectural Central Hospital, Takamatsu, Japan; 4Saga University

Hospital, Saga, Japan; 5Nippon Medical School Chiba Hokusoh

Hospital, Inzai, Japan; 6The Jikei University School of Medicine,

Minato, Japan; 7Jikei University School of Medicine Katsushika

Medical Center, Minato, Japan;8Shinmatsudo Central General

Hospital, Matsudo, Japan; 9Nagoya Red Cross Hospital, Nagoya,

Japan; 10Toyokawa City Hospital, Toyokawa, Japan

Background: Sofosbuvir (SOF) and Ledipasvir (LDV) therapy is not

recommended for the patients with prior Daclatasvir/Asnaprevir

(DCV/ASV) failure due to multiple RAVs. The aims of the present

study is to clarify the treatment efficacy of SOF/LDV among patients

with and without prior DCV/ASV therapy.

Methods: Overall, 523 patients with HCV-1 were enrolled at multi

centers in Japan, and 149 (28.5%) had liver cirrhosis (LC). This study

protocol was approved by the appropriate institutional ethics review

committees and written informed consents were observed. The drug-

resistant mutations such as L28M, R30Q, L31F/I/M/V, P32del,

Q54H, P58S, A92K and Y93H in the HCV NS5A region and N142S,

L159F, I262V, S282T, C319N, L320F, V321I in the HCV NS5B

region were assessed by direct sequencing before SOF/LDV therapy.

The median age was 70 (21–87) and male was 45.5%. Among 23

patients with prior DCV/ASV failure, 2 were genotype 1a, 73.9%

were LC, and 68.0% were IL28B hetero type.

Result: Direct sequencing analysis of 89.3% (467/523) patients

administered SOF/LDV therapy showed the existence of 31FM

(7.5%), 93HN (21.8%), and 31FIMV/93H (3.6%) variants in NS5A

region. Overall, 96.9% (507/523) of patients had SVR12, 0.4% (2/

523) patients discontinued the treatment within 10 days because of

adverse events (hyperkalemia and nausea). SVR12 rates of SOF/LDV

therapy were not significantly different between patients with and

without NS5A Y93HN mutations [94.1% (112/119) vs. 97.4% (339/

348)], but SVR rate was significantly lower in patients with prior

DCV/ASV than those without DCV/ASV [65.2% (15/23) vs. 98.4%

(492/500), P \ 0.001]. Among 23 patients with prior DCV/ASV

therapy, compared with the baseline RAVs, the prevalence of NS5A

multi-RAVs (C2) was similar between responders (SVR12) and non-

responders by SOF/LDV therapy (60 vs. 75%), but all patients

without RAV achieved SVR12. Multivariate analysis showed that

significant independent factors associated with virological failure with

SOF/LDV therapy were prior DCV/ASV therapy (OR 26.4; 95% CI

6.78–103.0; P \ 0.0001), and past HCC history (OR 4.74; 95% CI

1.13–19.78; P = 0.032), respectively. Changes of RAVs in 14 failed

patients were examined at baseline and at the time of failure by SOF/

LDV therapy (including 8 patients with prior DCV/ASV therapy).

Interestingly, multiple RAVs in NS5A were increased, but substitu-

tions in NS5B region were not changed at the time of failure by SOF/

LDV. Only one patient had L159F substitution at baseline, but no one

had S282T substitution.

Conclusion: Prior DCV/ASV therapy would be associated with the

failure of SOF/LDV therapy due to multiple RAVs.

PP1726

Analysis of naturally-occurring resistance-associated variants
to NS3/4A protein inhibitors, NS5A protein inhibitors and NS5B
polymerase inhibitors in patients with chronic hepatitis C

Danhui Sun1, Mingjia Dai1, Xuebing Yan1
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Background: Since 2011, the first NS3/4A HCV protease inhibitors,

telaprevir and boceprevir have been approved. Recently direct-acting

antiviral agents (DAAs) have a major impact on patients infected with

HCV. DAAs against HCV have showed effective antiviral activity

with few side effects. Also, DAAs have been developed treatment of

HCV infection in combination with PEG-IFNa/RBV as well as in

IFN-free regimens. To inquire the patients with chronic hepatitis C

infection who did not receive the antiviral treat in our country whether

or not have naturally-occurring resistance of direct-acting antiviral

agents for hepatitis C virus and the distribution of related mutation

sites.

Methods: A total of 314 serum samples were obtained from DAA-

naı̈ve patients with chronic HCV infection. Our experiment was

divided into two parts. 170 in 314 samples were used for HCV NS3

sequencing, and 144 for NS5A, NS5B sequencing. Viral RNA was

extracted from serum using TIANamp Virus DNA/RNA Kit

(TIANGEN Biotech, Beijing, China), and then the viral RNA was

transcribed to cDNA. HCV NS3, NS5A and NS5B sequences were

amplified using nested RT-PCR.

Result: V36L/M, Q41R, T54S, V55F, Q80L/R/G/K, A156S and

V170I mutation were detected in HCV NS3 serine protease region,

and these are common resistance sites to NS3/4A protease inhibitor.

The rate of resistant-associated mutations is different in various

genotypes. Total resistance-associated mutation rate of subtype 1b

was 33.71% (30/89), and subtype 2a was 100%; differences between

1b and 2a were statistically significant (P\0.001). The NS5A protein

inhibitor resistance related sites which include M28L, F28L, Q30R/L,

H54Q, P58S, E62Q, A92T and Y93H/M/T are detected in the suc-

cessful amplification of NS5A HCV region. The NS5B polymerase

inhibitor drug resistance including S282R/C, M289K/C, C316N/Q,

V321G, L392F/I and M414L/M, V421A are detected. The mutation

rate of C316 N is 98% among 1b patients with CHC, and the mutation

rate is 100% among 1a patients, but the mutation rate is 4.65% among

2a patients.

Conclusion: Natural drug resistance of NS3/4A, NS5A protein

inhibitors and NS5B polymerase inhibitor proteins exit in patients

with chronic hepatitis C. Drug resistance mutation rates are different

in various HCV genotypes. The Y93H mutant strain of genotype 1b

had a high incidence rate in IL-28B (rs8099917) TT and high viral

load at baseline. C316 N and Y93H drug-resistant related sites in the

high incidence of genotype 1 b with chronic hepatitis C.
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Direct acting antiviral for the treatment of chronic hepatitis C
in a limited resource setting; Libya experience

Nagat Bousifi1, Asia Alansari1, Abdulfatah Alabani1, Mohammed
Alshweihdi1, Alaa Alhashimi1, Narjes Altegazi1, Walid Algomati1,
Hala Hamuda1, Bashir Alburrani1

1Central Hospital of Tripoli, Tripoli, Libya

Background: The guidelines of treating chronic hepatitis C are

constantly changing in light of new studies, direct acting antiviral

(DAA) in combination with interferon resulted in a decrease in

treatment duration and increase in response rates, and the response

rates achieved with interferon-free regimens provided hope for

patients ineligible for interferon therapy. In our limited resource

setting few patients offered DAA. We aimed to evaluate the response

to DAA with and without PEGylated interferon.

Methods: With intention to treat, we recruited subsequent patients

presented for treatment from June 2015 to May 2016, all patients had

done HCV viral load, and genotype within one year, and ultrasound

evaluation for liver cirrhosis, different treatment regimens including

interferon free regimen. The primary endpoint was the percentage of

patients with HCV RNA\15 IU/ml 12 weeks after stopping therapy

(SVR12).

Result: We enrolled 134 patients, 56 (41.7%) were females, genotype

1 found in 70 (52%) patients, genotype 2 in 9%, genotype 3 in 6%,

and genotype 4 in 33%, 13% were cirrhotic. Naı̈ve patients were 85

(64%), relapse and non-responder to previous interferon based ther-

apy were 27 (20%), 22 (16%) respectively. Only 3 patients were co-

infected with hepatitis B, and 8 patients were HIV co-infected.

Treatment was interferon, ribavirin and sofosbuvir in 112 (83.5%)

patients, interferon free treatment in 22 patients. Rapid virological

response (RVR) was achieved in all patients (100%) except for 3

patients stopped treatment before 4 weeks. End of treatment (EOT)

was not done in 9 patients who were lost follow up after achieving

RVR, EOT was \15 IU in 122 (100%). Sustained virological

response 87/91 (95.6%), 4 patients were relapsed and 31 patients lost

follow up after achieving EOT, SVR not done mainly because eco-

nomical circumstances.

Conclusion: Despite limited resources, our patients achieved excel-

lent SVR in the era of DAA, we suggest excluding RVR from routine

follow up investigations and encourage offering HCV PCR for SVR.

PP1728

The effect of antiviral therapy on the prognosis of chronic
hepatitis C patients with diabetes mellitus

Jianghua Yang1

1Yijishan Hosptial, Wuhu

Background: Hepatitis C is an inflammatory disease of the liver

caused by hepatitis C virus. It is a common disease in our country and

around the world. Different gender, age and ethnic groups are sus-

ceptible to hepatitis C virus. According to the WHO statistics, the

hepatitis C virus infection rate in the world is as high as 2.8%, about

185 million people infected hepatitis C virus. Approximately 350

thousand deaths per year due to hepatitis C virus infection. Because

the hepatitis C infection is occult, the early symptoms are mild, and

most of the patients have been treated with chronic hepatitis C.

According to the study, hepatitis C virus infection can cause the

disorder of glucose metabolism, insulin resistance, leading to the

occurrence of diabetes mellitus. However, the past studies suggest

that diabetes mellitus is a relative contraindication to the antiviral

therapy of chronic hepatitis c. For further study on the effect of

antiviral therapy on the prognosis of patients with chronic hepatitis C

and diabetes mellitus, This paper retrospectively analyzed the clinical

efficacy of chronic hepatitis c with diabetes mellitus in the period of

October -2015 in January 2008, and the results were reported as

follows.

Methods: Collect clinic of our hospital and inpatient department with

chronic hepatitis C patients combined with diabetic patients 20 cases

as study group, 20 cases of non diabetic patients combined with

chronic hepatitis C as control group in January 2008 to October 2015.

Two groups were given peginterferon and ribavirin for 48 weeks.

Detection and analysis of two groups 4, 12, 48 weeks HCV RNA

levels and the sustained virologic response rate, the indexes of liver

function (ALT, TBIL), hepatic fibrosis (HA LN, CHIV, CG) and

fasting blood glucose.

Result: Research group of HCV RNA decline level and virologic

response and control group had no significant difference. After the

end of treatment, the study group biochemistry index were improved,

and some of the liver fibrosis was reversed. And the fasting blood

sugar had no significant change, even part of the continuing improve

virologic response in patients with diabetes were improved.

Conclusion: Peginterferon plus ribavirin in the treatment of patients

with chronic hepatitis C patients and diabetes mellitus is safe and

effective. Active antiviral therapy not only can effectively delay the

progression of chronic hepatitis C with diabetes mellitus, but also can

improve the condition of diabetes.

PP1729

Efficacy and safety of sofosbuvir, daclatasvir and ribavirin
combination in the treatment of patients with chronic hepatitis c
genotype 4 in Egypt

Alaa awad Taha1, Moataz Hasan1, Ahmed El-Ray1, Maged El-
Ghannam1, Amra Kandil2, Amani Samir2, Eman El-Sisi2, Ashraf
Amin Abdelaziz Mohamed3

1Theodor Bilharz Research Institute; 26 October Health Insurance

Hospital, Giza, Egypt; 3Ain Shams University, Cairo, Egypt

Background: Chronic hepatitis c (CHC) is a major health problem in

Egypt with significant morbidity and mortality. In the recent years,

the strategy of treatment of patients with CHC was dramatically

changed after the introduction of direct acting antiviral agents

(DAAs). The early protocols for treatment of patients with CHC in

Egypt using DAAs was not satisfactory enough, but after the intro-

duction of new molecules of DAAs the situation is currently

changing. The aim of this work is to evaluate the efficacy and the

safety of sofosbuvir, daclatasvir and ribavirin combination in the

treatment of patients with CHC genotype 4 in Egyptian patients.

Methods: Patients with CHC and compensated liver disease were

enrolled in this work. Inclusion criteria included patients with

detectable HCV RNA in serum with Child–Pugh class A and early B

and normal renal function. Patients with advanced liver disease

(Child–Pugh class C and late B), hepatocellular carcinoma, co-in-

fection with hepatitis B virus and impaired renal function were

excluded. All patients received sofosbuvir (400 mg), daclatasvir (60

mg) and ribavirin (800 mg) daily for a total period of 12 weeks. HCV

RNA was tested in patients sera after 4 weeks (for assessment of early

virological response; EVR), 12 weeks (end of treatment response;

ETR) and 24 weeks (sustained virological response; SVR) from the

start of treatment. Patients were closely monitored weekly for

assessment of treatment safety and detection of adverse events.
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Result: This work included 568 patients with CHC; 389 males and

179 females. Patients with F1 and F2 degree of fibrosis on Metavir

score were 396 (69.7%), while those with F3 and F4 were 172

(30.3%). EVR was achieved in all patients (100%), while ETR was

achieved in 566 patients (99.6%). A total of 560 patients (98.6%)

could achieve SVR, of them 390 patients had F1 and F2 degree of

fibrosis (98.5%) and 170 patients had F3 and F4 degree of fibrosis

(98.8%) and this difference were statistically insignificant. SVR was

not influenced by gender, age or pretreatment viral load. Treatment

was completed in all patients and apart from anemia, no other serious

adverse events were noticed. Dose reduction of ribavirin (down to 600

mg daily) was necessary in 44 patients due to development of sig-

nificant anemia (7.7%).

Conclusion: Sofosbuvir, daclatasvir and ribavirin combination is very

effective in the treatment of patients with CHC genotype 4 and

compensated liver disease. The safety profile of this combination is

high particularly with relatively low dose of ribavirin.

PP1730

Effectiveness and safety of sofosbuvir plus ledipasvir for HCV
genotype 1b patients with compensated cirrhosis

Eiichi Ogawa1, Norihiro Furusyo1, Hideyuki Nomura2, Kazufumi
Dohmen3, Nobuhiko Higashi4, Kazuhiro Takahashi5, Akira
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1Department of General Internal Medicine, Kyushu University

Hospital, Fukuoka, Japan; 2The Center for Liver Disease, Shin-
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University, Fukuoka, Japan; 13Kajiwara Clinic, Kitakyushu, Japan;
14Kyushu General Internal Medicine Center, Haradoi Hospital,

Fukuoka, Japan

Background: Little real-world cohort data has been reported for

Asians who have received an interferon-free regimen with sofosbuvir

(SOF) plus ledipasvir (LDV) for chronic hepatitis C virus (HCV)

infection. The aim of this study was to evaluate the effectiveness and

safety in clinical practice of SOF/LDV for Japanese patients with

compensated cirrhosis and HCV genotype 1b infection.

Methods: This multicenter study consisted of 221 Japanese HCV

genotype 1b patients with compensated cirrhosis (median age: 70),

diagnosed by histology (METAVIR F4), transient elastography

(C14.9 kPa), or fibrosis marker (FIB-4 index C3.25) coupled with

ultrasound examination showing signs of cirrhosis. All patients

received SOF/LDV for 12 weeks. Direct sequence analysis of the

NS5A genes (L31 and Y93) was performed at baseline. Efficacy was

assessed by the sustained virological response 12 weeks post-treat-

ment (SVR12).

Result: The SVR12 rate by intention-to-treat analysis was 96.4%

(213/221). According to the Child–Pugh scores, SVR12 rates were

similar for the score 5 (96.3%, 104/108) and 6 (96.5%, 109/113)

groups. However, the SVR12 rate for patients with NS5A resistance-

associated variants (RAVs) (87.5%, 49/56) was statistically lower

than for those without NS5A RAVs (99.4%, 154/155) (P \ 0.001).

Only one male patient, who was without any pre-existing NS5A

RAVs, did not achieve SVR12. However, he had cirrhosis with a

Child–Pugh score of 6, IL28B TG genotype (rs8099917), and null

response to pegylated interferon/ribavirin. All eight patients with

treatment failure had NS5A Y93H at relapse whether or not they had

pre-existing NS5A RAVs. In contrast, no NS5B RAVs were detected

at either baseline or relapse. Serious adverse effects were very rare,

and discontinuation was required for only three (1.4%) patients.

Conclusion: SOF/LDV for Japanese HCV genotype 1b patients with

cirrhosis was effective, however, NS5A RAVs undermined the viro-

logical effect. SOF/LDV was shown to be safe and well tolerated in

this real-world study that included elderly patients.

PP1731

Mixed HCV of 1B and other genotypes influence non-response
during combination therapy of daclatasvir and asunaprevirMixed
HCV of 1B and other genotypes influence non-response
during combination therapy of daclatasvir and asunaprevir

Nozomu Wada1, Fusao Ikeda1, Yasuyuki Shimomura1, Yasuto
Takeuchi1, Tetsuya Yasunaka1, Hidenori Shiraha1, Akinobu
Takaki1, Yoshiaki Iwasaki2, Hiroyuki Okada1

1Okayama University Graduate School of Medicine, Okayama, Japan;
2Okayama University, Okayama, Japan

Background: In Japan, the combination therapy of daclatasvir (DCV)

and asunaprevir (ASV) became available for the patients with hep-

atitis C virus (HCV) serogroup 1. The efficacy and safety of this

therapy showed better than the interferon-based therapy, although

resistance associated virus (RAV) is associated with poor outcomes.

On the other hand some patients without RAVs could not obtain

sustained virological responses (SVR), of which the cause has not

been clear. Therefore, we studied the efficacy of this combination

therapy by focusing the factor associated with treatment resistance

other than RAV.

Methods: We enrolled 1023 HCV-serogroup-1 patients with chronic

hepatitis or liver cirrhosis who received the combination therapy of

DCV and ASV in our hospital and its affiliated hospitals. The pres-

ence of RAV in non-structural (NS) regions of 3 and 5A was analyzed

with direct sequencing. Determination of HCV genotypes in the

regions of HCV core and NS5B were done with PCR method with

genotype-specific primers.

Result: The median age of patients was 70 years. Forty percent of the

patients had GG or GT of IL28B SNP type (rs8099917), and 354

patients had liver cirrhosis. Presence of RAV at NS3 aa168 was

shown in 56 patients, and 66 patients had RAVs at NS5A aa31 or

aa93. SVR12 was achieved in 89.4% of patients. Multivariate logistic

regression analysis for achieving SVR showed that male patients and

no RAVs were significantly associated with SVR (p \ 0.01, and

\0.01, respectively), but not age, cirrhosis, IL28B SNPs, or previous

interferon therapy (p = 0.17, 0.86, 0.24, 0.55, respectively). In

addition, HCV genotype was determined for 149 patients, comprising

100 patients achieving SVR and 49 patients without SVR. Among

them, 38 patients showed mixed HCV of 1B and other genotypes with

HCV core or NS5B genotyping. Mixed HCV of 1B and other geno-

types influenced non-response (p = 0.047), but not SVR (p = 0.07).

Similarly, limited to the 115 patients with no RAVs, mixed genotype
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of HCV influence non-response to the therapy (p\0.01), but not SVR

(p = 0.2).

Conclusion: The combination therapy of DCV and ASV showed high

antiviral efficacy in the patients with serogroup 1 HCV. But gender,

and RAVs were selected as the significant factors associated with

treatment outcomes. Mixed HCV of 1B and other genotypes may

influence non-response to the therapy, but not sustained virological

response.

PP1732

Patients characteristics and treatment patterns of hepatitis C
virus (HCV) in Northern Japan: Sapporo Kosei Hepatology Study
(SAKOH study)

Tomoaki Nakajima1, Yoshiyasu Karino1, Masayuki Yamaguchi2,
Joji Toyota1

1Sapporo-Kosei General Hospital, Sapporo, Japan; 2Bristol Myers-

Squibb K.K, Tokyo, Japan

Background: Hepatitis C is a widespread disease affecting more than

185 million people globally. In Japan, approximately 2 million people

are infected by the hepatitis C virus (HCV), with a high proportion of

elderly patients, who are more susceptible to complications. In order

to control the disease, several treatment strategies have emerged over

time, with increased efficacy and reduced side effects. In the last five

years, the entry into the market of direct-acting antivirals (DAA) with

different mechanisms of action has shown particularly promising

results. The aim of this study is to characterize HCV patients, and

their treatment trends and economic burden in northern Japan.

Methods: This single-center, non-interventional study retrospectively

analyzed medical charts from a hepatology database in Sapporo Kosei

General Hospital. Inclusion criteria entailed HCV diagnosis from

October 2008 to March 2016, and age greater than or equal to 16

years at the time of first medical record in the database. Data

regarding patients’ demographics, disease characteristics and history,

HCV treatment patterns and costs were analyzed using descriptive

statistics.

Result: According to the database, from Jan 2012 to Mar 2016, HCV

diagnosis was confirmed in 2482 patients, of which around one-third

(837) received drug therapy. After DAA therapy was introduced in

Aug-2014, they comprised the majority of the prescribed drugs,

accounting for 87.3% of prescriptions. Among DAA treated patients,

6.2% developed hepatocellular carcinoma (HCC). The most frequent

adverse events seen in patients treated with DAA were gastroin-

testinal disorders and acute upper respiratory infections. Treatment

completion was more frequent in the group that received DAA

therapies than in the group of IFN-based therapies. Total costs with

DAA-based therapies were higher than those with IFN-based regi-

men, nevertheless hospitalization-related costs were reduced in the

former group, reflecting less frequent and shorter hospitalizations.

Conclusion: After DAA entry into the market, DAA based treatments

became the most common therapy, with a lower rate of treatment

discontinuations due to side effects. These results are in agreement

with other studies that showed a higher efficiency and better safety

profile of the DAA therapies. Although DAA regimens are more

expensive than IFN-based therapies, costs with adverse events and

hospitalizations are lower. Therefore, DAA therapy for HCV patients

is valid and reasonable.
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Background: The current gold standard for detecting cirrhosis is liver

biopsy. However, this diagnosis technique cannot be used for con-

tinuous observation of disease progression, due to invasiveness and

complications. Thus, a non-invasive biomarkers to detect cirrhosis

become a significant essential. Golgi protein 73 (GP73) is a promising

alternative marker of liver injury. The aim of this study was to

investigate if serum GP73 was a new cirrhosis biomarker in chronic

hepatitis C patients.

Methods: This study enrolled 529 Chinese chronic hepatitis C

patients, who were diagnosed according to ‘‘the guidelines of the

prevention and treatment for hepatitis C: a 2015 update’’. Each

patient’s information was collected from the Hospital Episodes

Statistics. Data were expressed as mean ± standard deviation and the

differences were tested with variance analysis (ANOVA). Pearson

correlation coefficient (r) analysis was conducted to analyze corre-

lations between GP73 and disease severity. Receiver operating

characteristic (ROC) curves was used to evaluate the diagnostic value.

Result: Serum GP73 levels were 54.55 ± 24.54 ng/mL in chronic

hepatitis C, 131.77 ± 58.48 ng/mL in compensated liver cirrhosis,

and 175.29 ± 62.50 ng/mL in decompensated liver cirrhosis (F =

212.94, P \ 0.001, Figure 1). Serum GP73 levels were positively

correlated with the disease severity in chronic hepatitis C patients (r =

0.658, P \ 0.001). The AUC for GP73, APRI and FIB4 was 0.942

(0.918–0.960), 0.846 (0.812–0.876) and 0.882 (0.852–0.909) in

chronic hepatitis C patients, and GP73 had a better AUC than APRI

and FIB4 (P \ 0.001, Figure 2). In addition, GP73 have greater

sensitivity and specificity in predicting cirrhosis of 92 and 87% in

chronic hepatitis C patients.

Conclusion: Serum GP73 levels were positively correlated with liver

disease severity, therefore, GP73 may be an effective biomarker for

diagnosing cirrhosis. It could be more accurate than APRI and FIB4

for diagnosing cirrhosis in patients with chronic hepatitis C.
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Background: The advent of direct-acting antivirals (DAAs) has

brought a new hope in treating chronic hepatitis C, but it also comes

with risks and challenges, especially recently reported incidences of

viral escape and relapse. The aim of this study was to compare with

the efficacy and safety of sofosbuvir (SOF) plus ledipasvir (LED) or

daclatasvir (DCV) for 12 weeks in treatment-naı̈ve hepatitis C virus

(HCV) genotype 1b or 6a Chinese patients without cirrhosis.

Methods: Both subtypes of CHC patients (n = 64; 1b, 45; 6a, 19)

from South China received 12 weeks of SOF (400 mg once daily) and

DCV (60 mg once daily) (SOF/DCV) or a DAA complex tablet

containing 400 mg SOF and 90 mg LED (SOF/LED) orally once per

day. The primary observation point was the percentage of patients

with a sustained virological response, defined as HCV RNA\15 IU/

mL at 12 weeks post-treatment (SVR12), and all adverse events were

monitored during treatment and follow-up period.

Result: Sixty four treatment-naı̈ve CHC patients with HCV genotype

1b or 6a infection completed the treatment. Overall, sixty one (95%)

patients achieved SVR12, of which 44 of 45 (97%) with genotype 1b

and 17 of 19 (89%) with genotype 6a. For genotype 1b patients,

SVR12 was 97% (28 of 29) for SOF/LED group and 100% (16 of 16)

for SOF/DCV group, while for genotype 6a patients, SVR12 was 91%

(10 of 11) and 88% (7 of 8), respectively. No significant difference in

SVR12 was found in SOF/LED (or SOF/DCV) treatment for either

genotype 1b (p = 0.495) or 6a patients (p = 0.360). There were no

viral relapse or breakthrough. The most common adverse events

(AEs) were fatigue, insomnia, dizzy, and headache. There were no

treatment-related serious AEs.

Conclusion: The SOF plus LED or DCV combination therapy is

associated with a high SVR12 and tolerable adverse events in non-

cirrhotic patients infected by genotype 1b or 6a in South China. (*

corresponding author; this study was supported by the grants from

NSFC, No. 81470856 and 31470263)
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Background: Chronic hepatitis C virus (HCV) infection is a global

health problem, resulting in liver failure, hepatocellular carcinoma,

and liver-related death. The role of immune factors throughout the

course of the disease can not be ignored. And their activity is known

to correlate to viral treatment response of HCV. In this study, we

investigate the immune effects of viral load decline with direct-acting

antivirals (DAAs) in blood.

Methods: 29 control non-HCV adults treated with ASV and other 24

HCV patients were treated with asunaprevir and daclatasvir, and

peripheral blood samples were analyzed at various time points during

therapy. Immunoassay was performed using the luminex kit used the

serum of baseline, 3-day, 1-, 2-, 4-, 12-week samples. The data were

analyzed using SPSS software.

Result: In line with previous studies, we confirmed restoration of

HCV-specific immune molecules decline frequency upon viral load

decline. In addition, we show that serum interferon (IFN)-c, inter-

leukin (IL)–12p70 levels decreased early after start of therapy but

IL15, IL17A, IL2, and IL7 were decreased at 12-week treatment.
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Conclusion: We show that viral load decline as a consequence of

treatment with novel DAAs in chronic HCV patients reduces serum

levels of viral–stimulating cytokines and causes correction of the

altered immune molecules observed in chronic HCV patients.

PP1736

Evaluation of IFN-free therapy using sofosbuvir/ribavirin
in patients with hepatitis C virus genotype-2 infection

Fumimasa Tomooka1, Toshiya Nakatani1, Yuki Fujimoto1, Koji
Ishida1, Daisuke Kaya1, Yukihisa Fujinaga1, Yosuke Aihara1,
Shinsaku Nagamatsu1, Hideki Matsuo1, Eiryo Kikuchi1
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Background: Although the conventional IFN-based therapy has

made a significant achievement in treating patients with hepatitis C

virus (HCV)-genotype2 (GT2) infection, patients intolerant of IFN,

such as those with advanced age or liver cirrhosis (LC), still await

new therapy. As this population has high possibility to develop HCC,

the treatment with sofosbuvir (SOF)/ribavirin (RBV) is highly

expected. In this study, efficacy and safety of SOF/RBV therapy were

assessed in those with HCV-GT2 infection.

Methods: Thirty eight patients with HCV-GT2 undergoing SOF/RBV

therapy were enrolled (male/female 19/19, age 64.5 ± 15.2, chronic

hepatitis (CH)/LC 33/5, FIB4-index 2.9 ± 2.2). Notably, almost half

of patients were over 70 years old, meaning that many of those

intolerant of IFN were enrolled in this study. The population consists

of treatment-naı̈ve (28) and treatment-experienced patients (prior

relapsers (7), non-responders (1) or discontinuers (2) to IFN-based

therapy). Combination therapy using SOF/RBV was conducted for 12

weeks. The efficacy (SVR12; undetectable HCV-RNA 12 weeks after

the last treatment) as well as the safety was assessed.

Result: Serum HCV-RNA (LIU/mL) at baseline, day1, week1, 2, 3,

4, 5, 6 and 12 was 5.9 ± 1.1, 3.7 ± 1.1, 1.7 ± 0.9, 0.8 ± 0.8, 0.4 ±

0.6, 0.2 ± 0.4, 0.08 ± 0.3, 0 ± 0 and 0 ± 0, respectively. HCV-

negativity at week 1, 2, 3, 4, 5, 6 and 12 was 18.4, 47.4, 68.4, 86.5,

93.8, 100 and 100%, respectively. The serum RBV concentration at 1

month after the initiation of the therapy was 2437 ± 686 ng/mL. RBV

adherence was 93.8 ± 11.3%. SVR12 was 87.1% (27/31). The profile

of the 4 relapsers was as follows; male/female 0/4, CH/LC 3/1, GT2a/

GT2b 3/1, treatment-naı̈ve/treatment-experienced 1/3, age [65/age

\65 2/2. The rate of SVR12 was significantly higher in male than in

female (100 vs 75%). Similarly, it was significantly higher in treat-

ment-naı̈ve patients than in treatment-experienced ones (95 vs 67%).

However, no independent factor was statistically associated with the

achievement of SVR12. Regarding safety, 79% (30/38) of patients

showed adverse events (AEs) with less than grade-2, which did not

affect the therapeutic process. Anemia due to RVB was the most

frequently observed among AEs.

Conclusion: The treatment with SOF/RBV in those with HCV-GT2

infection could be feasible in efficacy as well as safety even for the

population with advanced age and liver cirrhosis.

PP1737

Evaluation of IFN-free therapy using ledipasvir/sofosbuvir
in patients with hepatitis C virus genotype-1b infection

Daisuke Kaya1, Toshiya Nakatani1, Fumimasa Tomooka1, Yuki
Fujimoto1, Koji Ishida1, Yukihisa Fujinaga1, Yosuke Aihara1,
Shinsaku Nagamatsu1, Hideki Matsuo1, Eiryo Kikuchi1

1Nara Prefecture General Medical Center, Nara, Japan

Background: Although the conventional IFN-based therapy has

made a significant achievement in treating patients with hepatitis C

virus (HCV)-genotype1b (GT1b) infection, patients intolerant of IFN,

such as those with advanced age or liver cirrhosis (LC), still await

new therapy. As this population has high possibility to develop HCC,

the treatment with ledipasvir (LDV)/sofosbuvir (SOF) is highly

expected. In this study, efficacy and safety of LDV/SOF therapy were

assessed in those with HCV-GT1b infection.

Methods: One hundred and one patients with HCV-GT1b undergoing

LDV/SOF therapy were enrolled (male/female 45/56, age 70.2 ± 8.8,

chronic hepatitis (CH)/LC 91/20, FIB4-index 4.14 ± 3.22). Notably,

almost half of patients were over 70 years old, meaning that many of

those intolerant of IFN were enrolled in this study. The population

consists of treatment-naı̈ve (53) and experienced patients (prior

relapsers (22), non-responders (11) or discontinuers (15) to IFN-based

therapy). Two direct-acting antiviral drugs were administered for 12

weeks in an oral fixed-dose combination of 90 mg LDV and 400 mg

SOF. The efficacy (EOT; undetectable HCV-RNA at the end of

treatment, SVR12; undetectable HCV-RNA 12 weeks after the last

treatment) as well as safety was assessed. NS5A (Y93H) mutation

was assessed with PCR-Invader assay.

Result: Serum HCV-RNA (logIU/mL) at baseline, day1, week1, 2, 3,

4, 5, 6 and 12 was 6.1 ± 0.7, 3.3 ± 0.7, 2.0 ± 0.8, 1.1 ± 0.8, 0.5 ±

0.7, 0.3 ± 0.5, 0.05 ± 0.2, 0.02 ± 0.1 and 0 ± 0, respectively. HCV-

negativity at week1, 2, 3, 4, 5, 6 and 12 was 8.9, 31.1, 65.6, 75.6,

96.3, 98.7 and 100%, respectively. SVR12 was 100% (82/82), which

was not influenced by the backgrounds such as previous therapeutic

history or outcome, IL-28B polymorphism, level of hepatic fibrosis

and so on. As a result, no independent factor was significantly asso-

ciated with the achievement of SVR12. The population was divided

into 4 groups according to the rate of NS5A (Y93H) mutation (A:

0–1%, B: 2–19%, C: 20–49%, D: 50–100). Group A/B/C/D consisted

of 83/9/4/5 patients. Although no difference was observed in EOT/

SVR12 among 4 groups, group A indicated significantly more

declining of HCV-RNA than group B, C and D 1 day after initiation

of the treatment (p \ 0.001). Regarding safety, 34.7% (35/101) of

patients showed adverse events with less than grade-2, which did not

affect the therapeutic process.

Conclusion: Although the high rate of NS5A-Y93H mutation may

affect the very early virological response in the IFN-free therapy

using LDV/SOF against CH/LC with HCV-GT1b infection, LDV/

SOF therapy could be feasible in long-term efficacy as well as safety

even for the population with advanced age and liver cirrhosis.

PP1738

History of HCC plus IL28B genotype non-major relate
to the treatment failure of sofosbuvir and ribavirin combination
Therapy for GT2 chronic hepatitis C

Yoshiyasu Karino1, Ryoji Tatsumi1, Masakatsu Yamaguchi1,
Mutsuumi Kimura1, Tomohiro Arakawa1, Tomoaki Nakajima1,
Yasuaki Kuwata1, Itaru Ozeki1, Takahiro Sato1, Takumi
Ohmura1, Shuhei Hige1, Joji Toyota1

1Sapporo Kosei General Hospital, Sapporo, Japan

Background: Sofosbuvir (SOF) and ribavirin (RBV) therapy was

approved for genotype 2 (GT2) chronic hepatitis C and compensated

liver cirrhosis (LC) in Japan in 2015. Japanese phase 3 trial of SOF

and RBV therapy showed very high SVR rate (97%) and the factor

which related to treatment failure was not clear. In this study, we
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examined a predictive factor of the treatment failure of the SOF and

RBV therapy in real world.

Methods: One hundred and twenty-seven patients with chronic HCV

GT2 infection (median age 62 years old {33–87}, male: 65 cases

{51.2%}, treatment naı̈ve: 76 cases {59.8%}, compensated LC: 17

cases {13.4%}, IL28B genotype major: 88 cases {69.3%}, ITPA

genotype major: 87 cases {68.8%}) were treated with SOF and RBV

therapy for 12 weeks. LC was diagnosed by the liver biopsy or

Fibroscan [12.5 kPa within 12 months prior to enrollment. All

patients took 400 mg of SOF daily. RBV dose was determined mainly

by body-weight basis, but patients who experienced severe anemia

during past interferon and RBV therapy or patients with low hemo-

globin (Hb) level, dose of RBV were reduced. Serum HCV RNA,

liver enzyme and peripheral blood count were measured every 4

weeks and serum RBV concentrations were measured at week 2 of

therapy.

Result: As for initial dose of RBV, 1 case was 200 mg/day, 19 cases

were 400 mg/day, 49 cases were 600 mg/day, 52 cases were 800

mg/day and 6 cases were 1000 mg/day. Median dose of RBV per

body weight was 10.8 (5.1–16.1) mg/kg. Six patients failed to achieve

SVR12 (4.7%). By single variable analysis, among the base line

factors, the significant factors which related to treatment failure were

presence of LC (P = 0.019, odds ratio (OR) = 7.647), history of HCC

(P = 0.0011, OR = 20.167), albumin (continuous variable, P = 0.029,

odds ratio = 0.120), AFP (P = 0.0129 OR = 1.0393), Mac-2-binding

(P = 0.0278 OR = 1.2644). By multivariate analysis, only history of

HCC plus IL28B genotype non-major was significant combined factor

of treatment failure (P = 0.0443, OR = 64.039).

Conclusion: As for the GT2 chronic hepatitis C patient having both

history of HCC and non-major IL28B genotype, SOF and RBV

combination therapy is intractable.

PP1739

Tittle: tolerability and efficacy off new oral directly acting anti
HCV drugs

Abdul Qadir Khan1,2, Muhammad Medical College/Hospital
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1Muhammad Medical College/Hospital Mirpurkhas, Mirpurkhas,

Pakistan; 2ASIAN institute of Medical Sciences, Faridabad, India

Background: Pakistan has the second highest burden of chronic

hepatitis C virus infection after the China. Prevalence of hepatitis C

virus infection in Pakistan is about 5% with an estimated 8 million

people infected with virus1. There are however pockets of very high

prevalence of up to 24% of the population 2. The major HCV geno-

type here is genotype 3, followed by genotype 2 and 1. Pakistan was

the second country in world after Egypt to receive sovaldi (sofos-

buvir) through the Gilead global excess program at heavily

discounted price, the drug was formally registered in March 2015.

Methods: Descriptive type of the study, was conducted at liver clinic

MMCH and liver and GI center New town MPK, from MAY 2015 to

August 2016. Total no. of patient were 94. Data was collected in a

design Performa, additional information regarding complains clinical

finding were noted, base line investigation were blood CP, LFTs, P.T.

S.Albumin, u/s of abdomen, HCV RNA viral load and Genotype. Few

investigation were done after the starting of the treatment. Data and

additional information was put into SPSS VERSION 22.

Result: Total no of the patients were 94, out of them male were 48,

female 47. Male to female ratio was approximately 1:1, Average age

of the patient was between 31 and 70 years out of 94 cases, 74 cases

were Naı̈ve and treatment experienced chronic hepatitis C, 2 were of

compensated cirrhosis, and 18 were of Decompensated liver cirrhosis.

Out of 94 cases, 75 patients were on sofosbuvir 400 mg OD, and

Ribavirin 400 mg BD, for 3–6 months. 19 patients were on sofosbuvir

+ ribavirin + declastavir for 3 months. 93 out of 94 patients tolerated

well the combination of sofosbuvir + ribavirin ± declastavir Treat-

ment, 1 patient stopped the treatment due to side effects. RVR was

positive in 97% of Sofosbuvir + Ribavirin group, and 100% in

sofosbuvir + ribavirin + declastavir group. ETR was positive in 99%

of sofosbuvir + ribavirin group and 100% among sofosbuvir + rib-

avirin + declastavir group. 1 patient relapes among sofosbuvir +

ribavirin group while for SVR in sofosbuvir + ribavirin + declastavir

the patients are on follow up.

Conclusion: New directly acting oral anti HCV drugs are well tol-

erated and efficacious, further studies are needed in more numbers of

the patients to assess the side effects.

Out of 94 cases, 93 patients tolerated well the combination of

sofosbuvir + ribavirin + declastavir treatment.

Rapid virological response was positive in 97% of sofosbuvir + rib-

avirin group and 100% among sofosbuvir + ribavirin + declastavir

respectively.
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Effect of steatosis on liver stiffness measurement values using
transient elastography in Egyptian patients with chronic hepatitis
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of Hepatology, National Liver Institute, Al Minufiyah, Egypt;
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Background: Transient elastography (TE) is a non-invasive and

reproducible tool to assess liver fibrosis/cirrhosis. However, it

remains to be determined if steatosis interferes with fibrosis assess-

ment. Aim: To determine the effect of steatosis on liver stiffness

measurement (LSM) among chronic hepatitis C (CHC) patients.

Methods: Thirty consecutive CHC patients with steatosis were

prospectively included. Blood samples were collected and TE was

done initially and losing more than 10% of their weight within 6

months. Liver biopsy under sonography was done to selected patients.

Patients with high BMI which could affect fibroscan and patients with

ascites or cirrhosis were excluded. A detailed physical examination,

history taking and laboratory tests were performed in all patients.

Result: Patients were 44.67 ± 8.91 years old, males were 15 (50%)

and body mass index (BMI) was 33.23 ± 2.5. In all patients, LSM of

19/30 of patients showed significant fibrosis while 9/30 of patients

reached cirrhotic level with mean value of 13.81 ± 7.46 kPa at the

time of inclusion in the study. After weight loss, LSM of 16/30 of

patients showed significant fibrosis while 6/30 of patients reached

cirrhotic level with reduction of mean value to 10.98 ± 5.57 kPa.

There was statistically significant change in LSM value by fibroscan

after decrease in BMI (P\0.01). Moreover, a statistically significant,

positive correlation between BMI\30 kg/m2 and LSM was found. No

significant correlation was found between increased BMI C30 kg/m2

and LSM (r = 0.14 and P[ 0.05).

Conclusion: TE has not demonstrated reliable diagnostic accuracy in

CHC patients with moderate or severe steatosis.

PP1741

The morbidity of psychiatric adverse events of interferon
on treatment of chronic viral hepatitis and the efficacy of drug
intervention

Chengguang Hu1, Guosheng Yuan1, Junwei Liu1, Huaping
Huang1, Meilei Su2, Yuanping Zhou1

1Hepatology Unit, Nanfang Hospital, Southern Medical University,

Guangzhou; 2Department of psychology, Nanfang Hospital, Southern

Medical University, Guangzhou

Background: Peg-IFN-a induced psychiatric disorders is a major

limitation for treating chronic viral hepatitis. Our aim was to evaluate

the morbidity rate of psychiatric adverse events associated with Peg-

IFN-a treatment for chronic hepatitis and to assess the efficacy of

medical intervention using escitalopram or alprazolam for these

adverse effects.

Methods: 112 patients with chronic hepatitis B or chronic hepatitis C

undergoing interferon-based treatment for 12 weeks were assessed for

moderate to severe depression or anxiety using PHQ-9 and GAD-7,

and the patients identified to have moderate to severe depression or

anxiety will be received escitalopram or alprazolam treatment for

intervention. PHQ-9 and GAD-7 were used to assess the psycholog-

ical condition of the patients at the second, forth and eighth weeks of

escitalopram treatment or alprazolam treatment.

Result: The morbidity rate of interferon-based moderate to severe

depression was 24%, and the rate of anxiety was 18.8%. Patients who

developed symptoms of depression or anxiety during IFN therapy

could be significantly improved by Escitalopram treatment (P \
0.005). Alprazolam is effective to anxiety (P \ 0.005), but the effi-

cacy to depression is not that obvious (P = 0.121). In terms of the

improvement of anxiety, alprazolam is better than escitalopram (t =

-3.198, P = 0.010).

Conclusion: Psychological symptoms are common in HBV or HCV

patients receiving interferon treatment. These patients need to be

regularly screened and followed-up, in order to find the appropriate

timing of clinical intervention, to improve their quality of life and to

reduce the risk of treatment discontinuation. Our study indicates that

IFN-induced depression or anxiety in patients can be ameliorated by

the use of escitalopram or alprazolam, which is recommended for

effective control of depression or anxiety or other psychological

symptoms in these patients.

PP1742

Study of patients with HCV-related compensated cirrhosis
treated with interferon alpha and ribavirin
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1The Eighth People’s Hospital of Guanghzhou, Guangzhou; 2Medical

College of State University of New York, New York, USA

Background: To explore the influence of antiviral therapy on the

prognosis of the patients with HCV-related compensated cirrhosis and

search the predictive factors of progression to cirrhosis.

Methods: In this retrospective study, patients with HCV-related

compensated cirrhosis, who were treated in our hospital from 2004 to

2015, were divided into sustained virological response (SVR) group,

non-SVR (NSVR) group and untreated group according to whether

the patients received treatment and achieved a virological response in

24 weeks after withdrawal, and used platelet counts and spleen sizes

as the index for judging the prognosis.

Result: In this trial, a total of 89 patients with HCV-related com-

pensated cirrhosis were enrolled as subjects. 42 patients had antiviral

treatment with interferon and ribavirin (30 patients were treated with

PEG-IFN a and 12 with INF a, and all were combined with ribavirin),

while the rest did not. Among 42 patients receiving antiviral treat-

ment, 20 patients achieved sustained virological response (SVR), 22

patients did not achieve SVR. In the SVR group, mean platelet count

increased by 44.93 9 109/L, in the NSVR group, mean platelet count

increased by 9.73 9 109/L, whereas in the untreated group, patients

showed a mean decline of 19.76 9 109/L, there was statistically

significant difference among the three group (F = 14.731, P\0.001).

In the SVR group, mean decrease in spleen size was 0.91 cm, while

mean spleen size increased with 0.2 cm and 1.11 cm in the NSVR

group and untreated group respectively, the difference among three

groups was statistically significant (F = 14.943, P \ 0.001). The

differences of the changes in the model for end-stage liver disease

(MELD) scores, the sequential organ failure assessment (SOFA)

scores and the Child–Tureotte–Pugh (CTP) scores among three

groups were not found to be statistically significant (P [ 0.05). The

changes in platelet count and baseline level of HCV RNA were sig-

nificantly negative correlated, and baseline albumin level were

significantly positive correlated. Positive correlation between the
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changes in spleen size and baseline HCV RNA level was showed. At

the end of follow-up, there were 6 (12.77%) patients developed

hepatocellular carcinoma (HCC) and 3 (6.38%) patients experienced

death in the untreated group, and 5 (22.73%) patients developed HCC

and none experienced death in the NSVR group, one (5.00%) patient

developed HCC and one (5.00%) patient experienced death in the

SVR group.

Conclusion: Among patients with HCV-related compensated cir-

rhosis the platelet counts and the spleen size improved and the risk of

developing HCC after achieving SVR reduced following antiviral

therapy. These results suggest interferon combined with ribavirin

therapy could effectively improve outcomes.
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Background: During last several years, internationally available

diagnostics, treatments and medicines of HCV have changed dra-

matically. Interferon-based therapy for HCV has comparatively low

result of treatment effect, more side effects, long treatment duration,

high cost of single dose and limited option of treatment. Since

introduction of direct antiviral agents including in 2011 Boceprevir,

Telaprevir, in 2013 Simeprevir, Sofosbuvir, in 2014 Harvoni (ledi-

pasvir/sofosbuvir), Daklinza (daclatasvir), Vikera Pack

(ombitasvir/paritaprevir/dasabuvir), the new era HCV treatment came

up thanks to those new drugs HCV infection became one of the

curable diseases, and entire world is targeting free from HCV/WHO/.

Therefore, there is need of to access milestones of diagnostic and

treatment development of HCV in our country. Our study aims to

determine implementation of global trend for HCV diagnostic and

treatment in Mongolia.

Methods: This study is qualitative one and we analyzed policy and

strategic documents and statistics issued by Mongolian Government,

Ministry of Health, Mongolian National University of Medical Sci-

ences, National Center for Communicable Diseases and other

organizations.

Result: Ministry of Health played very large role in introduction of

new management of HCV into the country. It provided all the legal

ground and support to service providers at all levels of care. New

guideline was approved which includes all new schemes of the

treatment, diagnostic methods, new drugs were registered, specialist

doctors were trained and access of the new drug were widened thanks

to joining the Access programme from Gilead Sciences. It can be said

that the tentative result of DAA treatment is successful, compare few

years ago interferon treatment effect was fewer than 20 percent to the

99 percent effective of current new treatment.

Conclusion: All those achievements show that Mongolia has been

able to introduce a comprehensive and efficient short-term treatment

for HCV and free the population of that disease which may increase

the mortality level due to liver cancer.

PP1744

The real-life data of daclatasvir and asunaprevir treatment
in Korean patients with hepatitis C genotype 1b infection
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Han1
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Background: Daclatasvir plus asunaprevir (DCV + ASV) treatment

has demonstrated potent antiviral activity in patients with genotype 1b

hepatitis C virus (HCV) infection. We investigated real-life data of

DCV + ASV treatment in Korea.

Methods: A total of 323 patients with chronic hepatitis C were

treated with DCV + ASV from August 2015 to August 2016. We

excluded patients with RAV (resistance-associated variants) positive

and hepatocellular carcinoma at baseline. The patients received DCV

(60 mg once daily) plus ASV (100 mg twice daily) for 24 weeks.

Finally, 170 patients who finished DCV + ASV treatment and 140

patients who were followed up for 12 weeks after the end of treatment

(EOT) were analyzed. We evaluate viroglogic response and the

changes of liver fibrosis with non-invasive markers and transient

elastography before and after completion of the treatment.

Result: The median age was 64 (range, 19–86) years and 134 (41.5%)

patients were male. Cirrhosis and hepatocellular carcinoma (HCC)

were identified in 97 (30.3%) and 48 (14.9%) patients. The intention-

to-treat (ITT) analysis showed that 98.2% (167/170) patients achieved

ETR and 95.7% (134/140) patients achieved SVR12. The per-proto-

col (PP) analysis showed that SVR12 was also observed in 94.1% (80/

85) and 98.2% (54/55) of treatment-naı̈ve and treatment-experienced

group, respectively. In addition, 78.2% (61/78) of patients older than

65 years and 80.0% (32/40) with cirrhosis achieved SVR12. A total of

113 patients were measured the degree of fibrosis by non-invasive

markers and transient elastography (TE) before and after completion

of the treatment. The liver stiffness value by TE was significantly

decreased after the completion of DCV + ASV treatment (baseline vs.

SVR12, 7.8 kPa (3.4–75 kPa) vs. 6.8 kPa (3–48 kPa), p = 0.001). Five

patients stopped treatment due to gastrointestinal trouble (n = 2),

viral breakthrough (n = 1), non-response of treatment (DAA) (n = 1),

and elevation of liver enzyme (n = 1).

Conclusion: DCV + ASV dual therapy resulted in high SVR12 rates,

improved liver fibrosis and was well tolerated in Korean patients with

genotype 1b HCV infection. Further studies are needed to monitor the

long-term results of the DCV + ASV treatment.
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Background: HIV epidemic in Indonesia is one of the fastest

growing in Asia. In Pokdisus AIDS Clinic Cipto Mangunkusumo

Hospital Jakarta from 2004 to 2009, HIV–HCV co-infection was

found in 67.9% of 3613 HIV patients. APASL 2016 recommends

HIV/HCV co-infected patients with a CD4 count[350/lL should be

considered for HCV treatment. In DAA non affordable country,

Pegylated-Interferon/Ribavirin (Peg-IFN/RBV) become the first line

of HCV treatment. The aim of this study is to know the Peg-IFN/RBV

efficacy and safety for HCV-HIV co-infection treatment.

Methods: A prospective cohort design was used in this study and held

in Pokdisus AIDS Clinic Cipto Mangunkusumo Hospital from June

2015 until October 2016. Inclusion criteria were [18 years old,

positive HIV antibody confirmation, chronic HCV infection and on

HAART for CD4 count between 200 and 350 cells/lL. Peg-IFN/RBV

treatment history, active opportunistic infection, current anti tuber-

culosis treatment, pregnant women, couples who plan to have child in

the next 2 years, breastfeeding women, other cause of chronic liver

inflammation, hepatocellular carinoma 3 months before study and

decompensated cirrhosis are the exclusion criterias in this study.

Result: Fifty six HCV-HIV co-infected patients participated in this

study, with predominanty male. Most of them had significant liver

fibrosis (F C 2). Overall sustained virological response (SVR) was

achieved by 53.6% patients. HCV genotype 1 (n = 39), 3 (n = 11), 4

(n = 4), 6 (n = 1) and SVR was achieved in 46, 63.6, 100, 0%,

respectively. Only one patient had indeterminate HCV genotype and

achieved SVR. Common side effects such as anemia, leukopenia,

thrombocytopenia, SGOT and SGPT elevated were only found in few

cases.

Conclusion: Peg-IFN/RBV shows unsatisfactory results for HCV

treatment, especially genotype 1 HCV. However, Peg-IFN/RBV

remains the drug of choice in DAA-non affordable countries.
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Background: In phase 3 trials, the 3 direct-acting antiviral (3-DAA)

regimen of ombitasvir/paritaprevir/ritonavir (paritaprevir identified by

AbbVie and Enanta) and dasabuvir ± ribavirin (RBV) achieved high

sustained virologic response (SVR12) rates with a favorable safety

profile in [2300 HCV patients, including those with compensated

cirrhosis. TOPAZ-I and TOPAZ-II are ongoing phase 3b open-label

studies evaluating the impact of SVR12 on long-term progression of

liver disease over 5 years’ post-treatment (PT) follow-up in patients

with chronic HCV GT1 infection receiving 3-DAA ± RBV.

Methods: TOPAZ-I and TOPAZ-II, conducted respectively at 197

sites outside of the US and 50 sites in the US, enrolled HCV GT1-

infected treatment-naive or interferon-experienced patients without

cirrhosis or with compensated cirrhosis. Patients were to receive

3-DAA ± RBV for 12 or 24 weeks, based on subtype and cirrhosis

status, as consistent with the approved local labels. Combined SVR12

(HCV RNA\LLOQ 12 weeks post-treatment (PT)) and safety results

are presented for both studies. Clinical outcomes included all-cause

death, liver-related death, hepatic decompensation (ascites, hepatic

encephalopathy, or variceal bleeding), hepatocellular carcinoma

(HCC), and liver transplantation. Interim results up to 1 year PT are

presented.

Result: 2211 patients received study drug: 53% (1169) Male; 93%

(2064) Caucasian, 51% (1137) infected with HCV genotype 1a, and

16% (351) with compensated cirrhosis. 99% (2140/2211) of patients

completed PT Week 12, and 51% (1129/2211) of patients have

completed PT Week 52. Overall, SVR12 was achieved in 96% (2099/

2179) of patients who completed PT Week 12 or prematurely dis-

continued from the study. 21 (0.9%) patients experienced clinical

outcomes up to PT Week 52 (table 1). Among the 7 subjects (2% of

cirrhotic patients) meeting the hepatic decompensation criteria, 4

subjects developed liver-related events, including 2 cases of jaundice.

All events resolved except in one patient who was lost to follow-up.

Five cases of HCC (0.8% of F3–F4) and 1 liver-related death were

reported. In total, 71% (1567/2211) of patients experienced an AE,

with fatigue headache nausea pruritus and insomnia occurring in

[10% of patients. 14 (0.5%) patients discontinued study drug due to

AEs. Seven subjects developed 13 serious AEs considered possibly

related to study drugs; 4 subjects developed SAEs related to DDIs and

3 developed liver-related events. Selected grade 3–4 laboratory

abnormalities are presented in Table 2.

Conclusion: Data from these 2 large studies confirm the efficacy and

safety of 3-DAA ± RBV in HCV GT1-infected patients, without

cirrhosis or with compensated cirrhosis. Clinical outcomes occurred in

\1% of patients; few patients (0.8%) with F3–F4 cirrhosis at baseline

developed HCC. Final safety, efficacy, and updated clinical outcomes

up to PT week 52 will be presented at the meeting.

Hepatol Int (2017) 11 (Suppl 1):S1–S1093 S1019

123



PP1748
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in HCV genotype 1-infected patients receiving
ombitasvir/paritaprevir/ritonavir and dasabuvir – ribavirin:
interim results from TOPAZ-I and TOPAZ-II
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Background: The goals of direct-acting antiviral (DAA) therapies is

to achieve sustained virologic response (SVR), and halt or reverse

fibrosis progression. Thus, it is particularly important to assess the

long-term impact of viral eradication towards liver fibrosis and liver-

related complications. TOPAZ-I and TOPAZ-II studies evaluate the

impact of SVR12 on long-term progression of liver disease over 5

years’ post-treatment (PT) follow-up in patients with chronic HCV

GT1 infection receiving the 3-DAA regimen of ombitasvir/pari-

taprevir/ritonavir (paritaprevir identified by AbbVie and Enanta) and

dasabuvir ± ribavirin (3-DAA ± RBV).

Methods: TOPAZ-I and TOPAZ-II are on-going phase 3b open label

studies conducted respectively in 197 sites outside of the US and in 50

sites within the US, which enrolled HCV GT1-infected treatment-

naive or interferon-experienced patients without cirrhosis or with

compensated cirrhosis. Patients were to receive 3-DAA ± RBV for 12

or 24 weeks, based on subtype and cirrhosis status, as consistent with

the approved local labels. Long-term progression of fibrosis was

measured by change from baseline in liver stiffness measured by

transient elastography (TE/FibroScan�) in TOPAZ-I and blood

markers (Fibrotest�) in TOPAZ-II. Interim liver stiffness (TOPAZ-I),

Fibrotest� (TOPAZ-II) evolution and clinical outcomes (TOPAZ-I

and II) are presented up to PT Week (PTW)52. TE or FibroTest�

were used to determine the METAVIR equivalent (MEq) fibrosis

stage as listed in Table 1. The presence or absence of shift from one

MEq stage to another defines 3 categories of liver stiffness evolution:

better, stable or worse. Only subjects who had FibroScan scores

available both at baseline and at PTW24 and/or PTW52 were inclu-

ded in the analysis of FibroScan score.

Result: A total of 1596 subjects were enrolled in TOPAZ-I, 1054

(66%) subjects were included in the FibroScan analysis at PTW24

and 549 (34%) at PTW52. Baseline MEq score was F0-F1 59.2%

(945), F2 13% (207), F3 13% (208), F4 14.8% (236). Overall,

baseline MEq score remained stable at PTW24 and PTW52 for the

majority of patients, which is mostly driven by the large number of

subjects with F0-F1. At PTW24, MEq score improved in 20.3% of

subjects and worsened in 2.2%. In subjects other than F0-F1, a shift to

an improved equivalent Metavir score was observed in 90.2% of F2,

79.6% of F3 and in 48.3% of F4 subgroups. These results were

maintained at PTW52 (Table 2).

Conclusion: Interim data on liver stiffness evolution up to 1 year

after treatment support the introduction of HCV DAAs at earlier liver

disease stages, as liver stiffness regression is observed in a high

proportion of non-cirrhotic subjects. Predictors of liver fibrosis

markers evolution in a larger sample size from TOPAZ-I and

TOPAZ-II will be presented.

PP1749

A 33-years-old lady with infiltrating ductal carcinoma of breast
successfully treated with peginterferon alpha-2a alone for chronic
hepatitis C virus infection: case report
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Background: Treatment of chronic hepatitis C virus infection is

difficult in populations like cancer patients as well as patients

receiving anti-cancer drugs. Currently, oral direct-acting antivirals are

available. However, peginterferon has stron ger efficacy in combi-

nation with ribavirin. Considering side effects of ribavirin,

monotherapy with peginterferon is needed in special group of

patients.

Methods: The case and methodology: A young lady of 33 years of

age had received 4 units of blood transfusion in 2006 when she

experienced raptured ectopic pregnancy. After 2 months she devel-

oped jaundice and found positive for anti-HCV. As her jaundice

recovered quickly she had not consulted any physician for hepatitis C

treatment. On January 2014 she had infiltrating ductal carcinoma of

left breast. After mastectomy of the affected breast she received 6

cycles chemotherapy 21 days apart. On August 2014 she developed

weakness. Her blood chemistry showed raised ALT (330 U/L). In this

context, she sought advice from our liver clinic. HCV RNA was

676,664 IU/ml, genotype 3a. Ultrasonogram of the liver showed mild

hepatomegaly with coarse parenchyma. Haematotogical parameters

were within normal limit. Considering recent treatment with

chemotherapy, she was assigned peginterferon alpha 2a alone for 24

weeks. She was monitored 2 weekly initially for 8 weeks, then

monthly.

Result: Results: She was well tolerated during the treatment. At the

end of 24 weeks of treatment she became negative for HCV RNA by

qualitative PCR (End of Treatment Response). Her HCV RNA

remained undetectable 24 weeks after the completion of treatment

(sustained virologic response). This patient had history of chronic

hepatitis C since 2006. Possibly she acquired the infection from blood

transfusion. As she was asymptomatic for long time she did not

receive any treatment for hepatitis C. After the surgical treatment and

chemotherapy in 2014 for breast cancer, she had raised ALT level that

might be due to delayed adverse effect of chemotherapy. The patient

had coarse hepatic parenchyma on USG. This can be explained by

long duration of viral infection. Although her haematological

parameters were normal, we prescribed only peginterferon. Consid-

ering the toxic effect of ribavirin, it was not included in the treatment

protocol. The patient responded nicely without any clinical, bio-

chemical and haematological adverse events.

Conclusion: This case study revealed that patient who received

chemotherapy can be treated with peginterferon, and optimal response

can be obtained with this treatment.

PP1750

Elbasvir/grazoprevir (EBR/GZR) does not worsen renal function
in patients with hepatitis C virus (HCV) Infection and pre-
existing renal disease
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Bruchfeld4, Peggy Hwang1, Barbara Haber1, Bach-Yen Nguyen1,
Eliav Barr1, Janice Wahl1, Wayne Greaves1

1Merck & Co., Inc., Kenilworth, NJ, USA; 2University of
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FL, USA; 4Karolinska Institute, Stockholm, Sweden

Background: Decreased estimated glomerular filtration rate (eGFR)

has been reported in patients with HCV infection receiving direct-

acting antiviral agents. EBR/GZR was safe and efficacious in patients

with chronic kidney disease stage 4/5 (CKD 4/5) in the C-SURFER

study. The aim of this analysis was to evaluate the impact of EBR/

GZR on eGFR in patients with less severe CKD.

Methods: We analyzed a pooled dataset of 1689 patients who

received EBR/GZR (50 mg/100 mg) with or without ribavirin (RBV)

for 8 (n = 91; 5%), 12 (n = 1238; 73%), 16 (n = 211; 12%), or 18 (n

= 149; 9%) weeks; 656 patients (39%) received RBV. Patients were

treatment-naı̈ve or treatment-experienced, and included cirrhotics and

those with HIV co-infection. Creatinine values were assessed at

baseline and C1 post-baseline timepoint. eGFR was calculated using

the Modification of Diet in Renal Disease equation at baseline, end of

treatment, and 12 weeks post-therapy.

Result: Of the 1689 patients evaluated, 32 had CKD 3 (eGFR \60

mL/min/1.73 m2 to C30 mL/min/1.73 m2) and 1657 had eGFR C60

mL/min/1.73 m2 (Table). Demographics were similar in both groups

except for a higher proportion of HIV co-infected patients in the CKD

3 group (41 vs 17%). Patients with CKD 3 and those with eGFR[60

mL/min/1.73 m2 at baseline did not show any decrease in eGFR

during treatment or follow-up.

Conclusion: EBR/GZR did not affect eGFR in patients with pre-

existing eGFR C60 mL/min/1.73 m2 or those with CKD 3. Treatment

duration, RBV co-administration, cirrhosis, or HIV co-infection did

not adversely affect renal outcome.

PP1751

Direct-acting antiviral regimen (3D) in HCV/HIV-coinfected
patients: preliminary results

Iwona Cielniak1, Ewa Firlag-Burkacka1, Joanna Kubicka1, Piotr
Pulik1, Jadwiga Gizinska1, Hanna Berak1, Ewa Siwak1

1Hospital for Infectious Diseases, Warsaw, Poland

Background: Since the common use of combination antiretroviral

therapy (cART), liver-related disease has emerged as a leading cause

of morbidity and mortality in HCV/HIV-1 co-infected patients.

Individuals with HCV/HIV-1 co-infection are at 3-fold greater risk for

progression to liver cirrhosis and at 10-fold greater risk for liver-

related mortality than individuals monoinfected with HCV. The
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priority of patients with co-infection is to maintain HIV viral load

undetectable. We examined the efficacy and safety of an all-oral

interferon-free regimen of ombitasvir, an NS5A inhibitor, and pari-

taprevir, an NS3/4A protease inhibitor dosed with ritonavir

(ombitasvir plus paritaprevir plus ritonavir) and dasabuvir, an NS5B

polymerase inhibitor given with or without ribavirin.

Methods: 11 HCV/HIV-1 co-infected patients were recruited from

outpatient HIV clinic in Warsaw. All patients were on stable cART, at

least for 6 mths with advance fibrosis (F3 or F4 by Metavir score)

Baseline Characteristics in Tab 1. In 6 patients before HCV therapy,

the cART regimen was changed due to potential drug-drug interac-

tions. All cART regimens: (4 pts TDF/FTC + RAL, 4pts TDF/FTC +

DRV, 1pts TDF/FTC + DTG, 1pts ABC/3TC + RAL, 1pts DRV +

RAL). Based on The National Treatment Principle and follow dosing

recommendations for patients who are mono-infected with HCV

direct-acting antiviral regimen (3D) and ribavirin was given to the

study group: 6pts (54%) Vekirax + Exviera + Moderiba and 5pts

(46%) Vekirax +Moderiba with 12 weeks of treatment in 9pts and 24

weeks in 2pts.

Result: SVR12 rate achieved with 12 weeks or 24 weeks of 3D +

RBV in all HCV/HIV-1 co-infected patients. No treatment-emergent

serious adverse events were reported. The majority of adverse events

were mild or moderate in severity and did not require discontinuation

of treatment or dosage adjustment 3D—Tab 2.

Conclusion: An interferon-free regimen of ombitasvir plus pari-

taprevir plus ritonavir and dasabuvir with ribavirin achieved high

sustained virological response rates at 12 weeks after the end of

treatment and was generally well tolerated, with low rates of anaemia,

hyperbilirubinaemia and treatment discontinuation in non-cirrhotic.

3D + RBV coadministered with different regimens of cART (DRV,

RAL, DTG with TDF/FTC or ABC/3TC) was well-tolerated with no

treatment-emergent serious adverse events. The corresponding SVR

rates among patients infected with HCV GT 1 and 4 and with coin-

fection HIV or without were observed.

PP1753

IP-10 as a predictor for sustained virological response in egyptian
patients with chronic HCV infection
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Background: The response to antiviral therapy in HCV infected

patients depends on several predictive factors. Increased serum and

intrahepatic interferon -c inducible protein 10 (IP-10) levels in

patients with chronic hepatitis C have been described. Aim: To study

the impact of pretreatment serum IP-10 level on the antiviral treat-

ment outcome in a group of Egyptian patients infected with HCV.

Methods: A total of 70 treatment naive HCV patients and 10 healthy

persons as a control group were enrolled. Serum IP-10 levels were

determined by an enzyme linked immunosorbent assay before initi-

ation of antiviral therapy. Serum samples were collected for detection

of HCV RNA level by Real-Time PCR at the end of the antiviral

therapy and six months later to detect sustained virological response

(SVR).

Result: Forty patients (57.1%) achieved SVR while 30 (42.9%)

patients were non-SVR achievers [20 non responders (did not achieve

EOT) and 10 relapsers (achieved EOT but not SVR)]. Pretreatment

serum IP-10 levels (pg/ml) were significantly lower in the control

group than treatment group (p = 0.001) and also it was significantly

lower in patients who achieved SVR than in non-SVR achievers (p =

0.001).

Conclusion: Low pretreatment serum IP-10 is a favorable predictive

of response to antiviral HCV therapy in Egyptian patients.
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The mean SD of serum IP 10 level in control and treatment group

Serum IP10 level differences between the non-SVR group and SVR

group

PP1754

Impact of interleukin 28B single nucleotide polymorphisms
on risk of adverse events during the therapy of chronic hepatitis C
infection’’
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Background: Interferon-based therapy remains the only registered

treatment of chronic hepatitis C infection in patients under 18 years of

age, it may also be considered in selected clinical situations in adult

patients.

The aim of the study was to assess the relationship between single

nucleotide polymorphisms (SNP) of IL 28B and the risk of side

effects of therapy with pegylated interferon and ribavirin of chronic

hepatitis C infection.

Methods: The study included 239 patients treated with pegylated

interferon and ribavirin for chronic hepatitis C in the years

2004–2014. Age at start of treatment ranged from 3 to 80 years

(median 29 years). Selected parameters of the baseline characteristics

of the patients are presented in Table 1. We analyzed influence of IL

28B SNPs: rs12979860, rs8099917 and rs12989275 on the incidence

and severity of the adverse effects of treatment, including hemato-

logical, psychiatric, thyroid and hepatological complications, weight

loss and the need for temporary or permanent discontinuation of

treatment.

Result: We found lower concentrations of hemoglobin and reduced

platelet counts during treatment in patients with CC genotype com-

pared to CT-TT genotypes at rs12979860. The difference in median

hemoglobin concentration was the highest in the first 12 weeks of

therapy (12.00 ± 1.55 vs. 12.41 ± 1.41; P = 0.05). There were also

differences in the minimal values of concentration of hemoglobin

(10.36 ± 1.41 vs. 10.86 ± 1.35; P\ 0.05). Mean platelet count was

lower in patients with genotype CC during the whole duration of

treatment (141.22 ± 53.72 vs 165.85 ± 58.76; P\0.05). There were

also differences in the minimal platelet count (109.68 ± 49.53 vs

134.29 ± 51.49; P\0.01). rs8099917 TT genotype compared to non-

TT was associated with higher ALT activity during the treatment

(72.56 vs. 45.44 IU/ml; P \ 0.05) and lower platelet count during

treatment, both in terms of the average value (149.90 ± 60.40 vs.

171.84 ± 56.87; P \ 0.05) and the minimal (122.51 ± 54.65 vs

135.19 ± 48.83; P\ 0.05).

Conclusion: (1) Single nucleotide polymorphisms in the gene IL28B

can affect the occurrence of side effects of the treatment. (2) The

presence of CC genotype at rs12979860 and TT genotype at

rs8099917 are associated with a statistically significantly lower pla-

telets count and a lower concentration of hemoglobin in the course of

interferon-based therapy.
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Sofosbuvir containing regimens are safe and effective
in adolescents with chronic hepatitis C infection
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Background: HCV-specific direct acting antivirals (DAAs) have

transformed treatment of adults with chronic HCV, but few studies

have evaluated these new therapies in children, for whom standard of

care is still pegylated interferon plus ribavirin for up to 48 weeks.

Two studies evaluated the safety and efficacy of all-oral treatment

with sofosbuvir (SOF) + ribavirin (RBV) in HCV genotype 2 or 3

infected adolescents, or ledipasvir (LDV)/SOF ± RBV in HCV

genotype 1 infected adolescents, respectively.

Methods: Patients aged 12–17 years old with chronic HCV GT2 or

GT3 were enrolled into an open-label, ongoing study to receive SOF

(400 mg once daily) + RBV (15 mg/kg/day to a max of 1400 mg/day,

in two divided doses) for 12 weeks (GT2 patients) or 24 weeks (GT3

patients), respectively. Adolescent patients aged 12–17 years old with

chronic GT1 HCV were enrolled into an open-label, ongoing study to

receive 12 weeks of treatment with LDV/SOF 90 mg/400 mg once

daily. The key primary efficacy endpoint for both studies was SVR12;

SVR24 is also evaluated. Safety was assessed by adverse events and

clinical/laboratory data. Intensive pharmacokinetic (PK) sampling in

an initial cohort of patients was conducted on Day 7 (SOF trial) or

Day 10 (LDV/SOF trial) to confirm the appropriateness of the adult

doses in this age group.

Result: Overall across the 2 studies, 150 adolescents, 100 with GT1,

13 with GT2 and 37 with GT3 HCV infection, were enrolled and

treated. The majority were female (56%), white (90%), treatment

naive (81%), and vertically infected (80%). The mean age was 15

years (range 12–17). Mean BMI at baseline was 22.8 kg/m2 (range

13.1–36.6). LDV, SOF and GS-331007 (primary metabolite) expo-

sures were within the range of adult exposures observed in the SOF

and LDV/SOF phase 2/3 studies. The SVR12 rate was 98% in GT1,

100% in GT2 and 97% in GT3 HCV-infected children; all 3 patients

who were considered not to have achieved SVR12 were lost to fol-

low-up. SVR24 data will be presented. No adverse event (AE) leading

to study drug discontinuation or serious AEs have been reported. The

most common AEs reported across all three treatment groups (C10%

of patients) were headache (23–27%) and nausea (11–24%).

Conclusion: In adolescents with chronic GT1, GT 2 or 3 HCV

infection, LDV/SOF for 12 weeks and SOF + RBV for 12 or 24

weeks, resulted in a SVR12 rate of 97–100% with no virologic fail-

ures. These all-oral, interferon-free regimens were well tolerated,

demonstrating their potential as an important treatment option for

children with HCV infection. Both studies are continuing in children

aged 3–11 years old.
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Background: This prospective study investigated the relationship

between two inosine triphosphatase (ITPA) polymorphisms

(rs7270101 and rs1127354) and the efficacy of ribavirin-based

antiviral therapy in hepatitis C virus (HCV)-infected Chinese patients.

Methods: A total of 906 patients diagnosed with chronic hepatitis C

receiving pegylated interferon (PEG-IFN) plus ribavirin combination

therapy between January 2011 and January 2014 from five hepatitis

centers in Northeast China were enrolled. The patients were divided

into genotype 1 and non-genotype 1 groups according to the genotype

of infected HCV. ITPA single nucleotide polymorphism (SNP)

genotyping was performed for all patients. Ribavirin-induced hemo-

lytic anemia and virological response (VR) were monitored during

treatment and follow-up. The relationship between the ITPA SNPs

and hemolytic anemia and VR was analyzed. Multivariate regression

analysis was used to analyze the predictors for sustained VR (SVR).

Result: IPTA rs7270101 variants were not detected. IPTA rs1127354

variants were detected and showed no difference between the geno-

type 1 and non-genotype 1 groups. IPTA rs1127354 genotype CC was

related to a higher incidence of ribavirin-induced hemolytic anemia.

The percentage of patients with rs1127354 CC who received more

than 80% of the planned ribavirin dose was lower than that of patients

with rs1127354 non-CC. For patients who received more than 80% of

the planned ribavirin dose, rs1127354 variants and related ITPase

were related to better SVR. rs1127354 non-CC in the non-genotype 1

group showed better VR from Week 12 post treatment, whereas

rs1127354 non-CC in the genotype 1 group showed better VR from

Week 48 post treatment. Multivariate analysis showed that IPTA

rs1127354 non-genotype CC, HCV genotype, a baseline HCV RNA

level less than 4 9 105 IU/mL, IL-28B rs12979860 genotype CC, and

low liver fibrosis (FibroScan 0–2) were independent predictors for

SVR during PEG-IFN plus ribavirin combination therapy.

Conclusion: IPTA rs1127354 variants and related ITPase were not

only related with ribavirin-induced hemolytic anemia but also directly

affected the SVR to PEG-IFN plus ribavirin combination therapy in

Chinese HCV-infected patients.
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Background: Chronic hepatitis C infection (CHC) is a major cause of

HCC in Mongolia, representing 46% of HCCs. Therefore, activities

on reducing chronic infection prevalence of hepatitis viruses and

preventing complications of hepatitis viral infections have been

conducted in the country. One of them is availability of Harvoni

(Ledipasvir/Sofosbuvir) treatment for HCV patients under National

programme since December 2015.

DAAs for HCV are likely to be heralded as one of medicine’s greatest

advancements. Viral eradication rates are pushing 100% for many

HCV-infected populations, including patients with HIV/HCV coin-

fection, decompensated cirrhosis, liver and kidney transplants, and

end-stage liver disease.

To evaluate data on the antiviral efficacy and safety of direct

acting antiviral (DAA) treatment with respect to sustained virological

response (SVR) 12 weeks after completion of treatment.

Methods: Quantitative methods were applied in that retrorespective

study. Six hundred and forty-seven patients diagnosed as HCV and

treated by Harvoni (ledipasvir/sofosbuvir) were attended the study.

Result: 453/465, 10/465 and 2/465 of them were respectively geno-

type 1b, 2 and 1a. APRI score were pre-treatment 1.3 ± 0.58 and post

treatment 0.443 ± 0.148. FIB4 score were pre-treatment 3.8 ± 1.2

and post treatment 1.65 ± 0.59. Occurrences of side effects were

mild. 1.2, 5.8 and 4.6% of them were respectively with CTP C, CTP B

and CTP A scores. 88.2% of the participants were chronic hepatitis C

and 1.7% of them were pre-treated by interferon.

Conclusion: After treatment by Harvoni tablets, excellent SVR12

results were shown among the study participants’ and the favorable

side-effect profile were observed for the Mongolian context.

PP1758

Favorable outcomes of Chinese HCV-related cirrhotic patients
with sustained virological response after pegylated interferon plus
ribavirin treatment

Geng-lin Zhang1, You-ming Chen1, Ting Zhang2, Qing-xian Cai1,
Chao shuang Lin1, Xiao hong Zhang1, Zhi-xin Zhao1, Zhi-liang
Gao1

1Department of Infectious Diseases, the Third Affiliated Hospital of

Sun-Yat-Sen University, Guangzhou; 2Department of Ultrasound, the

third affiliated hospital of Sun-Yat-Sen University, Guangzhou

Background: Few studies have conducted follow-up investigations of

the clinical course in hepatitis C virus (HCV)-related cirrhotic

patients who achieved a sustained virological response (SVR) with

pegylated interferon plus ribavirin treatment (PegIFN + RBV).

Methods: We investigated the clinical course and laboratory data in a

prospective cohort study enrolling HCV-related cirrhotic patients who

received PegIFN + RBV between August 2008 and July 2013 in

China. Complete blood counts, liver function tests and HCV-RNA

were serially examined. Liver-related complications were recorded.

To detect hepatocellular carcinoma (HCC), alpha-fetoprotein assays

and ultrasound scans were repeated at 6-month intervals.

Result: Twenty-five patients were enrolled, including 8 patients with

decompensation events before treatment. Eighteen patients (72%)

achieved SVR with a follow-up period of 25.78 ± 13.20 months.

During the follow-up period, only one patient (5%) exhibited HCV-

RNA positivity. No decompensation events were detected in patients

with SVR. No patients died. However, 4 patients developed HCC

with a mean diameter smaller than 3 cm. Platelet counts and albumin

levels increased only in patients with SVR. APRI (aspartate amino-

transferase-to-platelet ratio index) values decreased more in patients

with SVR than in patients with a non-sustained virological response.

Platelet counts and albumin levels markedly increased during the

follow-up period after SVR (P = 0.047 and P = 0.037). ALT levels

and APRI values tended to continuously decrease throughout the

follow-up period, although the differences were not significant.

Conclusion: These data indicated that HCV-related cirrhotic patients

with SVR after antiviral treatment had a favorable clinical course and

improvements in laboratory data, although surveillance of HCC is

needed.

Changes in ALT levels, platelet counts, albumin levels and APRI

values in each group according to different treatment outcomes. The

ALT levels (A) and APRI values (D) significantly decreased in the

SVR group compared with non-SVR patients. The platelet co

Serial changes in ALT levels, platelet counts, albumin levels and

APRI values in patients with SVR. ALT levels decreased progres-

sively after the initiation of treatment until the end of the follow-up

period (A). Platelet counts markedly decreased at treat
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Treatment outcome of daclatasvir and asunaprevir combination
therapy and prevalence of resistance-associated variants against
NS5A inhibitor in Korean genotype Ib hepatitis C patients
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Background: Direct-acting antiviral agents (DAAs) for the chronic

hepatitis C (CHC) treatment are tolerable and highly effective in

shorter period than before. However, resistant associated variants

(RAV) can affect the efficacy of DAAs. The aim of this study is to

investigate the real-life prevalence of RAV against NS5A inhibitor

and response of DCV + ASV treatment in Korean genotype 1b

chronic hepatitis C patients.

Methods: All the patients with CHC genotype 1b who underwent

RAV examination before the initiation of DCV + ASV from August

2015 to May 2016 were enrolled. We retrospectively reviewed

medical record including results of Y93, L31 variants analysis,

medical history and treatment response if exists.

Result: Total 142 patients (male 53, female 89) were tested for RAV.

The average age of the patients was 58-year-old. Liver cirrhosis was

found in 34.5% (49/142) of patients, and 19.0% (29/142) of patients

had previous experience of interferon based treatment. Total 29

patients (20.4%) had RAV (Y93 or L31). Y93H, L31, or Y93H with

L31 was detected in 22 (15.5%), 8 (5.6%), and 1 (0.7%) patients,

respectively. Among 113 patients without baseline NS5A RAVs, 72

patients started DCV + ASV treatment and 94.4% (68/72) patients

achieved RVR at week 4. ETR, SVR4, and SVR12 were achieved by

93.7% (60/64), 92.6% (50/54), and 91.7% (44/48), respectively.

Conclusion: In Korean genotype 1b chronic hepatitis C patients,

20.4% (29 of 142) of patients showed RAV against NS5A inhibitor.

Patient with RAV negative who received treatment with DCV + ASV

showed high RVR, ETR, and SVR12 rates, and we expected to

achieve high SVR12

PP1760

High treatment efficacy and tolerability with sofosbuvir (SOF)-
based, IFN-free, direct acting antivirals (DAA) therapies
in Asians with chronic hepatitis C (CHC), despite presence
of advanced liver disease and prior treatment failure

Christine y Chang1,2, Pauline Nguyen1, An Le1, Changqing
Zhao1,3, Aijaz Ahmed1, Tami Daugherty1, Gabriel Garcia1, Glen
Lutchman1, Radhika Kumari1, Mindie Nguyen1

1Gastroenterology and Hepatology, Stanford University Medical

Center, Palo Alto, CA, USA; 2University of California, Los Angeles

School of Medicine, Los Angeles, CA, USA; 3Department of

Cirrhosis, Institute of Liver Disease, Shuguang Hospital, Shanghai

University of T.C.M., Shanghai

Background: Real-life data on interferon (IFN)-free direct acting

antiviral (DAA) therapies for chronic hepatitis C (CHC) is limited for

Asian Americans. Clinical trials of DAAs in Asia have reported

higher rates of SVR and few adverse effects. There have been few

reports of real-life studies. Our goal is to evaluate sustained virologic

response (SVR) and adverse events (AE) in Asian Americans treated

with sofosbuvir (SOF)-based, IFN-free DAA therapies.

Methods: This is a retrospective study of 110 consecutive Asian

Americans with HCV genotypes 1–3 or 6 treated with IFN-free SOF-

based regimens for 8–24 weeks between 2/2014 and 3/2016 at a

university center in the US

Result: All patients were Asian American, and most were Viet-

namese (37%) or Chinese (23%). Mean age was 63 ± 12 years, mean

BMI was 25 ± 6 (kg/m2), and about half (52%) were male. Most

patients were infected with HCV genotype 1 (HCV-1, 65%: 36%

HCV-1b, 25% HCV-1a, and 4% HCV-1 untyped) followed by HCV-2

(14%), HCV-6 (13%), and HCV-3 (8%). Half (50%) had cirrhosis,

and the majority of these (67%) had hepatic decompensation (ascites,

encephalopathy, varices, liver cancer, or MELD [10). About one-

third (29%) had failed prior treatment, 17% had a liver transplant, and

16% had HCC. Most patients were treated with ledipasvir (LDV)/SOF

(n = 51, 46%), SOF/RBV (n = 30, 27%), or simeprevir (SMV)/SOF

(n = 25, 23%), while few patients received LDV/SOF/RBV (n = 3,

3%) or SOF/daclastavir (DCV) (n = 1, 1%) (Figure 1). Overall

SVR12 was 93% (102/110), and highest among patients without

cirrhosis, liver transplant, or HCC (100%, 37/37) (Figure 2). SVR12

was lower among patients with HCC (82%, 14/17), decompensated

cirrhosis (84%, 31/37), or liver transplant (89%, 17/19), regardless of

treatment and genotype. Eight patients (7%) failed to achieve SVR12

and all were relapsers. Half had HCV-1a (4/8), three had HCV-2 and

one had HCV-6. Four (1 HCV-1 and 3 HCV-2) received 12–24 weeks

of SOF/RBV, 2 (1 HCV-1 and 1 HCV-6) received 12 weeks of LDV/

SOF, and 2 (both HCV-1) received 12 weeks of SMV/SOF. Most

relapsers had advanced stage liver disease, with 75% having

decompensated cirrhosis (6/8). Most common adverse events (AEs)

were anemia (25%), fatigue (20%), and headache (12%). Anemia was

highest in patients receiving SOF/RBV (67%). There was one treat-

ment-unrelated serious AE. There were 7 dose reductions due to

anemia or fatigue from RBV. One patient discontinued RBV during

the last week of treatment due to fatigue, and one HCV-6 patient

discontinued treatment at week 8 of 12 due to loss of insurance

authorization. No patient developed hepatic decompensation while on

treatment.

Conclusion: This real-life cohort of Asian American CHC patients

treated with IFN-free SOF-based therapies showed high overall

treatment response and good tolerability, despite very high rates of

advanced disease and prior treatment failure.
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Response-guided treatment is effective for recent hepatitis C virus
genotype 6 infected patients

Cai Qingxian1, Li Zhanyi2, Liu Ying2

1The Department of Infectious Disease, Guangzhou; 2The Third

Affiliated Hospital of Sun Yat-Sen University, Guangzhou

Background: An outbreak of hepatitis C virus (HCV) infections

caused by recent intravenous injection (duration of infection B5

years) was previously identified in North Guangdong, China.

Response-guided regimens with pegylated interferon-a2a and rib-

avirin were used to treat the people infected with HCV genotype 6.

Methods: All patients recently infected with hepatitis C virus geno-

type 6 were treated with pegylated interferon-a2a and ribavirin.

Treatment duration was response-guided. Patients were assigned to 24

and 48-week treatment duration groups depending on whether they

achieved rapid virological response (RVR, defined as unde-

tectable HCV RNA at week 4 of treatment using Roche Taqman HCV

RNA testing) or not. The primary efficacy end point was sustained

virological response at 12 weeks (SVR12). Logistic regression anal-

yses were used to identify predictors of SVR.

Result: Of the 223 patients treated with pegylated interferon-a2a and

ribavirin, 161(72.2%) patients achieved RVR and were treated for 24

weeks, others received 48-week treatment. SVR12 were 95.0% (153/

161) in the 24-week treatment group and 79.0% (49/62) in the

48-week treatment group. Logistic regression analyses showed that

RVR (OR 3.22, P \ 0.05) was significant predictors of SVR. How-

ever, the HCV RNA level, age, sex, route of HCV transmission, body

mass index, serum ALT, fibroscan score, and IL-28B rs12979860

genotype were not significant predictors of SVR in multivariate

analysis (all, P[ 0.05).

Conclusion: Response-guided regimens with pegylated interferon-

a2a and ribavirin is effective for recent hepatitis C virus genotype 6

infected patients.

PP1762

Real-world result of direct acting agents for treatment of chronic
hepatitis C in Thailand

Kotchakon Maipang1, Wimolrak Bandidniyamanon1, Supot
ninmanong Nimanong1,2, Watcharasak Chotiyaputta1, Siwaporn
Chainuvat1, Phunchai Charatcharoenwitthaya1, Tawesak
Tanwandee1

1Department of Medicine, Division of Gastroenterology, Faculty of

Medicine, Siriraj Hospital, Mahidol University, Bangkok, Thailand;
2MD

Background: Background and aim: Chronic hepatitis C (CHC) has a

significant health problem in Thailand with CHC prevalence of about

1% among Thai population. Peginterferon/ribavirin (PR) has been

used as standard treatment until recently when the first group of direct

acting agents (DAA) have been approved and available in mid-2016,

which include sofosbuvir (SOF), daclatasvir (DCV), and ledipasvir

(LDV). We report here the first real-world result of DAAs in Thailand

using SOF 400 mg plus DCV 60 mg or LDV 90 mg daily and in some

cases ribavirin (RBV) was added at a dosage of 800 mg daily.

Methods: We have collected data of all CHC patients receiving

DAAs which included either SOF + DCV ± RBV or SOF + LDV ±

RBV who have been treated at Siriraj Hospital. All patients were

treated with the above-mentioned regimens for 12 weeks. Patients’

demographic data including sex, age, previous treatment experience,

cirrhotic status were captured. Hepatitis C viral load was measured at

baseline, the end of week 12 and at 12 week off treatment. Sustained

virological response was defined as not detected HCV RNA (\15 IU/

mL) at week 12 off treatment (SVR12). Significant side effects were

captured.

Result: We have collected 70 CHC mono infected patients who were

treated after the availability of DAAs. There were 30 males, mean age

of 59 years old and 51 (72.9%) had cirrhosis at baseline. Twenty-three

(32.9%) were naı̈ve to treatment and 47 (67.1%) were treatment

experienced with 30 relapsers and 17 non-responders. All cases who

have been treated to weeks 12 as well as week 12 off treatment (SVR

12) were tested for HCV RNA, all of whom were negative as shown

in Table 1. Since most patients were treated recently, full result will

be presented at APASL 2017. All treatment regimens were safe

without significant side effects. No patients discontinue treatment

prematurely.

Conclusion: Result of DAAs treatment in difficult to treated CHC

population (cirrhosis, treatment experienced, HCV genotype 3) is

favorable. All patients who reached weeks 12 of treatment or weeks

12 off treatment were HCV RNA negative. Both SOF + DCV ± RBV

and SOF + LDV ± RBV regimens were safe and well tolerated.

PP1763

Identification of patient groups previously not candidates
for interferon therapy for chronic hepatitis C and implications
for planning and budgeting for treatment with current regimens

Lisa Nyberg1, Xia Li2, Su-jau Yang2, Kevin Chiang3, T. craig
Cheetham2, Susan Caparosa2, Zobair Younossi4,5, Anders
Nyberg1

1Kaiser Permanente, San Diego, CA, USA; 2Department of Research

and Evaluation, Kaiser Permanente, Pasadena, CA, USA; 3Pharmacy

Analytical Sevices, Kaiser Permanente, Downey, CA, USA; 4Center

for Liver Diseases, Department of Medicine, Inova Fairfax Hospital,

Falls Church, VA, USA; 5Betty and Guy Beatty Center for Integrated

research, Falls Church, VA, USA

Background: The 2016 Global Viral Hepatitis Strategy has set a goal

to eliminate chronic hepatitis C (HCV) by 2030. To attain this goal,

the health care community will need to treat large numbers of patients

previously diagnosed with HCV but in whom treatment was deferred

due to contraindications or potential adverse effects of the previous

interferon-based therapy. A better understanding of the estimated

number of persons who are diagnosed but not yet treated for HCV

will allow for improved planning and budgeting for future care of this

large population. This study aimed to analyze demographic and

comorbid conditions in persons treated vs not treated for HCV with

Hepatol Int (2017) 11 (Suppl 1):S1–S1093 S1027

123



interferon-based therapy and to identify significant predictors of not

receiving treatment for HCV.

Methods: This is a retrospective cohort study at Kaiser Permanente

Southern California (KPSC), a large Health Maintenance Organiza-

tion including approximately 4 million members. Inclusion criteria:

C18 years old with a diagnosis code or a positive lab test result for

HCV RNA 1/1/2002–12/31/2013 and C12 months continuous mem-

bership before and after index date. Index date was defined as the date

of the first treatment course or first HCV diagnosis by ICD -9 code or

positive HCV RNA test. Exclusion criteria: HCV diagnosis after 1/1/

2013 and/or a diagnosis of hepatocellular carcinoma (HCC) on or

before index date. Diagnosis codes and/or lab tests for comorbid ill-

nesses representing relative or absolute contraindications to HCV

treatment with interferon-based therapy were determined. Multivari-

ate logistic regression was used to determine predictors of treatment

vs non-treatment.

Result: 5203 patients received treatment and 19,765 did not receive

treatment. Demographics and factors associated with not receiving

treatment are shown in Table 1.

Conclusion: This large epidemiological study identifies the largest

patient categories who remain untreated for HCV and will help in

budgeting and planning for future treatment of this population with

new, well tolerated therapy.

PP1764

The prevalence and costs associated with clinically overt
extrahepatic manifestations of hepatitis C virus infection in Japan
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Background: Of the worldwide HCV-infected population, up to 40%

live in the Asian countries. Chronic HCV infection causes both

hepatic and extrahepatic manifestations (EHMs). Although, there are

published estimates of prevalence of EHMs in the Western countries,

there is little data from Asian countries. Our aim was to report the

prevalence and associated costs of clinically overt EHM of HCV

using a large Japanese billing database.

Methods: We used the Medical Data Vision (MDV) database which

includes medical records and billing data from 192 Japanese hospi-

tals, covering approximately 12% of the total number of hospitals in

Japan (MDV patient population 10.5 million). Of these, 188 included

hospitals which also had outpatient data. We used the data from

hospitals which had their data included in the MDV database for at

least 2 years since 2008. Patients with chronic HCV infection were

selected and evaluated for the presence of 13 EHMs using ICD-10

codes from their medical records. These EHM were considered

clinically relevant because they were associated with a billing charge.

Costs were added up to yield median per-patient-per-year (PPPY)

spending.

Result: A total of 164,445 patients with HCV were included (52%

male, 67.7 ± 14.6 years). The following EHMs of HCV were con-

sidered: mixed cryglobulinemia vasculitis (MC), diabetes mellitus

(DM), chronic kidney disease/end-stage renal disease (CKD/ESRD),

lymphoma, lichen planus, Sjogren’s syndrome, porphyria cutanea

tarda (PCT), depression, cardiovascular disease (CVD), stroke, and

arthritis/arthralgia. The prevalence of clinically overt EHMs were as

follows: MC 0.2%, non-ESRD CKD 5.4%, ESRD 3.6%, PCT 0.002%

(N = 4), lichen planus 0.1%, DM 20.4%, depression 5.3%, rheuma-

toid arthritis 0.1%, arthralgia 0.1%, Sjogren’s syndrome 0.8%,

lymphoma 0% (no cases), CVD 22.0%, and stroke 13.4%. Patients

with EHMs of HCV spent a median (IQR) of ¥71,733 (¥24,501–

¥174,429) PPPY for outpatient services (87% more than patients

without EHMs), ¥464,800 (¥201,377–¥1,000,178) PPPY for the

inpatient services (150% more than HCV without EHMs), and

¥77,497 (¥15,636–¥295,931) PPPY for prescription drugs (172%

more than HCV patients without EHMs). The most expensive con-

dition was ESRD (median PPPY ¥923,314). The mean utilization of

services by patients with EHMs was 13.2 ± 26.1 episodes of outpa-

tient care PPPY (138% more in comparison to HCV patients without

EHMs) and 1.01 ± 1.09 hospital admissions PPPY (110% more than

HCV patients without EHMs).

Conclusion: The clinical and economic burden of extrahepatic

manifestations of HCV should be added to the hepatic complications

of HCV to estimate a more accurate assessment of the total burden of

HCV infection in Japan.
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The efficacy of OBV/PTV/r + DSV and RBV in a romanian cohort
with genotype 1 HCV compensated cirrhosis
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1Carol Davila University of Medicine and Pharmacy, Bucharest,

Romania; 2Professor Doctor Matei Bals National Institute for
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Background: Since November 2015, the Romanian patients with

hepatitis C virus (HCV) compensated cirrhosis were able to benefit

from the interferon-free treatment with ombitasvir/paritaprevir/riton-

avir (OBV/PTV/r), dasabuvir (DSV)—direct acting antivirals and

ribavirin (RBV). In Romania, HCV genotype 1b is present in over

95% of infected patients.

Methods: The objective of this study is to evaluate the effect of this

regimen on HCV viral load (VL) at end of treatment (EOT) and at 12

weeks post-treatment (SVR); other clinical and biological markers

were also analysed. The current investigation is part of an ongoing

prospective study that includes patients with HCV genotype 1b,

Child–Pugh class A cirrhosis, who have at least 24 weeks from the

start of therapy, monitored in ,,Matei Bals’’ National Institute of

Infectious Diseases from Bucharest. Patients were recruited starting
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from November 2015 and began DAA treatment for 12 weeks (om-

bitasvir 25 mg once-daily, paritaprevir 150 mg once-daily, ritonavir

100 mg once-daily, dasabuvir 250 mg twice daily and ribavirin 1200

mg or 1000 mg per day, according to body weight). They were

evaluated during the course of the treatment and at a follow-up 24

weeks after therapy initiation.

Result: Overall 76 patients from our cohort met the inclusion criteria,

with a median age of 63 years (IQR 54–70 years); 51.4% of them

were males. The initial median HCV RNA level was 884,000 IU/mL

(IQR 359,750–1,780,000 IU/mL), while EOT and SVR HCV viral

load was not detectable in the 72 patients which completed the 12

weeks of treatment, the rate of sustained virologic response being

100%. The treatment was discontinued in 4 patients (5.3%) due to

adverse events: one because of liver decompensation, one patient was

diagnosed with cholangiocarcinoma during the third month of therapy

and died 2 weeks later, one had a cardiovascular decompensation and

the last one suffered an accident which impeded him from continuing

the DAA therapy. FibroTest was used prior to the start of therapy to

evaluate the degree of liver fibrosis, a median value of 0.85 (IQR

0.77–0.92) was determined. Alanine aminotransferase (ALT) levels

were increased in 49 patients (64.5%) initially, in 8 patients out of 72

(11.1%) at EOT, and in 2 out of 72 patients (2.8%) at SVR. Platelet

count had a mean of 158,164 ± 60,325/mL before DAA initiation and

was higher at EOT 181,338 ± 69,750/mL (p \ 0.001) and lower at

SVR 150,803 ± 58,573/mL (p = 0.002).

Conclusion: The real life data comprised in this analysis shows us

that all the patients with compensated cirrhosis who completed the 12

weeks therapy achieved sustained virologic response at the end of

follow-up and have also a better clinical and biological profile.
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Daclatasvir and sofosbuvir for HCV in hemophilia patients
with HIV-1 co-infected

Xiao Hong1, Yang Fei1, Li Juhua1, Sun Qin1

1Shanghai Public Health Clinical Center, Fudan University, Shanghai

Background: Anti-HCV treatment for HIV/HCV co-positive patients

with hemophilia presents numerous problems in terms of safety and

effectiveness, adverse drug reactions and interactions and the effect of

treatment on bleeding disorders must be considered. Interferon-based

treatments for HCV infection have low rate of sustained virological

response (SVR) and significant toxicities, limiting treatment uptake,

but the emergence of direct-acting antiviral regimen (DAA) has led to

tremendous changes in therapy to manage HCV over the past three

years, but its use in patients with hemophilia is rarely reported.

Methods: 8 HIV/HCV co-positive patients with hemophilia were

retrospectively studied with a focus on the virological response,

changes in the CD4 count, the tendency to bleed, and the response to

replacement therapy before and after DAAs therapy. The eight

patients had history of prior treatment failure with peginterferon plus

ribavirin (PR) therapy, all the patients are stable state with a CD4

count of 200/mm3 or greater and plasma HIV-1 RNA suppressed

(\40 IU/mL) while taking antiretroviral regimen (table 1), the pri-

mary assessment was the sustained virologic response (HCV RNA

\40 IU/mL) at posttreatment week 24 (SVR24) and safty.

Result: In the 8 patients, 6 infected with HCV genotype 1b, 2 with 2i,

and one had compensated cirrhosis, 4 patients were receiving dacla-

tasvir (DAV) at a standard dose of 60 mg daily and sofosbuvir (SOF)

daily with 400 mg, 3 SOF and RBV, 1 SOF + PR for 12W, among the

8 patients, 6 had SVR24 after the end of therapy. Of the 2 patients

who did not achieve SVR, 1 had HCV breakthrough during treatment,

the other had an HCV relapse at 12 W after treatment (Table 2). The

most common treatment-emergent adverse events were fatigue, nau-

sea, headache and low leucocyte amount, adverse events were

generally mild, with none as serious or leading to discontinuation.

During treatment, the CD4 counts were stable in all patients, the HIV

load remained\40 copies/mL, there was no evidence of an increased

tendency to bleed, and no evidence of changes in the response to

replacement therapy.

Conclusion: Results indicated that SOF and DAV therapy offered a

safe and well-tolerated option for HIV/HCV co-positive patients with

hemophilia. Further large sample size studies of these regimens are

needed.
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Sofosbuvir and ribavirin with/without interferon
for the treatment of chronic hepatitis C infectionfor 12 or 24
weeks: a real world hepatology practice experience in China

Ying Yang1, Juanjuan Shi1, Fengping Wu1, Ning Yang1, Wenjun
Wang1, Yaping Li1, Xin Zhang1, Xiaoli Jia1, Shuangsuo Dang1

1The Second Affiliated Hospital of Xi’an Jiaotong University, Xi’an

Background: The number of people infected with hepatitis C virus

(HCV) is still huge in the world. Most of them may evolve to chronic

hepatitis, which is the main cause of end-stage liver disease and

hepatocellular carcinoma. Since the direct antiviral drugs (DAAs)

appeared, with high efficiency, it has became a currently better choic

eof chronic hepatitis C (CHC) treatment than pegylated interferon

(PEG-IFN)/ribavirin (RBV). In this study, the efficacy and safety was

defined in a ‘‘real world’’.

Methods: This is a retrospective study examining the ‘‘real world’’

treatment of thirty-five patients with CHCwho with or without cir-

rhosis from January 2015 to June 2016, using the combination of
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sofosbuvir (SOF) and RBV. SOF/RBV or SOF/RBV/PEG-IFN for

12–24 weeks would be given to patients depending on their genotype.

The virological response would be assessed, including the sustained

virological response (SVR), the end of treatment virological response

(ETVR), relapse and nonresponse. Measurement datawere compared

between groups using one-way analysis of variance and paired T test,

and enumeration data using v2 test and Fisher’s exact test.

Result: Thirty-five patients (100.0%) had achieved ETVR, 23

(65.7%) achieved SVR, 0 (0.0%) relapsed and 0 (0.0%) had nonre-

sponse. The rate of ETVR and SVR were 100.0 and 37.5% in

genotype 1 patients, respectively, and were 100.0 and 62.5% in

genotype 2 patients. Negative and positive predictive value of ETVR

were 100 and 100% by EVR, respectively. Positive value of EVR was

65.7% by ETVR while negative predictive value was lacked because

of no negative cases. Compared with the condition before receiving

the treatment, liver function include ALT and AST improved sig-

nificantly after the therapy (t = 4.202, P\ 0.05 and t = 4.887, P\
0.05). Adverse events occurred in 12 patients (34.3%), but severe

adverse reactions had no occurred and there was no interruption due

to adverse reactions.

Conclusion: The combination of SOF and RBV is effective and safe

for the treatment of CHC patients in ‘‘real world’’ in China.
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Background: Both HBV and HCV share common routes of trans-

mission therefore HBV/HCV coinfection is quite common. Results of

many studies show the suppressive effect of HCV on HBV replica-

tion. The results of studies concerning the influence of occult HBV

infection on the outcome of chronic hepatitis C treatment with

pegylated interferon alfa 2 (peg-IFN) and ribavirin (RBV) are con-

tradictory. Most studies on this subject refer to HBV DNA and there

are only few that concern anti-HBc status. The assessment of influ-

ence of anti-HBc status on HCV treatment outcomes may be

interesting regarding lower costs of anti-HBc determination com-

paring to HBV DNA or covalently closed circular HBV DNA

quantification in liver extracts. Aim of the study: Determination of the

influence of HBsAg and HBeAg negative but anti-HBc positive status

on the sustained virological response (SVR) rate in HCV-infected

patients treated with peg-IFN and RBV.

Methods: The study was based on the retrospective analysis of

medical records of HCV-infected patients who started peg-IFN and

RBV treatment between 01 January 2011 and 31 December 2013 on

the 1st and 2nd Department of Infectious Diseases of Regional

Hospital in Wrocław, Poland.

Result: Among 240 patients included into the analysis 99 (41.25%)

were anti-HBc positive and 141 (58.75%) anti-HBc negative. In

genotype 1, anti-HBc positive group the SVR rate was 47% and in the

anti-HBc negative group—42.7% (p = 0.591). In genotype 3, anti-

HBc positive group the SVR rate was 60% and in anti-HBc negative

patients—63.2% (p = 0.79). Differences in SVR rates between anti-

HBc positive and negative groups were not statistically significant.

None of the anti-HBc positive patients developed reactivation of

HBV infection during or in the 24 weeks following end of treatment.

Conclusion: (1) Anti-HBc determination does not seem to be useful

in predicting treatment outcome on conventional peg-IFN/RBV

therapy in patient infected with HCV genotype 1 and 3. (2) The high

prevalence of anti-HBc positivity in HCV infected patients (41.25%)

may result from the common route of transmission for these two

infections. (3) Lack of HBV reactivation in anti-HBc positive patients

with SVR after anti HCV therapy probably results from suppressive

effect of interferon on HBV replication. On the other hand cases of

possible HBV reactivation after HCV therapy with directly acting

agents have already been reported by some authors.
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Background: Currently, direct antiviral agents (DAA) are widely

used for treatment patients with chronic hepatitis C (CHC). However,

the major obstacle for using DAA is the cost of treatment, especially

in resource limited countries. Moreover, result of DAAs is not

impressive in CHC genotype 3. Therefore, pegylated interferon (peg-

IFN) and ribavirin (RBV) treatment is still an important regimen for

hepatitis C virus (HCV) treatment. As the result, Thai government has

granted access to HCV treatment for all CHC patients in 2012. Aims

of this study were to evaluate the effectiveness of peg-IFN and RBV

treatment in CHC, genotype 3 patients and to determine factors

indicating favorable response.

Methods: This was a retrospective chart review. The data was col-

lected from 30 hospitals in Bangkok and 14 hospitals in Northeast

region of Thailand during 2012–2014. Inclusion criteria were age

18–65 years, Baseline (BL) HCV viral load (VL) C5000 IU/mL,

naı̈ve to HCV treatment, and at least moderate fibrosis (Metavir F2 or

fibroscan C7.5 kPa) before treatment. Patients with HIV or HBV co-

infection or decompensated cirrhosis were excluded. All patients were

treated with peg-IFN and RBV for 24 weeks. Sustained virological

response (SVR) was defined as undetectable HCV RNA after stop

treatment at 6 months.

Result: Total 523 patients were enrolled. Mean age was 48.7 ± 8.6

years and 51.6% of patients were older than 50 years. 51.6% were

male with mean BMI of 24.5 ± 3.7 kg/cm2. 57.9% of patients had

cirrhosis at BL. Mean HCV RNA was 5.8 ± 0.8 log10 IU/mL and

62.1% had HCV RNA above 5.6 log10 IU/mL. Mean ALT at baseline

was 106.8 ± 66.5 U/L. Total SVR was 74.6%, SVR of patients who
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had cirrhosis were 66.8% and those who did not were 84% (p \
0.001). Baseline factors determining good response were non-cir-

rhosis, HCV RNA below 5.6 log10 IU/mL, age below 50 years, no

reduction of dose of peg-IFN during treatment, and platelet above

150,000/mm3. However, multivariate analysis demonstrated that BL

factors indicating favorable response were age below 50 years (OR

1.64, 95% CI 1.06–2.53; p 0.03) non-cirrhosis (OR 2.54, 95% CI

1.6–4.03; p \ 0.001), and HCV below 5.6 log10 IU/mL at BL (OR

2.86 95% CI 1.75–4.53; p\ 0.001). Predicted response of treatment

was proposed according to these factors was showed in diagram.

Conclusion: The effectiveness of peg-IFN and RBV for treatment

patients with CHC, genotype 3 was good. Patients with old age,

cirrhosis, and high baseline HCV RNA had a high tendency of

treatment failure. Therefore, DAA should be considered to be first

treatment for patients who had these factors.

Predicted response of pegylated interferon and ribavirin treatment for

CHC, genotype 3
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Background: Hepatitis C virus (HCV) is a main cause of many liver

disorders. A series of extra-hepatic diseases are related with chronic

hepatitis C. Thyroid diseases are often seen in patients with chronic

hepatitis C (CHC). Thyroid dysfunction can be related to interferon

(IFN)-based therapy in some patients with CHC and thyroid diseases

and auto-antibodies can be seen before and after IFN treatment. We

aimed to evaluate the prevalence and incidence of thyroid dysfunction

and to seek a possible correlation of thyroid dysfunction with IFN

treatment.

Methods: Adult, monoinfected patient were treated with an IFN-

based regimen. The visits were scheduled at 1st, 3rd, 6th, 9th and 12th

months after the baseline visit. A central lab was designated to

standardize T3, T4, TSH and analysis of thyroid antibodies. Demo-

graphic data, liver biopsy result, complete physical examination and a

detailed medical history, and information on CHC treatment were

obtained. Biochemical studies, thyroid antibodies were measured

baseline and every three months during the treatment and follow-up

visits of 15th and 18th months.

Result: Among 109 patients, half were male and mean age was 48

years. 1/3 of the patients had low viral load. The majority had

genotype 1 and mean fibrosis score was 1.6. IFN/ribavirin combina-

tion treatment provided a sustained virologic response of 63.1%. HCV

RNA and TSH levels was not correlated. Gender seemed correlated

with fibrosis: Female patients with a fibrosis[3 were 58.8%, however

this figure was 81.8% in male patients. Fibrosis score and the age

were not correlated. Viral load and liver fibrosis were not correlated

with TSH level. At baseline, 90% of the patients had normal T3

values. At 12th month almost all (98.3%) had normal T3 values. The

patients with normal T4 values was fluctuated (70 to 90%) during the

study. The patients with TSH values B3 lIU/mL was always higher;

but gradually decreased from 94.4 to 81.3% during the study. High

([3) TSH levels were 6, 10, 17, 18, 20, 18 and 19%, during the study.

At baseline 21% of the patients had high TGAb values which fluc-

tuated throughout the study. As for TPOAb, percentage of patients

with high values was 10% at baseline and tended to increase until 9th

month. Thyroid dysfunctions did not cause interruption or discon-

tinuation of the therapy.

Conclusion: Our study showed that patients with HCV have a

baseline thyroid antibodies in a significant rate (20% TGAb, 10%

TPOAb, 3% both). However the patients with thyroid antibodies can

be treated with IFN-based regimen with monitoring of thyroid func-

tions. The antibodies did not linearly increase during the treatment,

instead fluctuated. Monitoring auto antibodies and serum TSH levels

before, during and after the interferon treatment and informing the

patients receiving interferon treatment on the risks of thyroid dys-

function is recommended.
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New direct acting antiviral agents in patients with chronic
hepatitis C and hemophilia who are treatment-naı̈ve
or treatment-experienced

Joung Won Won1, Hyun Woong Lee1, Hyung Joon Kim1

1Chung-Ang University College of Medicine, Seoul, South Korea

Background: Chronic hepatitis C (CHC) is a major comorbidity in

patients with hemophilia. We assessed the safety and efficacy of new

direct acting antiviral agents for CHC in hemophilia.

Methods: Patients (n = 30) were enrolled between September 2015

and January 2016. Twenty-six patients were genotype 1 (1b, n = 21;

1a, n = 5) and 4 patients were genotype 2a/2b. Among 21 patients

with genotype 1b, Y93H resistance-associated variants (RAVs) were

detected in 3 patients (14.3%). We evaluated rapid virologic

responses (RVRs), end-of-treatment response (ETRs), sustained

virologic response (SVRs) at 24 weeks, and relapse. Safety evalua-

tions included adverse events and laboratory tests.

Result: According to medical insurance system in Korea, 5 patients

with genotype 1a and 3 patients with genotype 1b (RAV positive)
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were treatment-naı̈ve and received ledipasvir/sofosbuvir for 12

weeks. RVRs, ETRs, and SVR24 rates were 100% (8/8). Ten patients

with genotype 1b were treatment-naı̈ve and received daclatasvir plus

asunaprevir for 24 weeks. ETRs, and SVR24 rates were 90% (9/10).

One patient experienced viral breakthrough without RAV at 12

weeks. Eight treatment-experienced patients with genotype 1b

received daclatasvir plus asunaprevir for 24 weeks. ETRs, and SVR24

rates were 87.5% (7/8). One patient experienced viral breakthrough

with RAV (L31 M, Y93H) at 12 weeks. Four patients with genotype

2a/2b (treatment-naı̈ve, n = 2, treatment-experienced, n = 2) received

sofosbuvir plus ribavirin for 12 weeks. RVR, ETRs, and SVR24 rates

were 100% (4/4). No serious adverse event-related discontinuations

or dose interruptions and modification of study medications, including

ribavirin, were noted.

Conclusion: New oral direct acting antiviral treatment achieved high

sustained virological response rates at 24 weeks in CHC patients with

hemophilia without serious adverse events.
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Background: A high prevalence of insulin resistance in patients

infected with hepatitis C virus (HCV) has been widely reported, and

this condition, in turn, is likely to accelerate the natural course of

chronic hepatitis C (CHC). Until now, the underlying pathogenic

mechanisms remain largely unknown. In the present study, we aimed

to determine the role of the host genetic variants of the cytochrome

p450 27B1 (CYP27B1) gene in the development of HCV-associated

insulin resistance in patients on antiviral therapy with pegylated

interferon (Peg-IFN) in combination with ribavirin (RBV).

Methods: A cohort of CHC patients was recruited and treated with

Peg-IFN/RBV. The effects of genetic variants of the CYP27B1-1260

gene at rs10877012 and the CYP27B1 + 2838 gene rs4646536 on

insulin resistance were assessed by the homeostatic model assessment

for insulin resistance (HOMA-IR) index before, during, and after

antiviral therapy with Peg-IFN/RBV.

Result: The CYP27B1-1260 CC carriers among the HCV-infected

patients had a higher risk of developing insulin resistance than the

CYP27B1-1260 AC and AA carriers, whereas the frequency was not

significantly different among individuals with various CYP27B1 +

2838 genotypes. Antiviral therapy with Peg-IFN/RBV had different

effects on HCV-related insulin resistance, with the HOMA-IR index

significantly declined in the CYP27B1-1260 AA and AC genotype

carriers but not in those with the CYP27B1-1260 CC genotype.

Among the patients with the CYP27B1 + 2838 TT, TC, and CC

genotypes, there was no significant effect of antiviral therapy with

Peg-IFN/RBV on HCV-related insulin resistance as calculated by the

HOMA-IR index. Further statistical analysis identified the CYP27B1-

1260 CC genotype as an independent factor that was significantly

associated with an increased HOMA-IR index during treatment with

Peg-IFN/RBV.

Conclusion: Our results suggest a significant correlation between the

CYP27B1-1260 CC genotype and HCV-related insulin resistance

during antiviral therapy. The findings also support the recommenda-

tion of adding a vitamin D supplement to the conventional antiviral

therapy, in particular, for those HCV-infected patients with the

CYP27B1-1260 CC genotype, thus helping to prevent HCV-associ-

ated insulin resistance and slowing down the progression of CHC.
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Background: The efficacy of chronic hepatitis C (CHC) treatment

has been remarkably improved after the introduction of the first-

generation direct-acting antivirals (DAAs), boceprevir and telaprevir,

in 2011. Nonetheless, more drug-drug interactions and adverse effects

by using these drugs limit their widespread use. Later on, sofosbuvir-

based regimens, daclatasvir/asunaprevir and ombitasvir/paritaprevir/

ritonavir/dasabuvir were approved for different HCV genotypes.

Although the efficacy of these DAAs in numerous clinical trials has

been satisfactory, we still need the real-world data to confirm the

effectiveness, especially in Asian countries.

Methods: We performed a retrospective study on 138 patients with

chronic hepatitis C who were treated with various DAA regimens.

The primary end-point was undetectable HCV RNA (an HCV RNA

level of\25 IU/mL) at 12 weeks post-treatment (SVR12). The results

were stratified by different DAA regimens.

Result: Of 138 CHC patients, the genotype 1b was the major geno-

type (87, 63%), followed by genotype 2 (33, 24%). On the basis of

HCV genotype, previous treatment history and co-morbid condition,

the patients were assigned to receive suitable DAA regimens. The

SVR12 rate of 36 patients with sofosbuvir with/without ribavirin was

97.2%, the SVR12 rate of those 66 with ledipasvir/sofosbuvir with/

without ribavirin was 97.0%, the SVR 12 rate of those 22 with

daclatasvir/asunaprevir with/without ribavirin was 90.0%, and the

SVR 12 rate of those 14 with ombitasvir/paritaprevir/riton-

avir/dasabuvirwith/without ribavirin was 100.0%. None of them

experienced severe adverse effects during the treatment period.

Conclusion: The overall SVR12 rates in Taiwanese CHC patients

who received various direct-acting antivirals were comparable to

those reported in previous pivotal trials.
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Background: The treatment regimen for hepatitis C virus (HCV)

infection containing paritaprevir (PTV/r)—a protease inhibitor

boosted with ritonavir, ombitasvir (OBV)—a NS5A inhibitor and

dasabuvir (DSV)—a non-nucleoside inhibitor associated with the

nucleoside inhibitor ribavirin (RBV) began to be used in clinical

practice in Romania since November 2015. It was approved for

genotype 1 hepatitis C virus (HCV) infected patients affected by

compensated secondary liver cirrhosis.

Methods: The aim of our study was to evaluate the most common

adverse events that occurred both during and after the direct acting

antiviral treatment (DAA). In this prospective study, we included

patients with HCV genotype 1b compensated liver cirrhosis that

completed 3 months of DAA and were monitored in ,,Matei Bals’’

National Institute for Infectious Diseases, Bucharest, during the 12

weeks of treatment and at the follow-up evaluation, 12 weeks after the

end of the therapy. All the adverse events were recorded in a local

database. We analysed the association between the drugs and each of

their side effects.

Result: We enrolled a total of 76 patients that met the inclusion

criteria. The median age was 63 years (IQR 54–70 years) and the sex

ratio M:F = 1.05:1. At least one clinical adverse effect was reported

by 31 patients (40.8%), the most frequent being fatigue (25%), fol-

lowed by pruritus (14.4%), dizziness (6.6%), sleeping disorders

(6.6%), nausea and/or vomiting (5.3%), muscle and/or bone pain

(3.9%), headache (2.6%), diarrhea (2.6%) and skin rash (2.6%). The

main laboratory abnormal findings were anaemia (60.5%) defined as a

haemoglobin (Hgb) level of less than 12 g/dL and hyperbilirubinemia

(25%) defined as a total bilirubin level higher than 2 mg/dL. The

haemoglobin level was measured at screening, after 4, 8, 12 weeks of

therapy (EOT) and 12 weeks post-treatment (SVR) and the number of

patients with Hgb less than 10 g/dL was 0 (0%), 6 (7.9%), 6 (8.1%), 3

(4.2%) and 1 (1.4%) respectively. Total bilirubin (TBil) level was also

analysed at the same time points and a value higher than 2 mg/dL was

observed in 2 (2.6%), 19 (25%), 18 (24%), 8 (11.3%) and 3 (4.3%)

patients respectively. During the study 5 patients (6.6%) developed a

TBil level higher than 5 mg/dL. Overall 4 patients (5.3%) failed to

complete the 12 weeks of treatment: one developed a cardiac

arrhythmia, one suffered a traumatic injury which prevented her from

continuing the therapy and two of them developed acute liver fail-

ure—one had high levels of TBil and the other one died due to

cholangiocarcinoma.

Conclusion: DAA therapy is associated with frequent side effect in

patients with compensated HCV liver cirrhosis. The most common

were anaemia (correlated with RBV administration), hyperbiliru-

binemia (difficult to manage in some cases) and fatigue. Adverse

events that required medication discontinuation were infrequent.
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Background: Peginterferon plus ribavirin (PR) therapy has histori-

cally been the standard of care for patients with chronic hepatitis C

(CHC) in Taiwan. However, PR therapy is reported to have limited

efficacy in patients with genotype 1 (GT1) infection and is associated

with a number of adverse events. Many GT1 patients do not receive

treatment in clinical practice. The INITIATE study aimed to: (1)

investigate physician recommendation and patient willingness to

receive PR in GT1 CHC patients; (2) identify the reasons physicians

did not recommend PR and the reasons patients were unwilling to

receive PR.

Methods: This multicenter, prospective, cross-sectional study enrol-

led patients in Taiwan with active CHC, C20 years old. Patients were

recruited by their hepatologist during a routine visit in 11 hospitals

from across Taiwan. Physicians completed a survey to capture patient

demographics, clinical characteristics, physician recommendation on

PR treatment and patient willingness to receive PR. Patients who were

recommended but unwilling to receive PR completed a survey on

their reasons for unwillingness. Here we present data from a sub-

group analysis of GT1 patients as descriptive statistics for all GT1

patients and separately for treatment-naı̈ve (TN) and treatment-ex-

perienced (TE) patients. Further sub-group analyses based on hospital

region were also conducted.

Result: A total of 822 patients were enrolled in the study, of whom

434 had GT1 infection (202 TN and 232 TE patients). In GT1

patients, the mean age was 62.8 years and 39.2% were male. 30.4,

23.7 and 45.9% of patients were recruited from hospitals in northern,

central and southern Taiwan, respectively. 62.7% were non-cirrhotic

patients; 30.4% had compensated and 6.7% had decompensated cir-

rhosis; 0.2% had unknown cirrhosis status. In total, 37.8% (95% CI

34.5–41.1%) of patients were recommended to receive PR; of these

32.8% (95% CI 27.6–38.0%) were willing to receive PR. The rec-

ommendation (30.2%) and willingness (21.5%) rates were lower in

GT1 patients than in the overall population. Although TN GT1

patients had higher recommendation and willingness rates than TE

GT1 patients, PR was only recommended in half of TN patients and

76% of those recommended did not accept the treatment (Figure 1).

The recommendation rates in GT1 patients were lower in Northern

Taiwan compared to Central and Southern Taiwan. In GT1 patients,

physicians chose not to recommend PR primarily due to the expected

availability of other treatment options. Patients expressed concerns

about side effects of PR and the wish to wait for a better treatment

option.

Conclusion: Among patients enrolled in INITIATE, GT1 patients had

lower recommendation and willingness rates to receive PR than the

overall population. Recommendation rates were also lower in

Northern Taiwan than in Central and Southern Taiwan.
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Background: Globally, Mongolia leads in the mortality rates of liver

cirrhosis and hepatocellular carcinoma owing to its highest preva-

lence of hepatitis C viral (HCV) infections nationwide. In January of

2016, a new directly acting antiviral treatment program for patients

with chronic HCV infection was initiated in the framework of the

Hepatitis Prevention, Control, and Elimination Program. The purpose

of this study was to investigate the effect of Sofosbuvir/Ledipasvir in

Mongolian patients with chronic HCV-infection.

Methods: 119 patients (aged 54 ± 12, 50 male and 69 female) with

chronic HCV infection were randomly selected in this study. All

patients were treated with Sofosbuvir 400 mg/Ledipasvir 80 mg for

12 weeks. Clinical and biochemical parameters aspartate amino-

transferase (ACAT), alanine aminotransferase (ALAT) and HCV

RNA were determined prior the start of the therapy, at weeks 4, 8, and

12 of treatment, and 12 weeks after the end of treatment.

Result: The mean HCV RNA was 1,911,266 ± 2,557,002 IU/mL at

the beginning of the treatment. 118/119 (99.1%) patients achieved

sustained virological response 12 weeks after the end of the treatment.

ASAT and ALAT levels were significantly decreased and normalized

within the first four weeks (P \ 0.001 and P \ 0.001, respectively)

and remained stable until follow-up week 12 of treatment. There was

no side effect observed in all patients. Adverse effects of the drug

such as headache (90%) and cough (47%) were observed during the

first four week of treatment.

Conclusion: Standard treatment regimen of ledipasvir 80 mg/sofos-

buvir 400 mg (Harvoni) in Mongolian patients with chronic HCV

infection proved to reveal the same results as international studies,

without any serious side effects.

PP1777

Safety and efficacy of sofosbuvir for hepatitis C
with or without cirrhosis; the experience of tertiary care hospitals

Nazish Butt1, Sehrish Reema1, Sehrish Reema, Ali Akbar, Sehrish
Butt, Ali Khan, Masood Khoso, Farhan Haleem, Talha Qureshi,
Ghulam Basit, Anoshia Fahad

1Jinnah Postgraduate Medical Centre, Karachi, Pakistan

Background: HCV infection is most common cause of chronic liver

disease in Pakistan. Over past few years DAAs has been revolutionary

in management of HCV and sofosbuvir is backbone of most modern

strategies. This drug is recently approved in our country, so limited

data local exists regarding its safety and efficacy in our population.

Methods: This prospective multicenter cohort study of HCV patients

(67.2% treatment Naı̈ve and 32.8% treatment experienced including

cirrhotics). Efficacy was assessed by End Treatment Response PCR

(at the end of 3 months in PEG IFN, sofosbuvir and ribavirin and 6

months in sofosbuvir and ribavirin). Adverse events were documented

on history and labson serial follow up.

Result: The cohort consisted of 250 consecutive patients out of which

84% were chronic hepatitis C and 16% were cirrhotics. The mean age

was 42.71 years. 43.2% were males and 56.8% were females. ETR

achieved in chronic Hepatitis C was 98.3% and in cirrhotic was

88.9%. Genotype 3 was found to be 87.2%. Most common adverse

event was reduction in Hb of 1 g/dl.

Conclusion: Sofosbuvir is safe and effective for treatment naı̈ve and

experienced patients with or without cirrhosis.

PP1778

Real-life data of HCV genotype-2 treatment with sofosbuvir
and ribavirin in Korea

Minseong Kim1, Eileen Yoon1, Taewan Kim1, Seong Eun Park1,
Jong Ho Lee1, Ji Young Park1, Jung Min Choi1, Tae Joo Jeon1,
Won Chang Shin1, Won-Choong Choi1

1Inje University Sanggye Paik Hospital, Seoul, Korea

Background: Sofosbuvir combined with ribavirin is the current

standard of care for the patients with genotype-2 HCV infection. This

regimen has been approved by National health insurance system of

Korea recently. We aimed to evaluate the efficacy of sofosbuvir plus

ribavirin therapy in real-life clinical practice.

Methods: This is a single-center, retrospective study of genotype 2

HCV infected patients treated with sofosbuvir and ribavirin for 12

weeks in non-cirrhotic patients and 16 weeks in cirrhotic patients. The

rates of virologic responses at 4-weeks of treatment (RVR), end-of-

treatment (ETR), and 12-weeks after treatment (SVR12) were

assessed.

Result: A total of 20 consecutive patients were included since June

2016. They have received sofosbuvir with ribavirin for 12 weeks or

16 weeks according to the presence of cirrhosis. Median age was 44

years old. Among them, Sixteen patients were female (80%). Three

patients had prior history of antiviral treatment with peg-interferon

plus ribavirin. Eight patients were liver cirrhosis (40%). RVR rates

were 78.9% of the patients, respectively. The rates of ETR (HCV

RNA \12 IU/mL) was 10/10 (100%) by per-protocol (PP) analysis

and 14/14 (100%) by intention-to-treat (ITT) analysis. However, rates

of complete ETR (No detection of RNA) were only 7/10 (70%) by PP

analysis and 8/14 (57.1%) by ITT analysis. All of the 5 patients who
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were able to assess the SVR12, achieved complete SVR12 (no

detection of RNA at 12-weeks post treatment).

Conclusion: In this real-life clinical data, sofosbuvir plus ribavirin

treatment is effective and safe but complete SVR 12 rates were lower

than the outcomes from well-designed clinical trials. These findings

suggest that this standard treatment of HCV needs more real-life

follow-up data.

PP1779

The experience of antiviral therapy for hepatitis B and C
in patients with chronic renal failure

Bibigul saparbekovna Ilyassova1, Zhassulan Bolatbekovich
Baymachanov1

1National Scientific Center of Surgery Named A. Syzganova, Almaty,

Kazakhstan

Background: In Kazakhstan the results of screening of viral hepatitis

in 2012 year have been shown prevalence of hepatitis B 16.31 per 100

000 population and the incidence of chronic hepatitis C 18.6 per 100

000 population. The special group of patients is patients with chronic

renal failure After kidney transplantation, HCV and HBV presence

increases the risk of graft loss and patient mortality. Achieving sus-

tained virologic response improves survival and reduces the risk of

liver failure after kidney transplantation.

Methods: The aim of this study was to evaluate the efficacy of

antiviral therapy for patients with B and C in patients with end-stage

renal failure. 15 patients on hemodialysis were treated for viral

hepatitis C and B. The stages of fibrosis varied from F1-F3: according

to the results of the indirect elastometry liver 2 patients had stage F1

(Metavir), 9 patients had fibrosis stage F2, 3 patients had fibrosis stage

F3. 3 patients with chronic viral hepatitis B, HbeAg-negative, treated

by entecavir 0.5 mg/day. 12 patients received treatment for hepatitis C

in non-interferon mode. The 7 patients have glomerulonephritis and 1

of them has rheumatoid arthritis. 5 patients has genotype 3 of HCV.

They have taken ribaverin 200 mg and sofosbuvir 400 mg per day.

The seven patients with genotype 1b HCV have taken sofosbuvir 400

mg and daclatasvir 60 mg per day. The course of treatment was 12

weeks.

Result: In all patients with hepatitis B at week 12 of therapy the

viral load was of less than 2000 IU/mL. These patients underwent

kidney transplantation. Antiviral therapy was continued post-

transplant period for 3–4 years under the control of PCR studies on

HBV DNA. In patient with chronic hepatitis C at 4 weeks of

antiviral therapy was obtained biochemical response and rapid

virological response. After ascertaining the immediate and sus-

tained virologic response patients were taken to a kidney

transplant. Side effects in patients undergoing antiviral therapy

were observed. 2 patients complained of headaches, which are

associated with a rise in blood pressure. Despite concerns about the

toxic effect on the kidneys sofosbuvir, in patients with end-stage

renal failure treatment passed without the side effects, there was no

increase in serum creatinine and urea, higher than normal numbers

before a session of dialysis program. Post-transplant patients pro-

ceeded without peculiarities: no signs of acute or virological

breakthrough on the background started immunosuppressive

therapy.

Conclusion: The treatment of viral hepatiis prior to renal transplan-

tation by NA in HBV and by DAA in HCV have no significant side

effects, and also haven’t interaction with other drugs on pharma-

cokinetics level and on pharmacodynamics level. The study results

showed high efficiency and increasing of patient adherence to therapy

compared to treatment by pegylated interferon in hepatitis C.

PP1780

Association between steroid hormone and hepatitis C virus
genotype 1 infection

Chia-yen Dai1,2,3, Ming-lun Yeh2,3, Ching-i Huang2, Chung-feng
Huang2,3, Jee-fu Huang2,3, Ming-lung Yu2,3, Wan-long Chuang2,3

1Healthmanage Center, Kaohsiung Medical University Hospital,

Kaohsiung Medical University, Kaohsiung; 2Department of Internal

Medicine, Kaohsiung Medical University Hospital, Kaohsiung

Medical University, Kaohsiung; 3Faculty of Internal Medicine,

Kaohsiung Medical University, Kaohsiung

Background: Hepatitis C virus (HCV), an important risk of liver

cirrhosis and hepatocellular carcinoma, is a major healthcare problem

worldwide. Even with new direct antiviral agents (DAAs) developed

recently, the standard antiviral treatment by interferon and ribavirin

has been the standard of care and the response has been reported

different in males and females patients. The present study aims to

identify the role of steroid hormone in HCV antiviral therapy.

Methods: HCV NS 3 and NS 5A were determined in HCV genotype

1 replication cell lines, and also in infected cells by androgen and

estrogen combined with antiviral treatment in steroid-starved culture

conditions. A cohort of HCV genotype 1- infected male and female

patients were enrolled.
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Result: When combined with steroid hormone in antiviral treatment,

the HCV NS 3 and NS 5A protein expression levels were showed in

inversed phenomena. Androgen enhanced the viral protein expression

level in Ava 5 and Con 1 cells, also in infected HCV genotype 2a

cells. The opposite affects were shown by estrogen in steroid-reduced

conditions. The similar results were observed in the cohort study.

Conclusion: Steroid hormone may affect the HCV viral protein

expression that might explain the role of gender in HCV infection. A

better understanding the affecting action of steroid hormone in

antiviral treatment could be beneficial in developing the novel ther-

apeutic regimen.

PP1781

Real-world effectiveness of sofosbuvir/ribavirin for chronic
hepatitis C genotype 2 patients in Japan

Tatsuo Kanda1, Masato Nakamura1, Shin Yasui1, Eiichiro
Suzuki1, Akinobu Tawada1, Shuang Wu1, Shingo Nakamoto1,
Makoto Arai1, Fumio Imazeki1

1Chiba University, Graduate School of Medicine, Chiba, Japan

Background: In the interferon era, hepatitis C virus (HCV) RNA titer

and HCV genotype (GT) were considered to be major determinants of

the outcome of antiviral treatment. To clarify whether interferon-free

regimens are really effective in real-world HCV GT2-infected

patients with appropriate host and viral parameters in Japan, we ret-

rospectively examined these parameters and treated the patients with

nucleotide HCV NS5B polymerase inhibitor sofosbuvir plus ribavirin.

Methods: One hundred fifteen patients infected with HCV GT-2

[62.2 ± 12.5 years; male, 57; treatment-naı̈ve, 76; cirrhosis, 35; high

viral titers (]5 LIU/mL), 101; and past history of curative treatment

of hepatocellular carcinoma (HCC), 9] were enrolled in this study. All

patients were treated with 400 mg of sofosbuvir plus weight-based

ribavirin (200 mg-1000 mg) every day for as long as 12 weeks.

Clinical and laboratory assessments were performed every 4 weeks

and at 12 weeks after the stoppage of treatment. Sustained virological

response at 4 or 12 weeks (SVR4 or SVR12) was used as the eval-

uation of virological response.

Result: Total SVR4 and SVR12 rates were 91.3 and 90.7%, respec-

tively. Only one patient discontinued the treatment due to

exacerbation of depression. All except this one patient (99%)

achieved HCV RNA negativity at the end of treatment. SVR12 rates

at age\65 and 65^ years were 89.1 and 93.3%, respectively. Male

and female SVR12 rates were 92.6 and 88.5%, respectively. SVR12

rates of treatment-naive and treatment-experienced patients were 87.2

and 96.5%, respectively. SVR12 rates of patients with and without

cirrhosis were 90.9 and 90.7%, respectively. SVR12 rates of low and

high viral titers were 83.3 and 91.4%, respectively. SVR12 rates of

patients with and without past history of curative treatment of hepa-

tocellular carcinoma (HCC) were 100 and 90.5%, respectively.

Conclusion: The 12-weeks sofosbuvir-plus-ribavirin regimen was

highly effective, safe, and well tolerated. Although this regimen

should now be selected as first-line treatment for real-world chronic

HCV GT-2 patients in Japan, longer follow-up and clinical assess-

ment are needed to fully understand the impact of SVR.

PP1782

Efficacy and safety of two different types of sofosbuvir (SOF)
combined with daclatasvir (DCV) in genotype 1–4 HCV-infected
patients with cirrhosis

Adrian Gadano1, Leila Haddad1, Monica Vasquez1, Sebastian
Marciano1, Priscilla Serravalle1, Omar Galdame1

1Liver Unit, Hospital Italiano de Buenos Aires, Buenos Aires,

Argentina

Background: Efficacy and safety of generic SOF (gSOF) compared

with brand-name SOF (bSOF) (nucleoside NS5B inhibitors), when

combined with DCV (pangenotypic NS5A inhibitor), have not been

wide enough evaluated so far. This observational study compared

treatment with gSOF/DCV ± RBV to bSOF/DCV ± RBV for 12–24

weeks in a cohort of genotype 1–4 HCV cirrhotic patients with or

without previous treatment with an HCV direct-acting antiviral agent

(DAA).

Methods: 140 HCV-infected patients with cirrhosis, Genotype 1–4

HCV-infected patients, were enrolled in an individual Institution to

receive open-label gSOF/DCV (400 mg/60 mg daily) ± RBV or

bSOF/DCV (400 mg/60 mg daily) ± RBV for 12–24 weeks according

to HCV genotype, prior treatment and RBV tolerance. The primary

endpoint was SVR12.

Result: 52% were male, 47% had G1b, 28% G1a, 14% G3, 10% G2 and

1% G4. 12% were HIV co-infected and 12% were liver transplant

recipients. 10% had decompensated Child B cirrhosis, 14% had failed

prior DAA-based therapy; the median HCV RNA was 6.2 log10 IU/mL.

77 patients received treatment with gSOF/DCV (46 patients 12 W +

RBV and 31 patients 24 W ± RBV) and 63 with bSOF/DCV (36

patients 12 W + RBV and 27 patients 24 W ± RBV). Baseline char-

acteristics were comparable between arms. HCV RNA declined rapidly

in both treatment groups with almost 90% of patients becoming HCV

RNA\LLOQ at week 4 (intention-to-treat analysis; 88% in gSOF/DCV

vs 89% in bSOF/DCV). No patient experienced on-treatment virologic

breakthrough. 79 patients reached 12 Wk post EOT. SVR12 was 95% for

both groups. 4 patients relapsed (2 from each treated group). Main results

are presented in the table. Complete SVR12 results will be presented.

Similar AEs were reported (10% in either group) and consisted in

headache, fatigue and nausea. No serious AEs were assessed; there were

no deaths and no increased incidence of HCC.

Conclusion: Treatment using either generic or brand-name SOF in

combination with DCV was similar and highly effective and safe in a

pangenotipic cohort of HCV-infected cirrhotic patients.
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regimen in Mongolia

Bekhbold Dashtseren1,2,3, Batdelger Dendev3,4,5, Zulkhuu
Genden3,5,6, Ganbolor Jargalsaikhan2,3,5, Odgerel
Oidovsambuu1,3,7, Naranbaatar Dashdorj5,8, Andreas Bungert1,5,

S1036 Hepatol Int (2017) 11 (Suppl 1):S1–S1093

123



Sh. Myagmarsuren3,9, Ayush Dagvadorj3,5,6, Naranjargal
Dashdorj3,5,6, Dahgwahdorj Yagaanbuyant3,5,10

1Onom Foundation, Ulaanbaatar, Mongolia; 2Mongolian National

University of Medical Sciences, Ulaanbaatar, Mongolia; 3Liver

Center, Ulaanbaatar, Mongolia; 4National Center for Communicable

Diseases, Ulaanbaatar, Mongolia; 5Mongolian Society of Hepatology,

Ulaanbaatar, Mongolia; 6Onom Foundation, Ulaanbaatar, Mongolia;
7National University of Mongolia, Ulaanbaatar, Mongolia; 8Onom

Foundation, Ulaanbaatar, Mongolia; 9Second Central Hospital,

Ulaanbaatar, Mongolia; 10Mongolian National University of Medical

Sciences, Ulaanbaatar, Mongolia

Background: Mongolia leads the world in hepatocellular carcinoma

mortality rate because of endemic prevalence of viral hepatitis. In

January of 2016, direct acting antiviral treatment for patients with

chronic HCV infection was initiated within the framework of the

Hepatitis Prevention, Control, and Elimination Program in Mongolia.

Methods: The purpose of this study was to investigate the effect of

Sofosbuvir/Ledipasvir in Mongolian patients with chronic HCV

infection. Out of few thousand patients, 119 patients (aged 54 ± 12,

50 male and 69 female) with chronic HCV infection were randomly

selected in this study. All patients were treated with Sofosbuvir (400

mg)/Ledipasvir (80 mg) for 12 weeks. Clinical and biochemical

parameters aspartate aminotransferase (ACAT), alanine aminotrans-

ferase (ALAT) and HCV RNA were determined prior to the start of

therapy, at weeks 4, 8, 12, and 12 weeks after the end of treatment.

Result: The mean HCV RNA was 1,911,266 ± 2,557,002 (IU/mL) at

the beginning of the treatment. 118/119 (99.1%) patients achieved

consistent virological response after the end of the 12 weeks of

treatment. ASAT and ALAT levels were significantly decreased and

normalized within the first four weeks and remained stable until

follow-up. There was no major side effect observed in all patients.

Adverse effects of the treatment such as headache (90%) and cough

(47%) were observed during the first four weeks of treatment.

Conclusion: Standard DAA treatment regimen of Sofosbuvir/Ledi-

pasvir in Mongolian patients with chronic HCV infection proved to

reveal the same results as international studies, without any serious

side effects.
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Prevention of liver-related complications in patients with chronic
hepatitis C receiving elbasvir/grazoprevir compared
with pegylated interferon/ribavirin and no treatment in Vietnam
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Background: Elbasvir/grazoprevir (EBR/GZR) is an emerging

direct-acting antiviral therapy for patients with chronic hepatitis C

(CHC) genotype (GT) 1. Compared with pegylated interferon/rib-

avirin (PegIFN/RBV) regimens, EBR/GZR ± RBV has shorter

treatment duration and higher rates of sustained virologic response

(SVR). The objective of this study was to determine how improved

SVR rates with EBR/GZR ± RBV impact the long-term incidence of

liver-related complications compared with PegIFN/RBV and no

treatment.

Methods: A Markov model was constructed to evaluate the effec-

tiveness of EBR/GZR ± RBV, PegIFN/RBV, and no treatment over a

30-year time horizon. The model consists of 14 health states

encompassing METAVIR fibrosis score (F0–F4), treatment success or

failure, decompensated cirrhosis, hepatocellular carcinoma, and liver-

related death. The target population was patients infected with CHC

GT1a or 1b, stratified by treatment history (treatment-naı̈ve or treat-

ment-experienced), and degree of fibrosis (cirrhotic or non-cirrhotic).

EBR/GZR ± RBV regimens were assumed to follow the approved

labeling in Canada. The proportions of patients achieving SVR for

each treatment and subpopulation were obtained from clinical trials.

Model outcomes included cumulative number of cases of cirrhosis,

decompensated cirrhosis, hepatocellular carcinoma (HCC), and liver-

related deaths over the time horizon. Projections were based on the

total population of Vietnam (89,710,000), prevalence of CHC (3.6%),

and the proportion of patients with GT1 infection (29.7%). The

number of events prevented with EBR/GZR ± RBV was calculated as

the difference in cumulative cases over 30 years for EBR/GZR ±

RBV and the comparators.

Result: It was estimated that 959,179 patients in Vietnam are cur-

rently infected with CHC GT1. Compared with PegIFN/RBV,

treatment of all GT1 patients with EBR/GZR ± RBV was projected to

prevent 119,238 cases of cirrhosis; 58,869 cases of decompensated

cirrhosis; 44,614 cases of HCC and 165,729 liver-related deaths over

30 years (Table 1). Compared with no treatment, EBR/GZR ± RBV

was projected to prevent 393,547 cases of cirrhosis; 158,567 cases of

decompensated cirrhosis; 112,440 cases of HCC and 424,267 liver-

related deaths.

Conclusion: Use of EBR/GZR ± RBV for the treatment of CHC in

Vietnam was projected to prevent a substantial number of cases of

cirrhosis, decompensated cirrhosis, HCC, and liver-related death over

30 years compared to PegIFN/RBV and no treatment. The economic

consequence of preventing these events should be considered when

evaluating EBR/GZR for reimbursement in Vietnam.

PP1785

Polymorphism in interleukin genes: predictive of non-response
or relapse in HCV genotype 3a patients

Saba Khaliq1,2, Humaira Dr Naeemi1, Rabia Aslam1

1University of Health Sciences, Lahore, Pakistan; 2Pakistan

Background: Pakistan has 4.6% prevalence of hepatitis C virus

(HCV) infection, with genotype 3a being the most prevalent which

was thought to be sensitive to IFN therapy but the scenario is changed

now. Among various clinical and genetic factors, Single nucleotide

polymorphisms in interleukins coding genes has been reported to be

associated with the pathogenesis especially HCV clearance with

sustained virological response (SVR). Although the IL28B gene

polymorphism has been shown to modify the course of chronic HCV

infection, but its combine effect with IL10 polymorphisms not been

previously assessed in the Pakistani population.
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Methods: The present study was conducted on 302 subjects who were

categorized into two groups: group I (GI), which included 100 healthy

volunteers and group II (GII) of 202 chronic HCV infected patients

with positive anti-HCV antibody at the time of diagnosis, Patients

within group II were further subdivided into two subgroups according

to therapeutic response i.e., SVR (responders, 132) and NR (non-

responders/relapsers, 70). IL28B (rs8099917, rs12979860) and IL10

(rs1800872, rs1800871, rs1800896) polymorphisms were studied in

all subjects.

Result: In order to evaluate the association of IL28b polymorphisms

(rs8099917, rs12979860) and IL10 polymorphisms (rs1800896,

rs1800871 and rs1800872) with study population, initially difference

in allele frequencies were studied in group I and II. IL28b rs8099917

didn’t have any sigficant difference in both groups, whereas there

were significant difference in the genotypes of rs12979860 C/T in all

studied model with (p \ 0.05). Out of studied IL10 polymorphisms

(rs1800896 (A/G), rs1800871 (C/T) and rs1800872 (C/A)) only

rs1800896 genotypes showed a statistical significant difference

between Group I and II. In our studied population IL28b and IL10

haplotypes analysis showed that TTGTC and TTGTA were significant

between cases and controls with much higher odds ratios. There was a

strong association of favourable alleles of rs8099917 (T) and

rs12979860 (C) with response to standard therapy in SVR and NR

groups of HCV patients (p \ 0.05). Similar to Group I and II, only

rs1800896 showed as association in SVR and NR group. Haplotype

analysis of IL28b and IL10 showed that many haplotypes had sig-

nificant association between responders and non-responders i.e.

TCATC (p = 0.009), TTGTA (p = 0.005) and GTACC (p = 0.015).

While some haplotypes had highest frequency in non-responders as

compared to responders and on comparison also had significant

association i.e. TCATA (p\0.0005), TCACA (p = 0.002), GTGCC

(p = 0.002) and TCGTC (p = 0.005).

Conclusion: IL28B polymorphisms (rs8099917 and rs12979860) and

IL10 (rs1800896) alone and in haplotypes are good predictors of

therapeutic response in HCV genotype 3a infected patients.

PP1786

The clinical outcomes of PEN-IFN/IFN-RBV combined therapies
in patients with HCV infections in a village of Southwest China

Shiqi Tao1,2, Guangyu Huang1,2, Li Wang1,2,3, Xiaohong Wang1,2,
Yuming Wang1,2

1Department of Infectious Diseases, Southwest Hospital, Third

Military Medical University, Chongqing; 2The Chongqing Key

Laboratory for Research of Infectious Diseases, Chongqing; 3Medical

College of Guiyang, Guizhou

Background: To evaluate the clinical outcomes of interferon (IFN) -

RBV combined therapy in HCV infected individuals who mainly

shared same transmission route in the same village.

Methods: For HCV RNA positive individuals who meet the indica-

tion, voluntarily chose PEG-IFN or IFN combined RBV therapy.

Drug side-effects and sustained virological response (SVR) were

assessed.

Result: Total of 139 patients were enrolled, among which 82 indi-

viduals chose INF combined RBV therapy, while 57 chose PEN-IFN

combined RBV therapy (Table 1). No significant difference in age

and gender distribution between the two groups. The adverse drug

reactions were mainly fatigue, fever, headache, arthralgia/myalgia

and asitia. In PEG-IFN group, 7 cases had to reduce drug dose due to

side-effects, 5 cases had to discontinue the course. In IFN group, 5

cases had dose reduction with same reason. The SVR rate in PEG-IFN

group and INF group were 78.9 and 64.6% (v2 = 3.313, P = 0.069),

respectively. Only 1 case in PEG-IFG group had virological break-

through, but 17 in IFN group.

Conclusion: For this special population (mainly genotype 3b), the

responses to PEG-IFN or IFN-based combined therapies were satis-

factory, but adverse drug reactions were common. There was no

significant difference in SVR rate between the PEG-IFN group and

IFN group, though breakthrough in PEG-IFN group is somewhat

higher than in IFN group. But in respect to virological breakthrough

and relapse, PEG-IFN combined RBV therapy showed a better final

response.

PP1787

Whether to treat elderly patients with HCV hepatitis,
and the rates of treatment response among different age groups

Haneen hasan Azzam Abdallah1, Stephen Malnick2, Shmuel
Delgado3, Yaakov Maor2

1Hadassah Medical Center, Jerusalem, Israel; 2Kaplan Medical

Center, Rehovot, Israel; 3Barzilai medical center, Ashqelon, Israel

Background: HCV is a major causes of chronic liver disease and a

common indication for liver transplantation. Its global prevalence is

3% with 170 million persons infected worldwide. The main risk factor

for acquiring HCV infection is being a baby boomer—subjects born

between 1945 and 1965. The eldest baby boomers are 70, therefore

there will be a large increase in the prevalence of HCV infection and

its complications in the aged in the next decade. There is a paucity of

data on the various aspects of pathogenesis and treatment of the

disease in old age. Those over 65 years of age are excluded from

HCV related clinical studies. Therefore, the group of patients most

likely to require treatment will have decisions made with a relative

lack of evidence-based medicine. Thus there is a need for trials

comparing results and side effects of treatment in elderly and younger

patients.

Methods: Retrospective cohort study that included 302 cases.

Demographic data, Pre-treatment parameters (risk factors for the

acquisition of HCV infection, etc.), viral factors (genotype and

baseline viral load) and host factors that might influence the SVR rate

were assessed. Each case was examined in regard to whether
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treatment was given or not, and which treatment was given if at all.

The treatment response, adverse events, drug dose reduction and

treatment discontinuation were checked. A comparison in regard to

the gathered data was conducted between two patient groups; older

than 65 and younger.

Result: The 302 cases included in the study were stratified into two

age groups; 193 B64 years, and 109 C65 years. The rate of treatment

was not different between the two age groups. However, the rate of

previous therapy administration was significantly higher among the

younger age group (21.6 vs. 11%, P = 0.04). Treatment response rates

(SVR), were significantly higher among patients B64 years, while the

non-response rate was significantly higher among the aged. The rate

of adverse events was significantly higher among the aged. Thus, the

need for dose modifications of ribavirin and interferon and treatment

discontinuation rates were significantly higher among the aged.

Conclusion: With increasing age, the possible benefit in terms of the

number of years of quality-associated life that can be gained is

obviously reduced. We propose that, for all older patients, treatment

decisions should be individualized on the basis of the severity of the

liver disease, degree of liver fibrosis, potential for serious adverse

effects, likelihood of treatment response, and presence of co-morbid

conditions. The current anti-HCV treatment is complex, thus there is a

need for research on treatments with better efficacy and fewer adverse

effects. Protease inhibitors, immunotherapy, and interferon free reg-

imens may be possible treatment modalities. If a simple treatment

regimen becomes a reality, clinical trials should include elderly

patients too.

PP1788

High sustained virologic response to ombitasvir/paritaprevir/
ritonavir with and without dasabuvir in HCV genotypes 1 and 4-
infected patients with stage 4–5 chronic kidney disease

Mohammed Babatin1, Abdullah s Alghamdi1, Ahmad Afghani2,
Khalid a Alswat3, Ashwaq Alsahafi1, Abdallah Alaseeri4,
Mohammed Aseeri5, Faisal m Sanai3,5

1King Fahad Hospital, Jeddah, Saudi Arabia; 2King Fahad Hospital,

Madinah, Saudi Arabia; 3Liver Disease Research Center, King Saud

University, Riyadh, Saudi Arabia; 4King Fahd Medical City, Riyadh;
5King Abdulaziz Medical City, Jeddah, Saudi Arabia

Background: Limited clinical trial data has shown high efficacy of

direct-acting antiviral agents (DAAs) in treatment of hepatitis C virus

(HCV) genotype (GT)-1 infected patients with severe chronic kidney

disease (CKD). There is no data on the efficacy of DAAs in HCV

GT4 patients with CKD. This study assessed real-world safety and

efficacy of co-formulated ombitasvir/paritaprevir/ritonavir (OBV/

PTV/r) in GT4 and (in combination with dasabuvir [DSV]) in GT1-

infected patients with severe CKD.

Methods: In this ongoing, observational cohort of chronic HCV

(HCV RNA[6 months) patients with severe chronic CKD (\30 mL/

min/1.73 m2, MDRD method), we enrolled treatment naı̈ve (n = 25)

and pegylated interferon (PegIFN)/ribavirin (RBV)-experienced (n =

23) GT4-infected patients (n = 22) for a 12-week treatment regimen
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with OBV/PTV/r ± RBV, and in combination with DSV in GT1

patients (n = 26, including 3 with GT1/4 co-infection). RBV was

dosed on physician discretion between 200 mg three times/week—

200 mg daily). The primary efficacy endpoint was SVR12 calculated

on an intention-to-treat (ITT) basis.

Result: A total of 48 adult patients with a mean age of 44.7 ± 13.2

years, and HCV RNA 5.8 ± 1.0 IU/mL were enrolled; 27 (56.3%)

were female, 14 (27.1%) with advanced fibrosis/cirrhosis (F3/F4,

Metavir), and 23 (47.9%) were treatment-experienced. Overall, 46

patients (95.8%) were on regular hemodialysis. All patients received

concomitant RBV except 7 (14.6%), 3 with GT4 and 4 with GT1b.

All patients completed at least 4 weeks on therapy, with HCV RNA\
15 IU/mL or undetectable in 46 (95.8%) patients. No virologic

breakthroughs were observed in the 39 patients who had completed

therapy. SVR12 was achieved in 97.2% of the 36 patients (GT1 = 18

and GT4 = 18) who had completed 12 weeks of post treatment fol-

low-up (F3-4 = 11, F0–2 = 25). One patient died from a myocardial

infarction after completing therapy (end-of-treatment [ETR] HCV

RNA undetectable) and was considered a treatment failure on an ITT

analysis. RBV dose modifications or discontinuations were required

in 12/41 (29.3%) patients. Adverse events were mostly grade 1 or 2

and one patient discontinued all therapy after 4 weeks (and achieved

SVR12). There was no overall difference in the baseline and post

treatment hemoglobin levels.

Conclusion: The interim analysis of this cohort shows that a 12-week

regimen of OBV/PTV/r ± DSV with or without RBV is highly

effective with a favorable safety profile amongst HCV GT1 and GT4

patients with severe CKD. SVR12 rates were high in all patient cat-

egories regardless of the presence of cirrhosis or prior treatment

experience. Treatment was generally well tolerated with few side

effects.

PP1789

Recurrence of HCC after successful therapy in a cohort
of Egyptian patients with chronic hepatitis C genotype 4 treated
with a sofosbuvir-based regimen

Mohamed Ahmed Samy Kohla1, Yasmin Omar1, Medhat Assem1,
Gasser El-azab1, Inas Maged1, Hala Abu Zied2, Manar Obada1

1National Liver Institute, Menoufia University, Al Minufiyah, Egypt;
2Faculty of Pharmacy, University of Alexandria, Alexandria, Egypt

Background: Chronic hepatitis C viral infection is the leading factor

for HCC in the United States, and the second leading risk factor

worldwide. Sofosbuvir is a nucleotide hepatitis C NS5B polymerase

inhibitor with a pangenotypicantiviral activity and a high genetic

barrier to resistance. Some recent studies have shown an unexpected

high rate and pattern of tumor recurrence coinciding with HCV

clearance and it was suggested that disruption of immune surveillance

may facilitate the emergence of metastatic clones. The aim of this

study is to assess recurrence of HCC after successful therapy in a

cohort of Egyptian patients with chronic hepatitis C genotype 4

treated with a Sofosbuvir-based regimen.

Methods: This observational study was conducted on 50 Egyptian

patients who were successfully treated with one of the curative

modalities for HCC showing no evidence of any residual tumor

activity post-procedure proved by imaging and treated with a

Sofosbuvir-based regimen. Patients were evaluated at baseline, at

4-week intervals during therapy, at the end of therapy and 12 weeks

after therapy by laboratory investigations including serum AFP, HCV

RNA viral load and triphasic CT. Statistical analysis was done using

SPSS software (version 13; Inc, Chicago, IL).

Result: Thirty nine patients (78%) were males, the mean age was

57.9 ± 6.3 years. Twenty patients (40%) were treated by Sofosbuvir/

Ribavirin for 24 weeks, 14 patients (28%) were treated by Sofosbuvir/

Daclatasvir for 12 weeks, and 16 patients (32%) by were treated by

Sofosbuvir/Simeprevir for 12 weeks. Twenty seven patients (54%)

underwent RFA, 15 patients (30%) underwent TACE, 3 patients (6%)

underwent combined RFA and TACE, and 5 patients (1%) were

treated by Liver resection. Forty one patients (82%) had unde-

tectable HCV RNA at the end of treatment. Twenty five patients

(50%) developed HCC recurrence during follow up. The majority of

cases (19 out of 25, 76%) developed a new lesion, whereas 6 patients

(24%) developed a local recurrence at the previously managed lesion.

Conclusion: Treatment with a Sofosbuvir-based regimen was asso-

ciated with a high recurrence of HCC in Egyptian patients with HCC

associated with chronic hepatitis C genotype 4 viral infection. Patients

with HCC should be properly evaluated prior to antiviral therapy with

DAAs and followed up carefully during and after therapy.

PP1790

Treatment of patients over age 80 and eGFR less than 50
by sofosbuvir

Masao Omata1, Shuntaro Obi2, Miho Kanda3, Kenichiro
Okimoto4, Hitoshi Nochizuki1

1Yamanashi Prefectural Central Hospital, Kofu, Japan; 2Kyoundo

Hospital, Tokyo, Japan; 3Kyoundo hospital, Tokyo, Japan; 4Univ. of

Chiba, Chiba, Japan

Background: Experiences of patients treated by Sofosbuvir over age

80 and eGFR less than 50 is still limited. The safety and efficacy of

the treatment for these population was elucidated.

Methods: Among 403 consecutively treated by Sovaldi or Harvoni, 8

were over age 80. Viral response and safety was studied.

Result: Of the 406, including 38 over age 80, none stopped Sovaldi or

Harvoni. Of these 80, 8 were with renal function impaired with eGFR

less than 50. None stopped the treatment and all had SVR 12.

Conclusion: There are a few studies over age 65. But there is no

information available above age 80 and with renal impairment. In this

consecutively treated 402 patients, no noticeable difference was noted

between the aged above 80 with renal function impaired and the

majority with eGFR above 50 and age under 80.

PP1791

HCV eradication may induce NASH and NAFL

Masao Omata1, Shuntaro Obi2, Miho Kanda2, Kenichiro
Okimoto3, Hitoshi Mochizuki1

1Yamanashi Prefectural Central Hospital, Kofu, Japan; 2Kyoundo

Hospital, Kofu, Japan; 3Univ. of Chiba, Chiba, Japan

Background: Previous in vivo and in vitro studies suggested HCV

itself may induce fatty change in the liver and hence worsen lipid

metabolism. Thus, eradication of HCV was expected to improve lipid

metabolism.

Methods: Of 413 consecutively treated patients which included 50

patients in Phase III trials in Japan by Sofosbuvir (Omata/Mizokami J

Viral Hep 2014, Mizokami/Omata Lancet Inf Dis 2015). Cholesterols

(Total/LDL/HDL), HbA1C, and CAP Scores were serially studied by

laboratory tests and by Fibroscan Machine.
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Result: Median pre-treatment level of Total- and LDL-cholesterol

were 176 and 110 mg/dl, respectively. They increased to 208 and 130

(both P values \0.01). In addition, CAP scores Steatosis Category

increased from pre-treatment of 38/50 (76% S0) and 12/50 (24% S1 +

S2) to 14/26 (54% S0) and 12/26 (46% S1 + S2 categories), two years

after HCV eradication.

Conclusion: If the previous experimental studies on HCV and lipid

metabolism correct, the improvement of lipid metabolism by eradi-

cation of HCV was expected. On the contrary, after one to two years

of virus replication, lipid metabolism seems worsened, and even the

induction of NASH and NAFLD was suggested.

PP1792

HCV eradication increase the sensitivity and specificity of AFP
and AFP-L3 (Lectin binding protein) for HCC detection

Masao Omata1, Shuntaro Obi2, Miho Kanda2, Kenichiro
Okimoto3, Hitoshi Mochizuki1

1Yamanashi Prefectural Central Hospital, Kofu, Japan; 2Kyoundo

Hospital, Kofu, Japan; 3Univ. of Chiba, Chiba, Japan;

Background: Recently, it has been argued that HCV eradication may

enhance tumor development. We now report AFP and AFP-L3

measurements increase their diagnostic ‘‘power’’ of HCC during and

after HCV treatment and may help early diagnosis of HCC even it

happens.

Methods: Of 413 patients treated by Sofosbuvir, three tumor markers

(AFP, AFP-L3 and DCP—des-c-carboxy abnormal prothrombin)

were serially tested and compared with Ultrasound, CT and EOB-

MRI, before, during and after Sofosbuvir.

Result: Of 413 cases, 400 cases showed rapid decline of AFP and

reached below 10 ng in 6 months. Of 13 who did not reach the level, 3

developed small HCC. More strikingly, AFP-L3 level reached below

5% in all but 7 cases. 4 of the 7 developed small HCC.

Conclusion: This study suggest two types of AFP/L3 production;

inflammation (virus replication)-induced and tumor-induced. This has

provoked the discussion of non-specificity of AFP for HCC diagnosis.

Virus eradication removed inflammation induced and increased sen-

sitivity as tumor markers. A lack of marked reduction to nanogram

range of AFP or less than 5% of L3 by virus eradication may indicate

high grade potential of HCC development.

PP1793

HCV eradication increase the ‘‘de novo’’ HCC

Masao Omata1, Shuntaro Obi2, Miho Kanda2, Kenichiro
Okimoto3, Hitoshi Mochizuki1

1Yamanashi Prefectural Central Hospital, Kofu, Japan; 2Kyoundo

Hospital, Kofu, Japan; 3Univ. of Chiba, Chiba, Japan

Background: Recently, it has been argued that HCV eradication may

enhance the tumor development and its aggressiveness.

Methods: We now report the possibility of increase of ‘‘de novo’’

HCC after successful eradication of HCV.

Result: Of 411 patients treated by Sofosbuvir, 10 patients developed

HCC within 3 years (mean follow-up period of 14 months), showing

yearly occurrence rate of 2.83%. This is relatively high. Because

except 4 cases, in all other patients, HCV was successfully eradicated.

Our previous study on Japanese cohort (Yoshida et al. Ann Int Med

1999;131:174–181 indicated 0.38% occurrence per year after HCV

eradication by Interferon.

Conclusion: This study, although still small in number, suggest 7–8

times more HCC developed after Sofosbuvir treatment than interferon

based. We need to explore the possibility of increased ‘‘de novo’’

HCC after rapid and drastic wipe-out of pre-existing virus replication.

PP1794

Undetectable HCV RNA at week 2 predicts sustained virological
response in non-cirrhotic GT1 CHC patients treated with £4
weeks sofosbuvir (SOF)-based pan-oral DAAs therapy: a meta-
analysis and meta-regression analysis

Guofeng Chen1,2, Cheng Wang2,3,4, Qing Shao1, Dong Ji1,5, Fan
Li1, Bing Li1, Jialiang Liu1, Jing Chen6, Vanessa Wu7, April
Wong7, Yudong Wang7, George LAU2,7,8

1Second Liver Cirrhosis Diagnosis and Treatment Center, 302
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Centre, Hong Kong SAR; 4State Key Laboratory of Organ Failure

Research, Guangdong Provincial Key Laboratory of Viral Hepatitis

Research, Department of Infectious Diseases, Nanfang Hospital,

Southern Medical University, Guangzhou; 5Liver Failure Treatment

and Research Center, Beijing 302 Hospital, Beijing; 6Division of

Gastroenterology and Hepatology, Humanity and Health Medical

Centre, Hong Kong SAR; 7Division of Gastroenterology and

Hepatology, Humanity and Health Medical Centre, Hong Kong SAR;
8Second Liver Cirrhosis Diagnosis and Treatment Center, Beijing 302

Hospital, Beijing

Background: Eight to twelve weeks fixed duration of therapy with

Sofosbuvir (SOF)-based pan-oral direct acting antiviral (DAAs)

agents have achieved a sustained virologic response (SVR) of greater

than 95% in chronic hepatitis C (CHC) genotype 1b non-cirrhotic

patients with almost no side effect. However the cost of such therapy

is onerous and has greatly restricted its accessibility to CHC patients.

We performed a meta-analysis to evaluate the SVR12 in CHC

patients treated with shortened therapy (treatment duration B4 weeks)

and to identify potential factors associated with SVR12.

Methods: After systematically searching the literature, we identified

four studies with seven treatment groups where non-cirrhotic geno-

type 1 (GT1) CHC patients were treated with B4 weeks SOF-based

pan-oral DAAs therapy. The primary outcome was defined as SVR12.

Meta-regression was used to explore the potential factors (i.e. age,

sex, week 2 HCV RNA undetectability, HCV genotype, IL28 geno-

type) that had impact on SVR12. Permutation test was used to get the

significance level in the meta-regression because of the small number

of studies included in the meta-analysis. All analysis was done using

Stata (version 13).

Result: In total, 114 non-cirrhotic GT1 CHC patients were included

in the analysis. The pooled SVR12 was 60.3% (95% confidence

interval [CI]: 32.8–85.1, p \ 0.001; Heterogeneity I2 = 86%, p \
0.001) across the treatment groups. Univariable meta-regression

showed that week 2 HCV RNA undetectability was associated with

higher SVR12 (OR = 2.5, p = 0.044), so was younger age (OR =

1.03, p = 0.023), female (OR = 6.3, p = 0.022), and HCV RNA

genotype 1b (OR = 2.4, p = 0.03). The association was weakened

and insignificant after adjustment of age, sex, and HCV RNA

genotype.

Conclusion: Acceptable SVR rate could be achieved with shortened

duration of pan-oral DAAs treatment. Week 2 HCV RNA unde-

tectability might be used for a response-guided therapy.
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Direct antiviral agent treatment of chronic hepatitis C results
in rapid regression of M2BPGi and aspartate aminotransferase-
platelet ratio index

Yiliang yi Yang1, Hongqin Xu1, Yu Pan1, Junqi Niu1

1Department of Hepatology, First Hospital of Jilin University, Jilin

University, Changchun

Background: Mac-2 Binding Protein Glycosylation isomer

(M2BPGi) is a new glycol marker related to liver fibrosis. The aim of

the study was to assess the variation tendency of M2BPGi for chronic

hepatitis C patients who were treated with direct-acting anti-viral

(DAA) plus interferon or not.

Methods: The study included 50 hepatitis C patients who received

DAA based treatment (Asunaprevir or sofosbuvir or daclatasvir)

combined with pegylated-interferon alpha plus ribavirin or not (32

DAA and 18 DAA-based triple treatment). serum M2BPGi levels

recorded prior to therapy and within 18 months after therapy were

evaluated. In addition, FIB-4 and APRI scores were calculated and

Transient elastography results were recorded if available.

Result: The serum M2BPGi level significantly increased with the

progress of liver fibrosis in baseline data. After treatment, the serum

M2BPGi level significantly decreased when patients who get sus-

tained virological response. Median M2BPGi prior to DAA treatment

was 1.30 (IQR 0.84–2.08) and decreased to 0.63 (IQR 0.41–1.01)

post-treatment. This finding is statistically significant (P\0.001) and

equals a M2BPGi regression after DAA treatment. Median APRI and

FIB-4 values significantly decreased from 0.55 (IQR 0.42–1.03) and

1.49 (IQR 0.79–2.30) to 0.38 (IQR 0.24–0.49, P \ 0.001) and 1.36

(IQR 0.79–2.08, P = 0.695) respectively (Figure 1)

Conclusion: Our study suggests that M2BPGi can identify hepatitis

C-related fibrosis with a moderate sensitivity and accuracy. Patients

with SVR after DAA therapy showed significant regression of serum

M2BPGi values. Rapid decrease in M2BPGi was in concordance with

regression of validated fibrosis scores APRI. It remains to be exam-

ined whether this indicates a true regression of fibrosis or merely

resolution of chronic liver inflammation with subsequent improve-

ment of M2BPGi values and laboratory parameters.

PP1796

Viral kinetics of on-treatment HCV RNA level and efficacy
of treatment in daclatasvir and asunaprevir combination regimen

Young Kul Jung1, Hyung Joon Yim1, Sang Joon Suh1, Jong Jin
Hyun1

1Korea University Ansan Hospital, Ansan, Korea

Background: The treatment strategy for hepatitis C virus (HCV) has

been changing rapidly since the introduction of direct-acting antivi-

rals such as daclatasvir (DCV) and asunaprevir (ASV), and DCV and

ASV combination regimen is effective in HCV genotype 1b. How-

ever, it is not well known that relationship between viral kinetics and

treatment efficacy of DCV and ASV combination regimen in HCV

genotype 1b infected patients.

Methods: 33 consecutive HCV patients initiating DCV and ASV

regimen were enrolled. HCV RNA level (LOD, 15 IU/mL), clinical,

biological, virological and pharmacological data were collected at

baseline, at week 0, 2, 4, 8, 12, and 24 of therapy and 12 weeks after

the end of therapy.

Result: Mean age was 60 years and mean HCV RNA level was

2,907,750 IU/mL. 52% of patients were females and cirrhosis was

observed in 36.3% of patients. During treatment, 5 patients were

dropped and 28 patients were analyzed. Sustained viral response was

92.9% (26/28) in fully treated patients, 100% (9/9) in cirrhotic

patients, and 85.7% (6/7) in treatment-experienced patients. HCV

RNA Detection rate at week 2 of therapy was 10% (3/28) and at week

4 of therapy was 0%. However, there was no relationship between

SVR rate and detection rate at week 4 of therapy. Also, there is no

serious side effect of DCV and ASV combination regimen.

Conclusion: DCV and ASV is an effective combination regimen in

HCV genotype 1b infected patients, and also this regimen shows a

rapid viral clearance in serum. In our study, viral kinetics of this

regimen are not related with viral response.
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Severe autoimmune hemolytic anemia in a patient with chronic
hepatitis C during treatment with interferon plus ribavirin

Shasha Wang1, Eryun Qin1, Yuanyuan Cui1, Shanshan Peng1,
Junqi Niu1, Rui Hua1

1The First Hospital of Jilin University, Changchun

Background: Introduction: Interferon (IFN) combined with ribavirin

(RBV) is a standard treatment of chronic hepatitis C (CHC). Various

side effects of IFN have been reported, including immunological

disorders. However, IFN-induced haemolytic anaemia is rare. We

present here a case of autoimmune hemolytic anemia (AIHA) during

the treatment of CHC with peginterferon alfa-2b (PEG-IFN) and

RBV.

Methods: Case report: A 57-year-old Chinese woman with chronic

hepatitis C, genotype 1b, was started on peginterferon alfa-2b, 80 lg/

week subcutaneously, plus RBV, 900 mg/day orally, in March 2015.

She had no history of autoimmune disorders or allergy. At 4 weeks of

treatment, hemoglobin (Hb) concentration was 124 g/L. At 12 weeks,

serum HCV-RNA decreased below detection limit. After 28 weeks of

treatment, RBV was reduced because of Hb reduction to 106 g/L.

Despite complete withdrawal of RBV at 32th week, anaemia was still

progressing. At week 35th, the patient presented to our hospital with

fatigue and dizziness. Urine hemosiderin is positive. Direct and

indirect Coombs tests were positive for IgG and C3d. Bone marrow

examination showed hyperplastic anemia and an increased proportion

of erythroid series. Based on these findings, a diagnosis of AIHA was

made.

Result: Discontinuation of PEG-IFN at week 35th did not stop the

progression of hemolytic anemia. Similarly intravenous

immunoglobulin failed to correct the autoimmune process. Dramati-

cally, splenectomy therapy resulted in normal Hb concentrations.

Conclusion: In patients without preexisting immunological abnor-

malities, Peg-IFN can induce autoimmune hemolytic anemia that,

albeit rarely, may be life-threatening. Close monitoring of haemato-

logical values is necessary before and during the treatment of CHC

with IFN and RBV.

PP1798

Comparison of SVR and Incidence of HCC between DAA
with and without IFN in HCV related liver diseases

Kazuhiro Sugi1, Akinori Nakata1, Masayuki Urata1, Shotaro
Ishii1, Taichi Matsuyama1, Hideto Yuruki1, Toshiki Futakuchi1,
Takashi Nakagaki1, Tomoyuki Goto1, Jun Tomiguchi1

1National Hospital Organization Kumamoto Medical Center,

Kumamoto, Japan

Background: Direct acting antivirals (DAAs) without IFN have

achieved more than 90% SVR in patients with HCV related liver

diseases. Many studies have reported that IFN decreases the incidence

of hepatocellular carcinoma (HCC) especially in SVR. However

similar effect of DAAs without IFN is now unclear. We compared of

DAAs without IFN to DAAs with IFN in SVR and incidence of HCC.

Methods: We enrolled 173 HCV related liver disease patients treated

with DAAs without IFN from November 2014 to October 2016:

Daclatasvir (DCV)/Asunaprevir (ASV) in 47 patients, mean age 70

years, 31.0% liver cirrhosis (LC), 19.1% with history of HCC;

Sofosbuvir (SOF)/Ribavirin (RBV) in 66 patients, mean age 58 years,

12.8% LC, 4.5% with history of HCC; SOF/Ledipasvir (LDV) in 45

patients, mean age 65 years, 11.1% LC, 6.7% with history of HCC;

ombitasvir (OBV)/paritaprevir (PTV)/ritonavir (r) in 15 patients,

mean age 62 years, 26.7% LC, 13.7% with history of HCC. In patients

with HCC history DAAs were introduced when no recurrence more

than 6 months was confirmed. We investigated SVR 12 in each

treatment and clinical features in HCC occurred during or post DAAs

treatment. To compare with DAAs without IFN, we enrolled 20

patients treated with Telaprevir (TVR) and 43 patients with

Simeprevir (SMV) in combination of PEG-IFN/RBV from February

2012 to October 2016 as DAAs with IFN therapies. We investigated

them in the same manner.

Result: In DAAs without IFN, SVR 12 was 95.4%; DCV/ASV

93.6%, SOF/RBV 94.6%, SOF/LDV 100%, and OBV/PTV/r 100%.

Incidence of HCC was 4.6% (8 cases); 4 in DCV/ASV, 3 in SOF/

RBV, 1 in SOF/LDV, and none in OBV/PTV/r. In HCC patients 50%

were LC and 62.5% had past history of HCC, 87.5% achieved

SVR12. In comparison between HCC group and non-HCC group,

serum AFP and M2BPGi levels at start and termination of DAAs

treatment, and difference of these two points showed no significant

differences among them. In contrast DAAs with IFN achieved 85.7%

of SVR12; TVR 85.0% and SMV 86.0%. Incidence of HCC was 1.6%

(1case of new occurrence) which was significantly lower in DAAs

without IFN (p\ 0.05).

Conclusion: The present study showed DAAs without IFN achieved

more than 95% of SVR that was higher than DAAs with IFN.

However incidence of HCC was higher in DAAs without IFN than

that in DAAs with IFN. The inferiority of suppressive effect of DAAs

without IFN on HCC occurrence after eradication of HCV should to

be elucidated by a larger cohort study.

PP1799

A case of liver injury caused by DAA based therapy

Eryun Qin1, Shasha Wang1, Yuanyuan Cui1, Junqi NIU1, Ri Hua1
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Changchun, Jilin Province

Background: Direct-acting antivirals (DAA) have been widely used

in chronic hepatitis C virus (HCV) patients, due to the advantage of

avoiding injection, high sustained viral response (SVR) and short

duration of treatment. However, its side effects have not been made

clear yet. We report a male patient with chronic HCV, who developed

liver injury during Sofosbuvir plus Ribavirin (RBV) therapy.

Methods: On one hand, we use laboratory tests and imaging exam-

ination to exclude other etiologies of liver injury. On the other hand,

we applied liver-protecting treatment and discontinued antiviral

therapy.

Result: Case Report: A 40-year-old man who was a treatment-naive

case with chronic hepatitis C cirrhosis, genotype 2a, was started on a

planned course of Sofosbuvir (Buying from India) and Ribavirin

therapy in March 2016. It was the fourth week of the antiviral therapy

that the patient had the symptom of jaundice and was in hospital.

Blood tests revealed: TBIL 575.0umol/L, IBIL 294.2 umol/L, ALT

42.5 U/L, HB 119 g/L, PTA 64%. The Ham test and HCV RNA were

negative. The Magnetic resonance cholangiopancreatography

(MRCP) and Abdominal CT indicated that there was no dilatation in

common bile duct and intrahepatic bile ducts. Furthermore, we

excluded the liver injury induced by alcoholic driking or hepatitis A

and hepatitis E. Therefore, the most etiology of the liver injury is

Sofosbuvir. Antiviral therapy was discontinued on the fifth week (5/1/

2016) for considering drug induced liver injury (DILI). At the same

time, the patient received liver-protecting treatment. The liver
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function recovery gradually. The latest follow up results shows that

the Liver function is normal and the HCV RNA is 0 IU/ml.

Conclusion: Our case demonstrates that clinician might pay attention

to side effects of DAA carefully, especially, liver injury. Therefore, it

is necessary to closely monitor the liver function during the DAA

based treatment of chronic hepatitis C.
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Influence of host and viral factors on patients with chronic
hepatitis C virus genotype 6 treated with pegylated interferon
and ribavirin: a systematic review and meta-analysis
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Background: We conducted a systematic review and meta-analysis

of the influence of host and viral factors on sustained virologic

response (SRV) in HCV-6 patients treated with pegylated interferon

and ribavirin (PEG-IFN + RBV).

Methods: Data were acquired from Medline, Embase, Pubmed and

the Cochrane Library for ‘‘genotype 6’’ studies published up to

December 2014 and for abstracts from international scientific meet-

ings. Inclusion criteria included efficacy of PEG-IFN + RBV based on

SVR, 24- or 48-week therapy and treatment-naı̈ve patients. Patients

with hepatitis B, D, E and HIV co-infection or another concurrent

liver disease were excluded. Pooled standard difference, odds ratio

(OR) and confidence intervals (CI) were calculated using a random-

effects model with STATA 11.

Result: Fourteen studies were included in the meta-analysis. The

pooled SVR rate was 80% (95% CI 0.78–0.83, p \ 0.0001; I2 =

71.2%). SVR to the PEG-IFN + RBV-treated HCV-6 was markedly

higher than HCV-1 (80.1 vs. 55.3%). The SVR rate was significantly

higher for 48- than 24-week treatment, but not different among HCV-

infected patients with rs12979860 and ss469415590 polymorphisms

of the ILFN4 gene (80.6% CC vs. 66.7% non-CC, p = 0.593; 81.1%

TT/TT vs. 60% non-TT/TT, p = 0.288). Gender and type of PEG-IFN

did not afffect SVR rates.

Conclusion: Treatment outcomes for HCV-6 are superior to those for

HCV-1 and comparable to those of HCV-2 and HCV-3, especially at

48 weeks. Fibrosis level affects treatment outcomes, but SVR rates

are not significantly different between genders. IL28B and IFNL4

polymorphisms are not significantly associated with HCV-6 treatment

outcome.

Overview of the study selection procedure. Flow diagram of study

inclusion criteria for meta-analysis

Overall SVR rate in HCV genotype 6 patients treated with PEG-IFN

+ RBV

PP1801

Real life data of efficacy and safety of direct acting antivirals
based therapy in Myanmar patients with genotype 6 chronic
hepatitis C infection

Aung Hlaing Bwa1, Myat Thet Nwe1, Si Thu Sein Win 1, Khin Aye
Wint Han 1, Lin Thit Lwin1, Win Thit Lwin1, Su Su Htar 1, Soe
Thiha Maung 1, A Mi Mi Kyaw2,3, Soe Thu Aung 1, Naomi Khaing
Than Hlaing 2,3, Khin-maung Win4

1Yangon GI and Liver Centre, Yangon, Myanmar; 2Department of

Hepatology, University of Medicine, Mandalay, Myanmar; 3Ministry

of Health, Nay Pyi Taw, Myanmar; 4Honorary Professor Department

of Hepatology University of Medicine (1), Yangon Ministry of Health

Myanmar, Yangon, Myanmar

Background: Myanmar is a country with high incidence of chronic

Hepatitis C infection (2–4%). Genotype distribution of HCV infection

in Myanmar is Genotype 3 (41%), Genotype 6 (36%), Genotype 1

(22%), Genotype 4 (3%) and Genotype 2 (1%). Unique feature of
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genotype distribution in Myanmar is high prevalence of genotype 6.

In the era of direct acting antivirals (DAAs), literature of treating

genotype 6 patients with DAAs are very scarce and sample sizes of

the studies are very low. Therefore it is expected that this study with

real life data on 174 patients will be great contribution to the

understanding of treatment of genotype 6.

Methods: The data of chronic HCV patients with genotype 6 treated

at Yangon GI and Liver Center from 1st December 2015 were ana-

lyzed to know the safety and efficacy of generic DAAs therapy.

According to the published international guidelines, choice of DAAs

and duration of therapy were determined by degree of fibrosis.

However, in Myanmar the choice of the DAAs heavily depends on the

availability of DAAs and financial status of the patients. HCV viral

load is assessed at the baseline of treatment, week 4, week 8, week 12,

week 24 and SVR 12.

Result: Of the 177 Genotype 6 patients treated with different DAAs

based therapy; 1. SOF/PegIFN/RBV 12 (44), 2. SOF/RBV 24 (24), 3.

SOF/LED 12 (78), 4. SOF/LED and RBV 12 (12), 5. SOF/LED 24

(7), 6. SOF/LED/RBV 24 (12). 58% female, age from 17 to 83 with

mean age of 52.91, mean BMI is 22.36 (range from 15 – 40). 147

patients (83%) are treatment naı̈ve, 30(17%) treatment experienced

(PegIFN/RBV) and mean HCV RNA is 4,238,154.12 IU/ml. The

overall SVR 12 rates were 85.31% (151/177). SVR12 rate of treat-

ment naı̈ve was 82.3% (121/147) and 100% (30/30) in treatment

experienced patients. The common adverse events were fatigue,

headache and insomnia in PegINFbased regimen. No patients dis-

continued treatment due to adverse events.

Conclusion: According to real life experience of treating HCV

patients in Myanmar by different Sofosbuvir based regimens, the

SVR rate were SOF/PEG/RBV 12 (100%), SOF/RBV 24 (100%),

SOF/LED ± RBV 12 (81.75%), SOF/LED ± RBV 24 (84.5%).

Compared to other genotypes in Myanmar, genotype 6 is found to be

most difficult to treat genotype comparing to SVR rates (above 90%)

in other genotypes. However, with addition of either PEG or RBV to

SOF, the efficacy is increased to 100% indicating that either PEG or

RBV is necessary for higher efficacy of SVR rates.

PP1802

First experience with new antiviral therapy in patients
with genotype 1 chronic hepatitis C: a local study in Turkish
population

Sule Poturoglu1, Asli Ciftcibasi Ormeci2, Tuba Kalay3, Ali Erkan
Duman2

1Ass. Prof.; 2MD; 3Ass. Doc.

Background: Chronic hepatitis C patients are under the risk of cir-

rhosis, and hepatocellular carcinoma. Viekira pak (ombitasvir,

paritaprevir, and ritonavir; dasabuvir) and ledipasvir/sofosbuvir are

new antiviral agents that used for the treatment of chronic hepatitis C.

We presented the peliminary data of treatment with viekira pak and

ledipasvir/sofosbuvir in chronic hepatitis C patients.

Methods: We performed analysis of data from 25 chronic hepatitis C

patients (12 compensated cirrhosis, 3 decompensated cirrhosis, 10

non-cirrhotic). Five of the patients had genotype 1, 17 genotype 1b, 3

genotype 1a. Fifteen patients were previously treated with pegile

interferon + ribavirin or triple regimen. The viekira pak group con-

sisted of 12(6 females) patients and the ledipasvir/sofosbuvir group

consisted of 13(7 females) patients. Viekira pak was not used in

decompensated cirrhosis. The mean age was 61.5 ± 9.7 years.

Virological and biochemical responses to the treatment were evalu-

ated at first month.

Result: Baseline HCV RNA range was 65,886–25,105,743 IU/ml. At

the end of the first month, all HCV RNA levels were negative.

Treatment with either viekira pak or ledipasvir/sofosbuvir resulted in

significantly supression of HCV-RNA (p\ 0.05). There was no sta-

tistical difference in inducing undetectable levels of HCV-RNA

between viekira pak and ledipasvir/sofosbuvir (p[0.05). AST, ALT

levels were significantly decreased with treatment (AST: 65.4 ± 34.3

IU/ml vs 30.9 ± 12.2 IU/ml, ALT: 53.7 ± 31.5 IU/ml vs 21.1 ± 13.73

IU/ml) (p\ 0.05).
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Conclusion: In the first month of treatment, virologic responses, did

not differ significantly between viekira pak and ledipasvir/sofosbuvir

groups. Although most of the patients were treatment-experienced,

the virological response was 100% with biochemical improvement.

PP1803

Effectiveness of generic sofosbuvir-based regimens for chronic
hepatitis c patients in Indonesia

Andri Sanityoso Sulaiman1, Rino Gani2, Irsan Hasan2, Cosmas
Rinaldi a. Lesmana3, Juferdy Kurniawan2, Chyntia Olivia
Maurine Jasirwan2, Kemal Fariz Kalista2

1Hepatobilliary Division, Internal Medicine Department, Cipto

Mangunkusumo Hospital, Jakarta, Indonesia; 2Hepatobiliary

Division, Department of Internal Medicine, Dr. Cipto Mangunkusumo

National General Hospital, Faculty of Medicine Universitas

Indonesia, Jakarta, Indonesia; 3Cipto Mangunkusumo National

General Hospital, Universitas Indonesia, Depok, Indonesia

Background: Hepatitis C currently infects more than 9 million

peoples in Indonesia. The previous treatment regimen, consists of

pegylated interferon alfa-2a (Peg-IFN) and ribavirin, is unsatisfactory

in many cases, due to its long duration of treatment, various adverse

effects, and lack of efficacy. The availability of Sofosbuvir (SOF) in

Indonesia has brought a new hope for chronic hepatitis c patients,

especially for those who had failed or relapsed with interferon-based

regimen. Furthermore, despite not recommended by current guideli-

nes, the combination of SOF + ribavirin is still used for genotype 1

patients because there is no other direct acting antiviral available in

Indonesia until august 2016. Therefore, we conduct this study to

evaluate the effectiveness of generic SOF regimens in real life clinical

practice.

Methods: We conducted a prospective observational study of 115

patients who initiated treatment with sofosbuvir-based regimens from

December 1st 2015 until December 10th 2016. Baseline characteris-

tics were documented and viral load was recorded at baseline, week-

12/24 (depending on patients genotype and physicians clinical judg-

ment), and at 12 weeks following completion of the therapy (SVR

test).

Result: One hundred and fifteen patients had completed week-12/24

load tests and 66 of them had completed 12 weeks post treatment

SVR test. Median age was 51 year old, 65 patients were male, and

73.6% had received SOF + Ribavirin regimen, while other receive the

combination of SOF + Ribavirin + Peg-IFN. Most patients are within

the genotype 1 classification with 54 patients (46.9%) and 38.3% of

the total patients were presented with cirrhosis. Baseline median for

viral load, AST and ALT were 1.62 9 106 (4.7 9 101–5.51 9 108),

55 (16–395), 69 (11–653), respectively. All patients registered had

undetectable viral load at week-12/24 viral load test. During the

follow up, 66 patients had got the schedule for SVR test and all the

patients received SOF + Ribavirin + Peg-IFN regimen achieved SVR

(n = 27), as well as 84.6% (n = 33) of the total patients received SOF

+ Ribavirin regimen. From all the patients with genotype 1 and had

done the SVR test, 85.7% patients achieved SVR. While for the non-

genotype 1, 84% achieved SVR. The main side effects experienced

were insomnia, mood swings, headache, nausea, fatigue, and anemia.

Conclusion: Undetectable week-12/24 viral load in all observed

patients and SVR achieved in 91% patients showed us that, generic

sofosbuvir-based regimen, which has been considered as less effec-

tive regimen, is a promising treatment combination for chronic

hepatitis C patients in Indonesia. The SOF + Ribavirin + Peg-IFN

give 100% SVR and the SOF + Ribavirin give 84.6% SVR.

PP1804

Reduction of liver stiffness due to HCV treatment using
ledipasvir/sofosbuvir combination in Mongolian population

Lkhaasuren Nemekhbaatar1,2, Khaliun Batjargal2,3, Baatarkhuu
Oidov2,4,5, Jargalsuren Palam2,6, Tserendolgor Davaadorj2,6,
Enkhtuya Damba2,6, Amangul Jenskhan2,6, Choijamts Nagir2,6,
Sayabold Batmunkh2,7, Saruul Bat-ulzii5, Uugantsetseg Ganbold5,
Amarsanaa Jazag2,6
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3National University of Mongolia, Ulaanbaatar, Mongolia;
4Mongolian National University of Medical Sciences, Ulaanbaatar,

Mongolia; 5National Center for Communicable Diseases,

Ulaanbaatar, Mongolia; 6Happy Veritas Liver Diagnostic center,

Ulaanbaatar, Mongolia; 7Vienna University School of Medicine,
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Background: The prevalence of liver cancer in Mongolia is 7 times

higher than that of world average, generally caused by HBV and

HCV. The most prevalent cause of HCC in Mongolia, HCV,

accompanied with liver stiffness and cirrhosis, is an emerging public

health issue. Mongolia is one of the first countries that registered

Ledipasvir/Sofosbuvir (LDV/SOF) regimen from developing coun-

tries. By the support of Access program run by Gilead Sciences, USA,

we started HCV treatment program from January 2016.

Methods: We followed and evaluated treatment outcome of patients

with HCV infection using combination of 90 mg ledispavir/400 mg

sofosbuvir (manufactured by Gilead Science) in 298 treatment naı̈ve

patients. All patients were treated with LDV/SOF for 12 weeks and,

their treatment was evaluated by quantitative HCV-RNA assays prior

and W (week) 4 and W12 of treatment. Sustained virological response

(SVR) after 12 weeks treatment was assessed. Virus genotype anal-

ysis using cDNA microarray, liver enzymes, CBC and drug related

adverse events were assessed in every patient. The laboratory tests

were conducted at National Center of Communicable Diseases and

Happy Veritas Laboratories.

Result: Out of 298 patients underwent treatment, 138 patients were

examined for pre-treatment liver stiffness using Fibroscan. When

patients were examined by Fibroscan test, 25% (n = 35) of assessed

patients were F0 stage; 13.57% (n = 19) were F1 stage; 10% (n = 14)

were F2 stage; 20.71% (n = 29) were F3 stage; and 30.72% (n = 43)

were F4 stage. Patients (n = 35) with fibrosis stage F0 were omitted

from post-treatment control examinations. The one hundred three

patients were selected for further post-treatment fibrosis staging. The

twenty three patients were successfully contacted and complied post-

treatment Fibroscan scanning. 23/23 (100%) patients achieved SVR12

W, were all genotype 1b. Median ALT level significantly dropped

during treatment from 121.19 ± 98.3 IU/L to 33.2 ± 14.7 IU/L and

slightly increased by the end of treatment 41.4 ± 18.8 IU/L. The

ninety one percent of the patients had improved in liver stiffness

while remaining patients were observed increased stiffness.

Conclusion: After treatment, 30.43% (n = 7) of patients moved to the

F0 stage from liver stiffness. There are many studies that assess liver

fibrosis after cure of HCV, but varying numbers were observed. We

assess liver stiffness after treatment of HCV in Mongolian population

for the first time. Though study population was small, we had 91% of

patients improved in liver stiffness. Better compliance, active doctor’s

participation is needed in further studies.

Keywords: Anti-HCV treatment, LDV/SOF combination, SVR12 W,

Liver stiffness, Fibroscan
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‘‘Real-life’’ study on early efficacy and safety of direct-acting
antiviral drug treatment in hepatitis C patients with cirrhosis

Yang Ding1, Xiaoguang Dou1

1Department of Infectious Diseases, Shengjing Hospital of China

Medical University, Shenyang

Background: To evaluate early efficacy and safety of direct-acting

antiviral drugs treatment in hepatitis C patients with cirrhosis.

Methods: Hepatitis C virus genotype 1b patients with cirrhosis were

enrolled at department of infectious disease, shengjing hospital of

China medical university on April to December 2015. They were

treated with DAA. Scheme 1: sofosbuvir + RBV, Scheme 2: sofos-

buvir + Ledipasvir + RBV, Scheme 3: Sofosbuvir + Daclatasvir +

RBV. Total treatment courses were 24 weeks. Virological and bio-

chemical detection were monitored at different time points. Adverse

reactions were observed. The data in 12 weeks were analyzed in this

study.

Result: 24 cases have completed 12 weeks treatment. 12, 6, 6 cases

were in scheme 1, 2 and 3, respectively. Negative conversion rate of

HCVRNA at the treatment point of 1 week, 2 weeks, 4 weeks and 12

weeks was 25% (6/24), 45.83% (11/24), 66.67% (16/24) and 70.83%

(17/24), respectively. There was significant difference in negative

conversion rate of HCVRNA at different time points between scheme

2, Scheme 3 and scheme 1 (P = 0.004\ 0.01, P = 0.014\ 0.05,

respectively). There was no significant difference in negative con-

version rate of HCVRNA at different time points between scheme 2

and scheme 3 (P = 0.391 [ 0.05). Negative conversion rate of

HCVRNA at 12 weeks in patients with P/R experienced treatment

was 20% (1/5) in scheme 1, 100% (3/3) in scheme 2 and scheme 3,

respectively. ALT markedly reduced after 2 weeks. ALT returned to

normal at 12 weeks. There was significant difference in CK and

CKMB at baseline and 1 week among the three scheme (P = 0.008\
0.01 and P = 0.019\0.05, respectively). CK and CKMB returned to

normal at 2 weeks. There was no significant difference in BUN and

CR during DAA treatment, DAA dose need not be adjusted. Common

adverse reaction was nausea (58.83%, 14/24).

Conclusion: DAA treatment in hepatitis C virus genotype 1b patients

with cirrhosis had early good efficacy and high safety. Patients with

P/R experienced treatment should combine sofosbuvir with ledipasvir

or daclatasvir.

PP1806

Effect of traditional Chinese medicine combined with interferon
on patients with hepatitis C immune study on cytokine change

Jingting Ma1, Dongfu Li1

1The Second Hospital of Jilin University, Changchun

Background: T helper T lymphocyte (Th) has a great impact on the

treatment of hepatitis C, Th can be divided into Th1 and Th2 cells,

Th1 cells produce IL-12, INF-c and IL-2, can promote T cell

response, Inhibition of antibody production, induction of delayed-type

hypersensitivity, in enhancing the anti-intracellular pathogens (virus)

infection in the immune and defense play an important role. Th2 cells

produce IL-10, IL-4 and IL-6, the main function is to stimulate cell B

cell proliferation and antibody production and infection progress.

Chronic hepatitis C Th1 and Th2 cytokines are increased, but Th2 is

much higher than Th1, suggesting that the body through the low-

regulation immune response to reduce liver damage, but also the body

can not clear HCV, the infection of chronic.

Methods: 56 patients with chronic hepatitis C were treated with

Traditional Chinese medicine combined with interferon and ribavirin,

interferon a-2a 180ug, subcutaneous injection, once a week, ribavir

Lin 1000 mg/time, 1 times/day, while giving Traditional Chinese

medicine 150Ml/time, 3 times/day. The course of treatment was 48

weeks, the levels of HCV-RNA were measured by PCR,

immunofluorescence microscopy and enzyme-linked immunosorbent

assay (ELISA) at 4 and 12 weeks, respectively. The serum levels of

HCV-RNA were measured before and 4 weeks after treatment. T

lymphocyte subsets and Th1, Th2 cytokines in peripheral blood were

observed. The patients were followed up for 24 weeks and the course

of treatment was 72 weeks.

Result: Traditional Chinese medicine could effectively intervene

interferon and ribavirin treatment of chronic hepatitis C caused by

adverse reactions and improve liver function and liver stiffness (an-

other report); continue to follow-up observation after 24 weeks (SVR)

was 48/56 (85.7%). The immune status of the patients was signifi-

cantly improved at 4 weeks after treatment (P\ 0.05).

Conclusion: Traditional Chinese medicine can effectively intervene

interferon and ribavirin treatment of chronic hepatitis C caused by

adverse reactions; interference in addition to the direct and indirect

inhibition of the virus, but also by improving the body’s positive cell

immune Molecular level to achieve the role of killing the virus.

PP1807

Patient-reported outcomes (PROs) in patients with chronic
hepatitis B with or without Viremia

Zobair Younossi1,2, Maria Stepanova3, Brian Lam1, Jillian
Kallman2, Leyla De Avila2, Issah Younossi3, Andrei Racila2

1Center for Liver Diseases, Department of Medicine, Inova Fairfax

Hospital, Falls Church, VA, USA; 2Beatty Liver and Obesity

Research Program, Department of Medicine, Inova Fairfax Hospital,

Falls Church, VA, USA; 3Center for Outcomes Research in Liver

Diseases, Washington DC, USA

Background: Chronic hepatitis B (CHB) is a major cause of chronic

liver disease and hepatocellular carcinoma (HCC) world-wide. The

impact of hepatitis B viral (HBV) suppression on PROs has not been

well studied. The aim of this study is to compare the PRO scores for

CHB patients who are virally suppressed with approved oral antiviral

(OAV) regimens to the scores from CHB patients with HBV viremia.

Methods: Patients with CHB who were suppressed with approved

OAV treatment (HBV DNA\20 IU/mL) were enrolled in a phase 2

clinical trial (GS-US-283-1059). We used patients with CHB and

viremia as historical controls. Short Form-36 (SF-36), Chronic Liver

Disease Questionnaire (CLDQ) Work Productivity and Activity

Impairment (WPAI) questionnaires were administered at the time of

enrollment.

Result: A total of 104 CHB patients were included. Of these, 50 CHB

patients were suppressed with OAV with HBV DNA \20 IU/mL

(48.0 ± 10.3 years, 80% male, BMI 24.7 ± 4.2) and 54 CHB with

active HBV viremia were used as controls (45.2 ± 12.7 years, 72%

male, BMI 25.1 ± 3.9, median HBV DNA 46,000 copies/mL).

Patients with CH-B who were suppressed with OAV had better PRO
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scores in some of SF-36 and CLDQ domains: bodily pain (88.9 ±

16.6 vs. 79.3 ± 20.1, P = 0.0003), physical summary score of SF-36

(55.1 ± 5.8 vs. 51.5 ± 7.9, P = 0.011), and emotional function

domain score of CLDQ (6.2 ± 0.7 vs. 5.7 ± 1.0 on a 1–7 scale, P =

0.036). Additionally, there were trends showing better PRO scores for

HBV suppressed patients in the mental health summary score of SF-

36 (53.9 ± 6.1 vs. 50.2 ± 10.5, p = 0.09) as well as abdominal (6.5 ±

0.7 vs. 6.2 ± 1.0, p = 0.07) and worry (6.2 ± 0.9 vs. 5.9 ± 1.1, p =

0.07) domains of CLDQ. PRO scores of the virally suppressed CHB

patients were also similar or exceeding those of general population

norms. Despite this, virally suppressed patients still reported experi-

encing a significant impairment in their daily activities due to their

disease (0.05 ± 0.13, p = 0.001), but not in work productivity (p =

0.12).

Conclusion: HBV viral suppression with OAV regimens can be

associated with improved health-related quality of life and other

patient-reported outcomes.

PP1808

Chronic hepatitis C and the emergence of direct-acting antiviral
regimens in China: treat now or later?

Samantha Webster1, Thomas Ward1, Hayley Bennett1, Gail
Wygant2, Feng Wang2, Jing Yan2, Phil McEwan1

1Health Economics and Outcomes Research Ltd, Shanghai; 2Bristol-

Myers Squibb, Shanghai

Background: The public health burden of chronic hepatitis C in

China is significant, with considerable unmet need due to the sub-

optimal efficacy and safety of current treatments. Novel, interferon-

free direct-acting antiviral (DAA) regimens present the opportunity to

improve patient outcomes. However, treatment costs and patient

access remain important concerns to society. The decision to treat the

hepatitis C virus (HCV) with a DAA regimen, and the optimal timing

of this, require careful review. The study objective was to estimate

clinical and economic outcomes of DAA treatment from the payer

perspective, according to the time, age and disease severity at which

treatment is initiated.

Methods: An established cost-effectiveness model was adapted to the

Chinese setting. This was used to compare the estimated lifetime

outcomes of treating a cohort of 1,000 HCV genotype 1b patients with

a hypothetical DAA regimen now (year 0) or later (years 1–3). An

illustrative sustained virologic response (SVR) rate of 91.3% was

used. Analyses were stratified by presence/absence of cirrhosis and

age (40–70 years) at baseline. Incidence of SVR, event rates (com-

pensated cirrhosis, decompensated cirrhosis [DC] and hepatocellular

carcinoma [HCC]), life years (LYs) and quality-adjusted LYs

(QALYs) were estimated. Associated cost implications, independent

of drug acquisition costs, were accumulated.

Result: As a consequence of disease progression, for all cohorts

analysed, delaying treatment resulted in fewer patients achieving SVR

and increased incidence of ESLD events (DC + HCC). Correspond-

ingly, average per patient LYs and QALYs decreased, while disease

management costs increased. Discounted results are presented in

Figures 1 and 2. Due to a longer life expectancy, delaying treatment

had a larger impact on younger patients. When treating non-cirrhotic

patients aged 40 at Year 0, the cost for managing ESLD was more

than double that of patients aged 70 (¥4,407,359 versus ¥2,091,499);

costs markedly increased when delaying treatment until Year 3

(¥7,997,253 versus ¥5,565,547). Although costs in non-cirrhotic

patients were considerably increased, the impact of a delay was

greater in patients with cirrhosis, due to ESLD events developing

sooner. When treating patients with cirrhosis, the cost of ESLD across

all ages at Year 0 (¥5,461,549–7,974,850) increased [4 times when

treating at Year 3 (¥29,126,155–32,549,827).

Conclusion: Results demonstrate the potential positive impact to

Chinese public health with early adoption of DAA treatment. In order

to maximise clinical benefits and avoid economic loss, this modelling

study advocates immediate treatment of HCV genotype 1b with a

highly efficacious regimen. These findings may inform the develop-

ment of treatment prioritisation strategies.

PP1809

DAA antiviral therapy of HCV patients of southwestern China

Guangyu Huang1, Yuming Wang2
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Background: DAA as a brand new type therapy made curing HCV

infection more easily. We wanted to evaluate effect of DAA antiviral

therapy on HCV patients of southwestern China.

Methods: Eighty six HCV patients with positive RNA (range from

159 to 21,200,000) and without HBV and HIV infection were treated

by DAA for 3–6 months. Therapeutic regiment included sofosbuvir

plus daclatasvir, sofosbuvir plus ribavirin, sofosbuvir plus ledipasvir

and sofosbuvir plus daclstasvir plus ribavirin. Among 96 HCV

patients there were 51 patients infected by genotype 1 HCV, 5 by

genotype 2, 22 by genotype 3 and 7 by genotype 6. To detect HCV

RNA, liver function and renal function at baseline, 1 month, 3

months, 6 months and 9 months. We monitored side effects all

through therapy.

Result: Viral load of all patients decreased to undetectable level in

one month after therapy and no viral rebound happened. There were

no significant side effects during treating course and following up.

Conclusion: DAA antiviral therapy was effective and safe in treating

HCV patients of southwestern China.

PP1810

Estimated long term clinical and economic impact
of elbasvir/grazoprevir compared with daclatasvir plus
asunaprevir in patients with hepatitis C virus genotype 1b
infection in South Korea

Chizoba Nwankwo, PhD1, Shelby Corman, PharmD, MS, BCPS2,
Elamin Elbasha, PhD1

1Merck & Co., Inc., Kenilworth, NJ, USA; 2Pharmerit International,
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Background: Daclatasvir (DCV) plus Asunaprevir (ASV) is one of

the current direct-acting antiviral (DAA) therapy treatment options

for patients with chronic hepatitis C (CHC) genotype (GT) 1b patients

in Korea. Elbasvir/grazoprevir (EBR/GZR) is an emerging DAA

therapy for patients with CHC GT1b. The objective of this analysis

was to estimate and compare the impact of EBR/GZR on long-term

incidence of liver-related complications compared with DCV + ASV

G1b CHC treated patients in South Korea.

Methods: A computer-based Markov model of the natural history of

chronic HCV (CHC) genotype 1 infection was developed to estimate

the cumulative incidence of cirrhosis, decompensated cirrhosis (DC),

hepatocellular carcinoma (HCC), liver-related deaths over a 30-year

time horizon, and disease costs. The target population was G1b CHC

treatment-naı̈ve and treatment-experienced infected patients. The

model consisted of 16 health states encompassing METAVIR fibrosis

score (F0–F4), treatment success or failure, DC, HCC, and liver-

related death. Patients were assumed to be treated with 12 weeks of

EBR/GZR (regardless of the presence of cirrhosis) or 24 weeks of

DCV + ASV (based on Korean treatment guidelines). The proportions

of patients achieving SVR for each treatment and subpopulation were

obtained from clinical trials. The cost of disease management in

Koreas was collected from published literature.

Result: EBR/GZR was projected to reduce the cumulative incidence

of cirrhosis to 1.6% compared with 8.3% for DCV + ASV. The

cumulative incidence of DC and HCC were projected to be 8.2 and

6.4% respectively in patients treated with EBR/GZR compared with

10.1 and 7.5% respectively for DAC + ASV. This corresponded to a

cumulative incidence of liver related death of 10.9% for EBR/GZR

compared with 15.2% for DCV + ASV. The use of DCV + ASV also

resulted in higher cumulative disease costs (4,267,442 KRW) com-

pared with EBR/GZR (3,123,729 KRW)

Conclusion: In Korea, the use of EBR/GZR for the treatment of CHC

GT1b infected patients was projected to reduce the incidence of liver-

related complications and mortality over a 30 year time horizon,

compared with DCV + ASV. This was also estimated to lead to an

increase in the cumulative disease costs that can be avoided when

EBR/GZR is used to treat these patients compared with DCV + ASV

in Korea.

PP1811

Sofosbuvir and ledipasvir for the treatment of chronic hepatitis C
virus in Indonesia

Andri Sanityoso Sulaiman1, Budiman Sujatmika2, Yayah
Noegroho2, Nunu Triwahyuni2, Ali Sulaiman2

1Hepatobilliary Division, Internal Medicine Department, Cipto

Mangunkusumo Hospital, Jakarta, Indonesia; 2Klinik Hati Prof. Dr.

Ali Sulaiman, Jakarta, Indonesia

Background: Around 2.5% of Indonesian population are infected

with chronic HCV infection and 60% of them were infected with

genotype 1. Direct acting antiviral (DAA) is a novel treatment options

for chronic HCV infection with 90% sustained virological response

(SVR). APASL 2016 recommended all patients in DAA-affordable

countries are tretaed with DAA. Sofosbuvir and ledipasvir were one

of DAA that effective for majority genotype of chronic HCV. The aim

of the study is to evaluate efficacy the combination of sofosbuvir and

ledipasvir for chronic HCV in Indonesia

Methods: Patients were collected from Klinik Hati Prof. Dr. H. Ali

Sulaiman, Jakarta since March 2016. All of the chronic HCV patients

were given sofosbuvir 400 mg and ledipasvir 90 mg for 12 weeks.

The subjects were divided into 4 groups. There were group 1 (naive

chronic HCV), group 2 (naı̈ve chronic HCV with cirrhosis), group 3

(experienced chronic HCV) and group 4 (experienced chronic HCV

with cirrhosis). HCV-RNA level and HCV genotype was measured at

baseline. HCV-RNA level monitored at the end of treatment (EOT)

and 12 weeks after treatment to evaluate SVR.

Result: A total of 40 subjects were included in our study and had

completed the treatment for 12 weeks. Number of each groups are 12,

11, 14 and 3 subjects, respectively. Genotype 1 was found in 27

subjects (70%), gentoype 2 (7.5%), genotype 3 (10%), genotype 4

(7.5%) and indeterminate (5%). HCV-RNA level was undetected at

EOT in all groups. In group 1, SVR in 12 weeks could be monitored

in 8 patients and all of the patients achieved SVR-12. In group 2,

seven patients achieved SVR-12 and four patients were not yet passed

12 weeks after treatment. Evaluation of SVR in 12 weeks only could

be done in six patients in group 3 and one patient in group 4. All of

the patients (100%) achieved SVR in 12 weeks.

Conclusion: Combination of sofosbuvir and ledipasvir shows a good

efficacy in chronic HCV patients in Indonesia. In cirrhotic patients,

sofosbuvir and ledipasvir could be given for 12 weeks, without

addition of ribavirin.
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PP1812

Development of an RNA in situ hybridization assay for HCV
detection in patient FFPE samples

Jingmin Zhao1

1Beijing 302 Military Hospital, Beijing

Background: Liver biopsy is important for HCV management,

inspiring us to study RNA in situ hybridization for HCV detection in

tissue biopsy.

Methods: 36 patient liver FFPE biopsies were obtained from 302

Military Hospital of China in a blinded fashion. The samples were

detected by three HCV probes, including genotype 1-specific probe

(V-HCV-GT1), genotype 2-specific probe (V-HCVGT2) and geno-

type 3-specific probe (V-HCV-GT3). RNAscope� 2.5 and

RNAscope� scoring system were used for RNA detection and qual-

itative analysis. Results were categorized into 5 grades on the

condition of 20–40x magnification: score0, less than 1 dot per cell;

score1, 1–3 dots per cell; score 2, 4–10 dots per cell with no or very

few dot clusters; score3,[10 dots per cell with less than 10% positive

cells having dot clusters; score4, [10 dots per cell with more than

10% positive cells having dot clusters. Hs-PPIB and dapB serve as

positive and negative control, respectively. The results were com-

pared with clinical hematology data of HCV genotype.

Result: There are 92.3 and 90% concordance of probe-V-HCV-GT1

and probe-V-HCV-GT2 with hematology examination, respectively.

No signal was detected in non-HCV liver biopsy. The mis-detection

rate is 0% by V-HCV-GT1 in HCV2a samples and 30.8% by V-HCV-

GT2 in HCV1b samples.

Conclusion: The RNAscope� presents a promising method to detect

HCV RNA, providing a sensitive and specific way to diagnose HCV

infection.

PP1813

Autoantibodies associated with chronic hepatitis C virus infection
and their clinical significance

Haiying Zhang1, Huiying Rao1, Ruifeng Yang1, Lai Wei1

1Peking University People’s Hospital, Peking University Hepatology

Institute, Beijing

Background: Non-organ-specific autoantibodies are common in

patients with chronic hepatitis C virus (HCV) infection. Previous

studies have investigated the clinical relevance of these autoanti-

bodies, but their significance remains to be elucidated. This study

investigated the prevalences of autoantibodies and their relationships

with HCV genotypes and clinical, biochemical and histological fea-

tures in a large cohort of treatment-naı̈ve HCV patients.

Methods: A total of 994 patients diagnosed with chronic HCV

infection were evaluated for antinuclear antibodies (ANAs), smooth

muscle antibodies (SMA), and antimitochondrial antibodies (AMAs)

by indirect immunofluorescence.

Result: Positivity for ANAs, SMAs, and AMAs was detected in 509

(51.2%), 39 (3.9%), and 20 (2.0%) of the HCV patients, respectively.

The most common immunofluorescence pattern of the ANAs was a

speckled pattern. ANA positivity was more common among the older

patients (P\0.001) and women (P\0.001). The non-organ-specific

autoantibody (NOSA)-positive patients were characterized by a sig-

nificantly lower serum HCV RNA level (P\0.001). ANA positivity

was not found to be associated with alcohol intake, diabetes, or body

mass index (BMI) compared with ANA negativity among the patients

(P [ 0.05). Further, no strong correlation was detected between

NOSA specificity and any particular HCV genotype. The autoanti-

body-positive patients had a higher mean (SD) total protein (TP) level

(P \ 0.01), a lower albumin (ALB) level (P \ 0.01) and a higher

glucose (Glu) level (P \ 0.05) than the autoantibody-negative

patients. The rate of ANA reactivity in cirrhosis was significantly

higher compared with that in chronic HCV, and it increased with

disease progression. The presence of ANAs was also positively

associated with the presence of ascites. A significantly higher RF

level was observed in the ANA-positive patients compared with the

ANA-negative patients. In addition, the NOSA-positive patients

exhibited significantly increased thyroid dysfunction.

Conclusion: The presence of ANAs seems to represent an immuno-

logical epiphenomenon among HCV patients. ANAs do not influence

the clinical or biochemical features of chronic hepatitis C or predict

disease progression.

PP1814

IL-22 mediates liver fibrosis in patients with hepatitis C
by inducing IL-20 production

Liyuan Wu 1, Jingmin Zhao1

1Beijing 302 Military Hospital, Beijing

Background: Chronic hepatitis C is both a virological and progres-

sive fibrotic disease. Recent studies demonstrated that IL-22 and IL-

20, cytokine expressed by immune cells and hepatocytes, respec-

tively, both exacerbate liver fibrosis in patients with hepatitis C by

activating hepatic stellate cells. The aims of this study were to

evaluate whether IL-22 and IL-20 are related to disease progression

and to explore the possible mechanisms.

Methods: The levels of IL-22, IL-20, IL-17 and TNF-a in plasma

were analyzed in a cohort of HCV-infected patients including 25 with

chronic hepatitis C (CHC), 28 with HCV-associated liver cirrhosis

(LC), and 15 healthy subjects as controls. The distribution of IL-20+

cells in situ in liver tissues was observed by immunohistochemistry.

IL-20 response to recombinant IL-22 in human hepatic cells was

studied by flow cytometry, ELISA and Western blot.

Result: Patients with CHC and especially LC disclosed significant

increases in IL-22, IL-20, IL-17 and TNF-a plasma levels. IL-22 up-

regulation correlated significantly with plasma IL-20 levels. Fur-

thermore, longitudinal analyses indicated that the plasma

concentrations of IL-22, IL-20, IL-17 and TNF-a decreased in CHC

patients with sustained virological responses, and their levels were

elevated in LC patients. Meanwhile, liver infiltrating IL-20 positive

cells were largely increased in HCV-infected patients with LC,

compared to those without LC or healthy controls. As previously

shown for IL-22, the increased intrahepatic IL-20+ cells were posi-

tively correlated with fibrotic staging scores and clinical progression

from CHC to cirrhosis. Moreover, IL-20 protein was more highly

expressed in the hepatocytes of patients with liver fibrosis, liver cir-

rhosis than in the liver tissue of healthy controls. In vitro,

administration of IL-22 was accompanied with increased expression

of IL-20 in hepatic cells by activating STAT3. IL-20 activated HSCs

and up-regulated TGF-b1.

Conclusion: The serum level of IL-22 can be used as an indicator for

the severity of disease progression and may contribute to the fibro-

genesis of HCV-associated liver fibrosis by up-regulating IL-20.

These findings demonstrate that an immune cell mediator induces a

tissue cell cytokine and therefore suggests a novel type of patho-

genetic cascade of fibrogenesis.
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PP1815

Distribution of hepatitis C virus genotypes among intravenous
drug users in Cjina

Chen Bing1, MA Zhong Hui1, Xing Wen Ge1

1Chinese Center for Disease Control and Prevention, Zhejiang

Background: To investigate the distribution of hepatitis C virus

(HCV) genotypes among intravenous drug users and the association

with various risk factors among HCV patients in China.

Methods: to collect 828 samples of intravenous drug users, after

HCV antibody screening test and supplemental test, HCV antibody

positive samples will detect nucleic acid, nucleic acid positive sam-

ples first use diagnostic kit for HCV genotyping, and then

indeterminate genotyping samples use nested PCR to amplify HCV

core region to determine HCV genotype.

Result: 498 of 828 samples of intravenous drug users in HCV anti-

body are positive; 390 samples are positive in nucleic acid testing;

311 samples have determined genotype by diagnostic kit for HCV

genotyping; successful sequencing have been done with 70 samples

for further genotyping analysis with core region, sequence of 9

samples was unsuccessfully amplified. Among them, there were 147

cases of type 3b (38.6%),78 cases of type 3a (20.5%),71 cases of type

1b (18.6%),41 cases of type 6n (10.8%),33 cases of type 6a (8.7%),

which mainly distributed in the five genotype.Distribution of HCV

genotypes in different areas was statistically significant (P \ 0.05);

distribution in two genders (male and female) was statistically sig-

nificant (X2 = 14.5066, P = 0.0245 \ 0.05), HCV RNA load

difference among genotypes was statistically significant (F = 5.85, P

\ 0. 01).

Conclusion: this study shows that HCV genotypes in intravenous

drug users mainly are 3, 6 and 1 b. Genotype distribution is regionally

different, and also have some relation to gender and viral load.

PP1816

The association of gene polymorphism in HLA antigen
presentation pathway with treatment response to interferon/
ribavirin in patients with chronic hepatitis C

Feng Zang1, Peng Huang1, Bin Rong Yu1

1Nanjing Medical University, Nanjing

Background: Prior studies have noted the importance of genes

related to antigen presentation in the spontaneous clearance of hep-

atitis C virus (HCV). This study was aimed to explore the association

between these gene polymorphism and response to therapy in chronic

hepatitis C (CHC) patients.

Methods: We genotyped TAP1 rs1135216, TAP2 rs1800454, LMP7

rs2071543, tapasin rs9277972, rs1059288 and rs2282851 in 352

patients with pegylated interferon-a and ribavirin (PEG IFN-a/RBV)

treatment.

Result: 232 cases achieved sustained virological response (SVR), the

rate of SVR was 65.9%. The results showed that LMP7 rs2071543

variant genotypes (Recessive model: OR = 0.35, 95% CI =

0.13–0.98, P = 0.046) and TAP2 rs1800454 variant genotypes

(Dominant model: OR = 0.49, 95% CI = 0.29–0.82, P = 0.007)

significantly decreased host HCV clearance. Multivariate stepwise

analysis indicated that rs2071543, rs1800454, glucose (GLU), AFP,

platelets and baseline viral load were independent contributing factors

of SVR.

Conclusion: These findings underscore that although genetic factors

of host and pathogen were commonly important during HCV clear-

ance, LMP7 rs2071543, TAP2 rs1800454 may be also strongly

predictive markers in the Chinese population.

PP1817

Change of glucose tolerance between before and after DAAs
treatment for patients with chronic hepatitis C

Akitoshi Douhara1, Hiroyuki Ogawa1, Takahiro Ozutsumi1,
Satoshi Nakatani1, Erika Sioyama1, Masaaki Yoshikawa1,
Shigehiko Ueda1
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1Internal medicine, Kokuho Central Hospital, Tawaramoto, Japan

Background: It is known that eradication of hepatitis C virus (HCV)

by interferon (IFN) therapy improves glucose tolerance in patients

with chronic hepatitis C (CHC). The new therapy of direct-acting

antiviral agents (DAAs) have been widely used since 2014 for the

treatment of CHC. These drugs have higher eradication rate and less

adverse effect compared with conventional IFN based treatment. The

purpose of this study is to investigate the change of glucose tolerance

between before and after DAAs treatment for patients with CHC.

Methods: In this retrospective study, we enrolled 10 consecutive

diabetic patients who were treated with DAAs for CHC at our hospital

between September 2014 and March 2016. All demographic data

were collected before the start of DAAs therapy. The laboratory data

were collected before and after DAAs therapy. The demographic data

included sex, age, body mass index (BMI; kg/m2), HCV genotype,

history of IFN therapy and class of DAAs (sofosbuvir (SOF)/ledi-

pasvir (LDV), daclatasvir (DCV)/Asunaprevir (ASV)). Bivariate

analyses of continuous variables were performed by Wilcoxon

signed-rank test. Chi square test was used for bivariate analyses of

dichotomous. All p values were two-sided, and a p value of\0.05 was

considered to be statistically significant. All these statistical analyses

were performed using the IBM SPSS statistics version 22.

Result: Ten patients (6 male; 4 female; mean age: 65 years old;

range: 45–84 years old) with CHC and diabetes of our hospital were

analyzed. HCV genotypes of all patients were type 1. The numbers of

SOF/LDV and DCV/ASV for CHC patients were 5 and 5, respec-

tively. The average BMI was 23 kg/m2 (range: 18.5–32.5). The

average alanine aminotransferase (ALT) was 60.7 IU/l (range:

27–180). The average platelet count was 13.4 9 104/ll (range:

9.0–16.6). There were no significant changes of HbA1c between

before and after DAAs treatment (the average HbA1c 7.1 versus

6.9%) estimated by Wilcoxon signed-rank test. However, there were

four patients with remarkable HbA1c changes (DHbA1c C0.5%).

Two patients had increased HbA1c and the other decreased. These

four patients with remarkable change of HbA1c had high HbA1c at

the base line (C7%) and high FIB4-index which was calculated

hepatic fibrosis marker compared with the other six patients with low

change of HbA1c (DHbA1c\0.5%).

Conclusion: DAAs therapy resulted in the remarkable change of

HbA1c for patients with high HbA1c and high FIB4-index. These

finding indicate that careful follow up after DAAs therapy may be

essential for the patients with high HbA1c and hepatic fibrosis.

PP1818

Prevalence and relative factors of abnormal glycometabolism
in chronic hepatitis C patients in a Chinese Han population

Mei Liu1, Huang Peng1, Rongbin Yu1

1Nanjing Medical University, Nanjing

Background: Hepatitis C virus (HCV) infections casually associated

with insulin resistance and diabetes mellitus. This study was aim to

probe the relative factors of abnormal glycometabolism in chronic

HCV infections.

Methods: A total of 1037 treatment-naive patients that were con-

firmed chronic HCV infected are enrolled to the study. We got the

demographics, biochemical index parameters and other data about

liver function and HCV viral load from Jurong hospital in China.

Result: A total of 139 (13.4%) patients were diagnosed with some

form of abnormal glycometabolism. The waist circumference (WC),

albumin, mean corpuscular hemoglobin concentration (MCHC), pla-

telets (PLT), alanine aminotransferase (ALT), HCV viral load were

significantly different between non-diabetic HCV patients and

abnormal glycometabolism patients. Multivariate logistic regression

analysis showed that HCV-abnormal glycometabolism correlated

with WC (Odds ratio [OR] = 4.259, 95% CI = 1.700–10.667),

MCHC (OR = 2.544, 95% CI = 1.035–6.251), PLT (OR = 3.556,

95% CI = 1.407–9.039). Enrolled all three factors in predicting

abnormal blood sugar, the area under the ROC curve is 0.78.

Conclusion: Chronic hepatitis C patients with higher WC, MCHC

and PLT were more probably to be abnormal glycometabolism. More

genetic and other clinical factors needs to be further investigated to

find potentially novel targets for treatment resistant HCV genotypes.

PP1819

Inhibition of expression of hepatitis C virus 1b genotype core
and NS4B genes in HepG2 cells using artificial microRNAs

Xiao-hua Jiang1, Yu-tao Xie2, Bo Jiang1, Meng-ying Tang1, Tao
Ma1, Hua Peng1

1The First Affiliated Hospital of The University of South China,

Hengyang; 2Xiangya Hospital of Central-South University, Changsha

Background: The present study aimed to evaluate the silencing effect

of artificial microRNAs (amiRNAs) against the hepatitis C virus

(HCV) 1b (HCV1b) genotype core (C) and non-structural protein 4B

(NS4B) genes.

Methods: pDsRed-monomer-Core and pDsRed-monomer-NS4B

plasmids, containing the target genes were constructed. A total of

eight artificial microRNA (amiRNA)-expressing plasmids, namely,

pmiRE-C-mi1 to -mi4 and pmiRE-NS4B-mi1 to -mi4, were designed

and constructed to interfere with various sites of the core and NS4B

genes, and the amiRNA interfering plasmid and the corresponding

target gene-expressing plasmid were co-transfected into HepG2 cells.

At 48 h after transfection, HCV core and NS4B gene expression

levels were detected using fluorescence microscopy, flow cytometry,

reverse transcription quantitative polymerase chain reaction and

western blot analysis.

Result: Fluorescence microscopy revealed that the target gene-

transfected cells expressed red fluorescent protein, whereas the

interfering plasmid-transfected cells exhibited expression of green

fluorescent protein. The percentage of red fluorescent proteins and

mean fluorescence intensity, as well as protein expression levels of

the core and NS4B genes within the cells, which were co-transfected

by the amiRNA interfering plasmid and the target gene, were sig-

nificantly decreased.

Conclusion: The results of the present study confirmed that amiRNAs

may effectively and specifically inhibit the expression of HCV1b core

and NS4B genes in HepG2 cells, potentially providing a novel ther-

apeutic strategy for the treatment of HCV.
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PP1820

The effects of NFKB family gene variations and HCV genotypes
on the outcomes of HCV infected patients

Ting Tian1, Hao Zhi Fan1, Yun Zhang1,2

1Department of Epidemiology and Biostatistics, School of Public

Health, Nanjing Medical University, Nanjing; 2Huadong Research

Institute for Medicine and Biotechnics, No. 293 Zhongshan East

Road, Nanjing

Background: The different outcomes of HCV infection depend on

both host genetic factors and virological factors. NF-jB, a protein

complex, can control transcription of DNA, and regulate the immune

response. This research explored the effects of the genetic variations

of NFKB genes and HCV genotypes on the outcomes of HCV

infection.

Methods: Four SNPs (rs1056890, rs11820062, rs230530, rs3774963)

were genotyped by TaqMan assay among 788 HCV infected patients,

including 271 spontaneous viral clearance subjects and 517 persistent

HCV-infected subjects. The HCV genotypes of 788 patients were

genotyped by PCR products of 50 untranslated region (UTR) digested

with restriction endonucleases. Single factor and multiple factors

logistic regression analysis were used to analyze the correlation of the

related factors and HCV infection outcomes.

Result: Among 271 spontaneous viral clearance subjects, there were

146 (53.9%) of genotype 1b, 80 (29.5%) of genotype non-1b and 45

(16.6%) of mixed genotype. The 517 persistent HCV-infected sub-

jects were composed of 234 (45.3%) of genotype 1b, 48 (9.3%) of

genotype non-1b and 235 (45.4%) of mixed genotype. Univariate

logistic regression analysis showed that rs1056890 in NFKB2,

rs11820062 in RELA, rs230530 in NFKB1 and rs3774963 in NFKB1

were not independently associated with HCV infection outcomes,

however, HCV genotype was positively related to chronic HCV

infection. In the recessive model, rs11820062 TT genotype was prone

to develop chronic HCV infection. Multiple factors logistic regression

found that HCV genotype (OR = 2.053, 95% CI = 1.570–2.685),

population (OR = 3.992, 95% CI = 3.020–5.278) and age (OR =

1.034, 95% CI = 1.020–1.048) were the significant factors in patients

with chronic hepatitis C. Comparing to HCV non-1b genotype, 1b

genotype (OR = 2.671, 95% CI = 1.767–4.038) and mixed genotype

(OR = 8.704, 95% CI = 5.389–14.056) were more possible to

become chronic infection.

Conclusion: The process to chronic hepatitis C is affected by many

factors. The three SNPs (rs1056890, rs230530, rs3774963) in NFKB

genes are not correlated with HCV chronicity. Age, HCV genotype

and population are the main factors in patients with chronic HCV

infection.

PP1821

Analysis of clinical characteristics of
1055 cases of hepatitis C in Putian

Hu Zhenting1, Lin Guoxian1, Qiu Rongxian1

1The Affiliated Hospital of Putian University, Putian

Background: In 2006, a study showed that the prevalence of HCV in

several Putian coastal villages was much higher than the world and

national average level. The number of patients is huge while the

treatment rate is low. Therefore, analyzing its characteristics and

further guiding clinical treatment is extremely important.

Methods: Collected 1055 cases of hepatitis C hospitalized patients

from January 2012 to December 2015 in Affiliated Hospital of Putian

College and analyzed their age, gender, blood routine, liver function,

HCV-RNA, liver biopsy and etc.

Result: Among these 1055 cases of hepatitis C patients, 406 cases are

male (38.5%), 649 cases are female (61.5%), the average age is 53.34

± 11.41 years old; 36 cases are with operation history, among which

19 cases are with blood transfusion history (1.8%), 69 cases are with

positive family history of hepatitis C (6.54%). 78 cases had clinical

symptoms (7.4%), such as fatigue, poor appetite, abdominal disten-

sion and other non-characteristic manifestations. 580 cases were

found in infectious disease department (55.04%), and 475 cases were

found in other internal medicine and surgical department (44.96%).

The mean value of HCV-RNA is 5.08 ± 1.37log10 IU/ml; 446 cases

of them have done genotyping detection, and most of them are

genotype 1b (64.3%) or 2a (26.5%). Their liver function is almost

normal or mild abnormal. Liver biopsy was performed in 302
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patients; the S4 patients ’averageage is (54.09 ± 8.87) years old. The

average age of the clinical diagnosis of cirrhosis is 64.96 ± 10.75

years old.

Conclusion: 733 cases (69.47%) of the patients mostly locate in

coastal villages and most of them are females. There is a phenomenon

of family aggregation. The link between infection and occupational

blood donation, blood transfusion, blood transfusion products, intra-

venous drug abuse is not obvious. Most of the genotype is 1b or 2a.

The average age of clinical diagnosis of liver cirrhosis is 10 years

later than that of liver cirrhosis. Antiviral therapy before 54 was more

likely to reduce the odds of patients having clinical liver cirrhosis and

progression to decompensated liver cancer.

PP1822

The practical value of APRI and FIB4 in liver fibrosis diagnosis
in CHC patients

Ye Xiangyang1, Lin Guoxian1

1The Affiliated Hospital of Putian University, Putian

Background: To explore the diagnostic value of the APRI score and

FIB4 index in patients with chronic hepatitis C (CHC) whose histo-

logic activity scores of liver inflammatory (G), and the diagnostic

value of liver fibrosis degree (S).

Methods: 317 Patients with CHC admitted in our hospital between

Injanuary 2010 and March 2015 were enrolled in the study. 317 cases

of liver biopsy pathological diagnosis, analyzing the correlations

between the liver tissue inflammation activity, degree of fibrosis and

the patient age, Measure the values of ALT, AST, WBC, PLT, APRI

before and after 2 weeks of liver biopsy pathological diagnosis.

Result: 317 cases according to the degree of liver fibrosis stage, S0 59

patients (18.6%), S1 period 99 cases (31.2%), S2 phase of 78 cases

(24.6%), S3 period 48 cases (15. 1%), S4 period of 33 cases (10.4%).

Statistical analysis showed that the degree of liver fibrosis (S) and

inflammation activity (G) was positively correlated; was positively

related with age, the WBC of different stages of liver fibrosis has no

statistical significance (P [ 0.05). The degree of liver fibrosis stage

are negatively correlated to the levels of PLT. In indifferent stages of

the degree of liver fibrosis, the median of S0, S1, S2, S3 and S4 were

0.34, 0.47, 0.56, 0.68, 0.56. When the PLT of patients is less than 150

9 109/L, it should be aware of the risk of early stage of liver cirrhosis.

The APRI in indifferent stages of the degree of liver fibrosis, the

median value of S0, S1, S2, S3 and S4 were 0.34, 0.47, 0.56, 0.68,

0.93. The difference of each group was statistically significant (P \
0.01) The FIB4 in indifferent stages of the degree of liver fibrosis, the

median of S0, S1, S2, S3 and S4 were 1.58, 1.58, 2.15, 2.99, 3.56. The

difference between S0, S1 and S2, S3, S4 was statistically significant

(P \ 0.01). The difference between S2 and S3, S4 was statistically

significant (P\ 0.01).

Conclusion: APRI and FIB4 are available for assessing liver fibrosis

of patients with chronic hepatitis c, high ALT levels may increase the

APRI score.

PP1823

The epidemiological characteristic of HCV infection among HIV-
infected population from Guangxi

Xu Chen1, Minghua Su1, Jianning Jiang1, Zhi Wei1, Qi Wei1,
Feifei Wu1, Yi Zhou1

1The First Affiliated Hospital of Guangxi Medical University,

Nanning

Background: Due to share the same routes of transmission, HIV and

HCV co-infection have become common among the individuals who

have risks of blood exposures, unsafe sex and mother-to-child

transmission. It is estimated that one third of HIV-infected population

worldwide are co-infected with HCV. In China, the frequency of anti-

HCV initially reported was 3.2% among the general population, while

as high as 11.6–85.0% among the HIV-infected individuals. HIV and

HCV co-infection has become significant global public health prob-

lem. Since Guangxi is one of the high prevalence area for HIV

infection in China, we carried out the epidemiological study in order

to describe the epidemiological characteristic of HCV co-infection

among HIV-infected population from Guangxi, China.

Methods: Individuals, who confirmed with HIV infection, were

enrolled from different parts of Guangxi, China. The information

including basic sociodemographic data, results of anti-HCV tests and

routs of infection with HIV, were collected and used for epidemio-

logical analysis of HCV infection among HIV-infected population.

Result: Among 6154 HIV-infected patients, 409 (6.65%; 95% CI

6.03–7.27) showed seropositive results for anti-HCV. The prevalence

of anti-HCV was significantly higher in men (7.95%) than in women

(3.62%). The highest rates of Anti-HCV were observed in groups with

age ranging from 18 to 44 and 45 to 59. Those observed were infected

via IDU and IDU + sexual contact. Of the 409 HIV and HCV-

seropositive patients, IDU’s account for the most (64.80%). The

majority of males co-infected with HIV and HCV through IDU

(70.64%), while most of females infected through sexual contact

(63.08%). As for age, IDU was the most prevalent in those with age

from 18 to 44 (70.73%) and 45 to 59 (60.40%), while sexual contact

accounted for the most (90.48%) in the patients with age ranging from

60 to 89. Further analysis indicated that HIV and HCV co-infection

was significantly and independently associated with IDU and IDU +

sexual contact.

Conclusion: The overall positive rate of anti-HCV among patients

infected with HIV was 6.65% (95% CI 6.03 to 7.27) in Guangxi. IDU

was the main mode for HIV and HCV co-infection. Most males, youth

and middle-age acquired HIV and HCV co-infection via IDU, while

the majority of females and the old co-infected with HIV and HCV by

unsafe sex. Furthermore, IDU and IDU + sexual contact were sig-

nificantly dependent risk factors for HIV and HCV co-infection and

HCV through IDU (70.64%), while most of females infected through

sexual contact (63.08%). As for age, IDU was the most prevalent in

those with age from 18 to 44 (70.73%) and 45 to 59 (60.40%), while

sexual contact accounted for the most (90.48%) in the patients with

age ranging from 60 to 89. Further analysis indicated that HIV and

HCV co-infection was significantly and independently associated

with IDU and IDU + sexual contact.

PP1824

Functional change of natural killer cells cocultured with hepatitis
C virus infected Huh7.5 cells in vitro

Yao Hu1, Ting Zhang2, Yingzi Ye1, Xiaohong Wang1, Hui Yu1

1Chiledren’s Hospital of Fudan University, Shanghai; 2Shanghai

Children’s Hospital of Shanghai Jiao Tong University, Shanghai

Background: More than 170 million people are infected with the

hepatitis C virus (HCV) worldwide, 55–85% of these individuals

develop chronic HCV infection without effective treatment. Natural

killer (NK) cells play an important role in innate immunity against

some types of transformed cells and many pathogens including
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viruses without requiring advance sensitization. The numbers, subsets

and functions of NK cells are altered in patients with chronic HCV

infection which indicating an association between chronic HCV

infection and NK cells. However, the precise mechanisms underlying

this interaction remain unclear.

Methods: Human hepatoma Huh7.5 cells were transfected with

genomic RNA from the cell culture-adapted HCV genotype 2a strain

JC1 (Huh7.5-HCV). Huh7.5-HCV cells were then co-cultured with

NK cells that were isolated from whole peripheral blood obtained

from healthy donors. To assess the effects of HCV infection on the

functions of NK cells, we evaluated cytotoxicity and the secretion of

cytokines both before and after co-culture.

Result: When NK cells were co-cultured with Huh7.5-HCV cells at

an MOI 4.8, IFN-c, TNF-a and IL-10 secretions by the NK cells were

inhibited. IFN-c secretion by NK cells was significantly inhibited

after 6 (P \ 0.0001), 9 (P \ 0.0001) and 12 (P = 0.00127) hours;

TNF-a secretion by NK cells was significantly inhibited after 6 (P\
0.0001), 9 (P \ 0.0001) and 12 (P = 0.00121) hours; and IL-10

secretion by NK cells was significantly inhibited after 6 (P =

0.000196) and 9 (P = 0.0058) hours of co-culture with Huh7.5-HCV

cells. The strongest inhibitory effect on the secretion of cytokines by

NK cells was observed at 6 h after co-culture with Huh7.5-HCV cells,

when the secretions of IFN-c, TNF-a and IL-10 were 24.1, 20.7 and

24.3% lower, respectively. Cytotoxicity was also significantly

decreased after 6 h of co-culture with Huh7.5-HCV cells (P = 0.023).

The average rate of inhibition was 16.6%.

Conclusion: When NK cells were co-cultured with Huh7.5-HCV

cells at an MOI 4.8, both cytotoxicity and the secretion of the

cytokines IFN-c, TNF-a and IL-10 by NK cells were inhibited. The

degrees of inhibitions were different at different time points, indi-

cating that NK cells may act differently at different time points during

HCV infection.

Levels of natural killer cells secreting IFN-gamma, TNF-alpha and

IL-10 before and after co-cultured with Huh7.5-HCVcc.

Assession of natural killer cells cytotoxicity before and after co-cul-

tured with Huh7.5-HCVcc.

PP1825

Host genetic factors associated with hepatitis C spontaneous viral
clearance: a meta-analysis

Dewi Nur Aisyah1,2, Laura Shallcross1, Alice Jane Hully3,
Andrew Hayward1

1UCL Infectious Disease Informatics, Farr Institute of Health

Informatics, London, UK; 2Faculty Of Public Health, Universitas

Indonesia, Depok, Indonesia; 3King’s College London School of

Medicine, London, UK

Background: The new advance treatment which offers [90%

effectiveness create opportunity to eliminate hepatitis C in the future.

However the treatments are still expensively available, therefore

understanding which patients are likely to clear virus spontaneously

without treatment is important consideration for policy makers in the

limited setting. By understanding host genetic predictors of HCV

clearance, it will help to determine to whom appropriate treatment

should be administered, improving treatment cost effectiveness and

outcomes among population. This review aims to ascertain host

genetic factors associated with hepatitis C spontaneous clearance.

Methods: We performed a systematic review and searched in Ovid

Embase, Ovid Medline and Pubmed from 1st January 1994 to 30th

June 2015 for studies reported host genetic factors associated with

HCV spontaneous viral clearance (SVC), including HLA Class I,

HLA Class II, KIR alleles, interleukin, and any other candidate genes

identified from the systematic literature review. The initial screening

and full text review was done by two independent reviewers.

Heterogeneity was investigated using I2 and publication bias was

assessed using funnel plot of proportions of clearance against the

study size. To identify host genetic predictors of SVC we calculated

odds ratios comparing patients who had achieved SVC to individuals

who had not for each predictor. If there was evidence of heterogeneity

(I2[ 50%), we used random effect models throughout.

Result: Eighty seven studies were included in analysis, representing a

total of 38,341 individuals. There were a total of 146 genetic factors

identified from the systematic search. From meta-analysis results, we

identified 27 host genetic predictors associated with SVC. The genetic

factors most strongly associated with SVC included IL28B

rs12979860 (OR = 3.27, 95% CI 2.68–3.98), IL28B rs8099917 (OR

= 2.83, 95% CI 2.36–3.39), IL28B rs8103142 (OR = 4.06, 95% CI
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2.64–6.25), HLA-B*27 (OR = 2.29, 95% CI 1.45–3.63), HLA-

Cw*07 (OR = 2.00, 95% CI 1.36–2.92), DRB1*01 (OR = 2.50, 95%

CI 1.49–4.19), DQB1*0301 (OR = 2.30, 95% CI 1.49–3.57), etc. To

identify genetic factors that were both common and have an important

impact on clearance rates we tabulate the odds ratio for SVC against

allele frequency in those who spontaneously cleared. This emphasizes

the significance of IL28B rs8103142, IL28B rs12979860, and IL28B

rs8099917. This is the first meta-analysis examining a wide range of

host genetic determinants in one systematic review.

Conclusion: This study highlights the importance of IL28B

rs8103142, IL28B rs12979860, and IL28B rs8099917 as host genetic

predictors of clearance. Considering the possibility of drugs resis-

tance, this study provides rationale for a ‘‘watch and wait’’ approach

for patients who are more likely to clear based on their immunological

characteristics and are thought to have been recently infected with

HCV.

Odd ratio of HCV spontaneous clearance in relation to allele frequency

Forest plot assessing host genetics factors associated with HCV

spontaneous clearance

PP1826

Genotype distribution and molecular epidemiology of hepatitis C
virus in Guangzhou, China: predominance of subtype 1b isolates
and increasing incidence of 6a

Guosheng Yuan1, Huaping Huang1, Junwei Liu1, Chengguang
Hu1, Minghua Qi1,2, Tao Wu1,3, Yi-Ping Li4, Yuanping Zhou1

1Hepatology Unit, Nanfang Hospital, Southern Medical University,

Guangzhou; 2Peking University Shenzhen Hospital, Shenzhen;
3Hainan General Hospital, Haikou; 4Institute of Human Virology and

Key Laboratory of Tropical Disease Control of Ministry of Education,

Zhongshan School of Medicine, Sun Yat-sen University, Guangzhou

Background: Distribution of Hepatitis C virus (HCV) genotypes vary

geographicaly and may associate with the mode of transmission.

Little is known about the molecular epidemiology of HCV infection

in Guangzhou, China. The aim of this study was to investigate the

distribution of HCV genotypes in Guangzhou and related risk factors,

as well as their relationship with isolates from other regions of China.

Methods: A cross-sectional survey included 561 subjects with

chronic HCV registered at Nanfang Hospital, Southern Medical

University, was performed. All residents were invited for a ques-

tionnaire interview to collect information about their personal status

and commercial blood donation history. A total of 463 chronic hep-

atitis C (CHC) patients were finally enrolled in the study and

subjected to RT-PCR followed by direct DNA sequencing and phy-

logenetic analysis of the core-E1 regions.

Result: Among the 463 samples, 426 were characterized by partial

core-E1 sequences and classified into 7 subtypes: 1b (n = 263,

61.7%), 6a (n = 86, 20.2%), 2a (n = 26, 6.1%), 3b (n = 26, 6.1%), 3a

(n = 22, 5.2%), 6u (n = 2, 0.5%), and 4a (n = 1, 0.2%). Analysis of

genotype-associated risk factors revealed that blood donation and

transfusion were strongly associated with subtypes 1b and 2a, while

genotype 3b and 6a were more frequent (65.7 vs. 39.5%) in intra-

venous drug users. Phylogeographic analyses based on the coalescent

datasets demonstrated that Guangzhou could be the origin of 1b

subtype in China. Genotypes 2a, 3b, and 6a were also locally epi-

demic in Guangzhou. Interestingly, Vietnam could be the origin of 6a

in China. The Guangxi province, which borders Vietnam, might be

the first region to have 6a for circulation and then spread to Guang-

dong, Yunnan, Hainan, and Hubei provinces. However, evidence

showed that Guangdong was the only province with 6a local epi-

demic, making it likely the second source region to disseminate 6a to

other provinces.

Conclusion: HCV genotypes in Guangzhou are complex and vari-

able. Subtype 1b strain in Guangzhou may have served as the origins

of 1b epidemic in China, while other subtypes may have a variety of

geographic origins. 6a has become a local epidemic in Guangzhou,

and may be the origin of 6a in other regions of China. In additon,

intravenous drug use may be a key risk factor for HCV genotype 3a

and 6a infection in Guangzhou. (The study was supported by the

grants from NSFC (No. 81470856 and 31470263) and Shenzhen

Techenology Funding (No. JCYJ20120831144704365).
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Impact of directly sequenced Core and NS5B regions on HCV
genotyping

Wei Li1, Jia Shang2

1Henan Provincial Peoples Hospital, Zhengzhou; 2Department of

Infectious Disease, Henan Province People Hospital, Zhengzhou

Background: There are differences between amplification efficiency

and genotyping results of directly sequenced Core and NS5B regions

due to the divergence of nucleotide sequence. The study aimed to

explore the genotyping sensitivity and accuracy of two regions.

Methods: 51 serum samples from chronic hepatitis C patients were

collected in the study. Reverse transcription-polymerase chain reac-

tion (RT-PCR) was used to amplify Core and NS5B regions.

Genotypes or subtypes were determined by the phylogenetic analysis

of directly sequenced Core and NS5B regions.

Result: Among the 51 samples, 49 (96.1%) were successfully typed

by phylogenetic analysis of directly sequenced Core region. There are

overall five genotypes determined in the area, including 1b (61.2%,

30/49), 2a (20.4%, 10/49), 2b (2%, 1/49), 3a (4.1%, 2/49), 6a (12.2%,

6/49). 45 (88.2%) samples were definitely typed on the basis of NS5B

region. The genotyping results of NS5B region were completely

consistent with that of Core region.
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Conclusion: Compared with NS5B, the results of HCV genotyping

based on Core regions showed the advantages of primer design,

amplification efficiency and accuracy, suggesting the favorable con-

sideration of HCV genotyping.

PP1828

T-bet-mediated Tim-3 expression dampens monocyte function
during chronic hepatitis C virus infection

Ying Zhang1, Wenjing Yi1, Zhansheng Jia1

1Department of Infectious Diseases, Tangdu Hospital, Fourth Military

Medical University, Xi’an

Background: Hepatitis C virus (HCV) induces a high rate of chronic

infection via dysregulation of host immunity. We have previously

shown that T-cell immunoglobulin and mucin domain protein–3

(Tim-3) is up-regulated on monocyte/macrophages (M/MA) during

chronic HCV infection; little is known, however, about the tran-

scription factor that controls its expression in these cells.

Methods: In this study, we investigated the transcription factor,

T-box expressed in T cells (T-bet), on Tim-3 expression in M/MA in

the setting of HCV infection.

Result: We demonstrate that T-bet is constitutively expressed in

resting CD14+ M/MA in the peripheral blood. M/MA from chronically

HCV-infected individuals exhibit a significant increase in T-bet

expression that positively correlates with an increased level of Tim-3

expression. Up-regulation of T-bet is also observed in CD14+ M/MA

incubated with HCV+ Huh7.5 cells, as well as in primary M/MA or

monocytic THP-1 cells exposed to HCV core protein in vitro, which

is reversible by blocking HCV core/gC1qR interactions. Moreover,

the HCV core-induced up-regulation of T-bet and Tim-3 expression in

M/MA can be abrogated by incubating the cells with SP600125—an

inhibitor for JNK signaling pathway. Importantly, silencing T-bet

gene expression decreases Tim-3 expression and enhances IL-12

secretion as well as STAT-1 phosphorylation.

Conclusion: These data suggest that T-bet, induced by the HCV core/

gC1qR interaction, enhances Tim-3 expression via the JNK pathway,

leading to dampened M/MA function during HCV infection. These

findings reveal a novel mechanism for Tim-3 regulation via T-bet

during HCV infection, providing new targets to combat this global

epidemic viral disease.

PP1829

Interferon-a enhanced CD100/Plexin-B1/B2 interactions regulate
natural killer cell functions during infection with chronic
hepatitis C virus

Ying Zhang1, Yu He1, Yonghong Guo1, Chao Fan1, Zhansheng
Jia1

1Department of Infectious Diseases, Tangdu Hospital, Fourth Military

Medical University, Xi’an

Background: CD100, also known as Sema4D, is an immune sema-

phorin constitutively expressed on natural killer (NK) cells and T

cells. As an adhesion molecule, CD100 has important immunoregu-

latory effects on NK functions by enhancing the adhesion between

NK cells and target cells. The aim of this work was to investigate

whether hepatitis C virus infection affect CD100 expression, and

subsequently interferon-a treatment enhance NK killing activity and

facilitate HCV clearance via CD100.

Methods: Expression of CD100 on NK cells was evaluated by flow

cytometry in patients with chronic HCV infection with or without

Pegylated interferon-a based therapy. NK cell cytotoxicity and IFN-c
production were assessed by flow cytometry upon culturing isolated

NK cells with K562, Huh7.5 or HCV JFH-1 infected Huh7.5 cells.

Result: We found that the frequency of CD100 expression on NK

cells from HCV-infected individuals was slightly suppressed com-

pared to healthy subjects; and IFN-a treatment could significantly up-

regulate CD100 expression, which was confirmed by in vitro studies

using PBMCs co-cultured with HCV-expressing Huh7.5 cells or IFN-

a. Importantly, the expression of CD100 on NK cells from HCV

patients was inversely associated with the HCV-RNA levels in the

early phase of IFN-a therapy, and the IFN-a up-regulated CD100 led

to a more efficient NK killing activity through ligations with its

receptors Plexin-B1/B2 on target cells.

Conclusion: We discovered a novel mechanism of IFN-a therapy

whereby IFN-a enhanced CD100/Plexin-B1/B2 interactions play an

essential role in NK functions in patients with chronic hepatitis C.

PP1830

Interleukin-8B rs12978960 genetic polymorphism influence
the retreatment outcomes of chronic hepatitis C genotype 1b
relapers by peginterferon/ribavirin

Yanli Zeng1

1Department of Infectious Diseases, Henan Provincial People’s

Hospital, Zhengzhou

Background: To investigated the outcomes of retreatment in HCV

genotype 1b patients who relapsed after 48 weeks peginterferon/rib-

avirin (peg-IFN/RBV) combination therapy. And to investigated the

predictive value of interleukin (IL)-28B rs12978960 gene genotype

for retreatment viral kinetics and outcomes.

Methods: A total of 61 genotype 1b CHC relapsers received

retreatment with a 48-week PEG-IFN/RBV therapy was enrolled. The

associations among IL28B rs12978960 genotype, virologic kinetics,

and treatment outcomes were evaluated.

Result: Retreatment with PEG-IFN and RBV could achieve SVR in

65.6% of genotype 1b relapsers. Patients with RVR (100 vs 67.4%, p

= 0.006)and SVR (85 vs 47.6%, p = 0.006) had higher carriage rates

of IL28B rs12978960 CC genotype compared with the patients

without RVR and SVR. Patients with RVR had higher rates of SVR

(34.1 vs 0%; p = 0.006). Patients with CC genotype had higher rates

of RVR (34.1 vs 0%; v2 = 10.625, p = 0.006), ETVR (84.1 vs 70.6%;

v2 = 5.563, p = 0.039) and SVR (77.3 vs 35.3%; v2 = 9.572, p =

0.007) than those with CT/TT genotype. While there were no dif-

ferences with eRVR (34.1 vs 29.4%; v2 = 0.122, p = 0.809) and EVR

(79.5 vs 82.3%; v2 = 0.612, p = 0.964).

Conclusion: IL28B rs12978960 genetic polymorphism influence the

retreatment outcomes of relapers by PEG-IFN/RBV. Patients with CC

genotype had higher SVR, especially for those without RVR.

Therefore, for retreatment of genotype 1b relapers, Combination of

IL28B CC genotype and RVR had great values of retreatment out-

comes and would help optimize treatment, improve efficacy and

patients obedience.
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Epidemiological and clinical patterns of HCV infection in Eastern
China: a six-year hospital-based retrospective study

Jie Lu1, Xiaogang Xiang1, Huijuan Zhou1, Qing Xie1

1Department of Infectious Diseases, Ruijin Hospital, Shanghai

Jiaotong University School of Medicine, Shanghai

Background: The information about hepatitis C virus (HCV) geno-

type (GT) is important since HCVs of different GTs vary in their

disease progression and therapeutic response. The epidemiology of

HCV infection is ever-evolving and requires continuous surveillance.

The aim of this study was to investigate the dynamics of HCV GTs,

and their associated demographic and clinical patterns among HCV-

infected patients in Eastern China.

Methods: In this longitudinal observational study, we screened

patients with ongoing HCV infection who were admitted for hospi-

talization in Department of Infectious Disease, Ruijin Hospital,

Shanghai Jiao Tong University School of Medicine, from January

2009 to December 2014. Their demographic and clinical data were

analyzed anonymously.

Result: A total of 1153 subjects were included in the analysis. They

were mainly from Eastern China. The percentage of HCV GT 1, 2, 3

or 6 was 61.3, 12.8, 18.5 or 7.4%, respectively. The number of HCV-

positive patients admitted to the hospital increased gradually over the

recent years, particularly the patients with GT 3 infection. Patients

infected by GT 1 or 2 were significantly older, with higher proportion

of blood transfusion and previous antiviral treatment. In contrast,

HCV patients infected by GT 3 or 6 were younger, predominantly

male, with more exposure to intravenous drug use (IDU). Further-

more, it was observed that distinct clinical patterns existed in HCV

patients with different GTs. Patients with GT 1 or 2 infection had

lower ALT, lower hemoglobin (HGB) and lower platelet (PLT) count

than those with GT 3 or 6 infection. Patients with GT 6 infection

showed the highest PLT count and the lowest incidence of cirrhosis.

Patients with GT 3 infection had similar PLT count to those with GT

1 or 2 infection, similar HGB level to those with GT 6 infection, yet

high cirrhosis incidence given their ages.

Conclusion: HCV GT distribution evolved in Eastern China. GT-

associated demographic and clinical patterns were significantly dif-

ferent among GT 1, 2, 3, and 6 patients. Patients infected by HCV GT

1 or 2 had higher incidence of cirrhosis than those infected by GT 3 or

6. The possible explanation might be the longer infection duration in

GT 1/2 patients compared with GT 3/6 patients. Patients infected by

GT 3 had the fastest disease progression. This information may

warrant a further investigation for HCV prevention and/or manage-

ment, especially in China.
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Prevalence of hepatitis C virus infection and the IL28B genotype
polymorphism concerning several different populations
in Singapore
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Ekstrom2, Clement yi-hao Lin2, Sobhana D/o Thangaraju1,3,
Hwee Huang Tan4, Lina hui lin Choong3,5, Diana Teo4, Wan
Cheng Chow1,2, Singapore General Hospital

1Duke-NUS Graduate Medical School, Singapore, Singapore;
2Singapore General Hospital, Department of Gastroenterology and

Hepatology, Singapore; 3Singapore General Hospital, Department of

Renal medicine, Singapore; 4Singapore Health Science Authority,

Singapore; 5Duke-NUS Singapore Medical School, Singapore

Background: Hepatitis C virus (HCV) infection in Asia accounts for

approximately 50% of individuals with HCV worldwide. The last

HCV epidemiology study in Singapore’s general population in 1995

reported a prevalence of 0.37% within the blood donor population,

with a predominant HCV genotype 1 (GT 1). This prevalence remains

to be reviewed in recent years. IL28B CC genotype is good prognostic

factor for HCV therapy with Interferon, however the variant distri-

bution in the HCV + population remains unexplored in Singapore

(SG). Aims: To study the prevalence of HCV infection in blood

donors (BD), hemodialysis (HD) and IV drug users (IVDU) in SG. To

assess the IL28B polymorphism in patients with HCV infection.

Methods: We screened three different population groups for HCV by

immunoassay testing, with an additional nucleic acid test for the BD

group. We used Line probe HCV genotyping assay for the patients

who were HCV + BD were the healthy volunteers who had blood

drawn after a preliminary screening questionnaire. The HD group

were patients from a single hospital renal database who underwent

regular dialysis at various dialysis centres in SG for at least 6 months.

All underwent follow-up in the same single hospital between Jan

2009 to Dec 2014. The IVDU group was made up of residents from 5

half-way houses who volunteered and consented to HCV screening

after being briefed of the study. We extracted DNA using Maxwell

MDX 16 DNA purification Kit (Promega) and assessed IL28B

polymorphism (rs12979860) with TaqMan� SNP assay as per the

manufacturer’s protocol (Applied Biosystems, USA).

Result: We screened a total of 161,658 BD between 2011 to 2014,

and found 0.059% to be positive for HCV, with the predominant age

range between 30 and 49 years. Of this 42 HCV + BD, 47.6, 31 and

2.4% had HCV GT 3 and GT 1 and HCV-indeterminate infection

respectively. We screened 1575 Patients in the HD group (mean age

60.7 ± 13.2 years, 58% male) and found 2.2% to be HCV positive.

The GT distribution was highest with GT 1 (32.3%), followed by GT

3 (20.5%), GT 6 (8.8%), and indeterminate GT (5.9%). We screened

47 volunteers in the IVDU group (mean age 46.8 ± 12 years, 87%

males). 16 were HCV + (34%). The GT distribution was GT 3

(58.3%), followed by GT 1a (33.3%) and indeterminate GT (7.7%).

Il28B polymorphism in HCV + subjects were CC (83.9%), CT

(6.5%), and TT alleles (9.7%).

Conclusion: Prevalence of HCV has decreased when compared to

historic data in both BD and HD groups, however the HCV preva-

lence remains high in IVDU. The genotype distribution shows high

GT 1 in HD, however compared to historic data, GT3 has become

more common in BD in SG. In the IVDU group, GT3 remains the

most prevalent subtype. In the HCV + population in SG, the IL28B

CC is the predominant variant, suggesting the usefulness of interferon

in specific groups.

Results for each population studied as well as the genotypic break-

down of the samples

PP1833

Non-neutralizing epitopes induce robust HCV-specific antibody-
dependent NK cell responses in chronic HCV-infected patients

Xueying Fan1, Tao Shen1, Department of Microbiology and
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Background: NK cell-mediated antibody-dependent cellular cyto-

toxicity (NK-ADCC) is of considerable interest in viral infection,

which is elicited by activation of FccRIII (CD16) on NK cells by the

Fc portion of an IgG antibody bound to an antigen. However, limited

knowledge was known about NK-ADCC responses in chronic HCV

infection, including the capacity of antibody-dependent NK cell re-

sponses and whether the antibodies are capable of mediating NK-

ADCC overlap or are completely distinct from the neutralizing anti-

bodies produced during HCV infection.

Methods: ADCC responses mediated by circulating CD56+ NK cells

were detected and compared between chronic HCV carriers and 49

healthy individuals. Further, the capacity of NK-ADCC supernatants

to inhibit HCV replication in vitro were analyzed and compared

between chronic HCV carriers and healthy controls. Finally, HCV-

specific ADCC epitopes with capacity to induce robust NK-ADCC

activation were identified.

Result: Impaired nonspecific antibody-dependent NK cell responses

was observed in chronic HCV infection, reflecting by decreased de-

granulation (CD107a) and IFN-c/TNF-a production of NK cells

triggered by recognition of CD16 to antibody-bound P815 cells.

HCV-E1/E2 Ab-recognized peptide pool induced NK-ADCC

responses in sera from approximate half of chronic HCV carriers

(Figure 1). Finally, five linear NK-ADCC epitopes (aa211-aa217,

aa384-aa391, aa464-aa475, aa544-aa551, and aa648-aa659 of the

HCV envelope) on HCV envelope were identified and shown no

overlap with the putative neutralizing epitopes (Figure 2).

Conclusion: This study revealed the dysfunctional characteristics of

antibody-dependent NK cell responses in chronic HCV carriers. Five

linear NK-ADCC epitopes located in HCV E1/E2 region were

indentified and analysis showed that the NK-ADCC specific epitopes

had no overlap with neutralizing epitopes. The key non-neutralizing

NK-ADCC epitopes identified in this study may act as new targets for

immunologic intervention.

Identification of HCV-specific NK-ADCC functions in chronic HCV-

infected subjects in vitro. Seventeen peptides representing epitopes

known to be recognized by anti-HCV antibodies were pooled and pre-

coated onto 96-well plates. Serum samples from 31 HCV pa

Screening of linear epitopes within the HCV E1/E2 region for their

ability to induce NK-ADCC. Individual synthetic HCV-E1E2 pep-

tides were pre-coated onto 96-well plates and incubated with serum

samples from five different chronic HCV carriers (genotype 1b
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Prevalence of seropositive and seronegative chronic HCV
infection in Southern Thai HIV patients
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Hospital, Songkhla, Thailand; 4Division of Immunology, Department
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Background: Hepatitis C virus (HCV) share common transmission

pathways with human immunodeficiency virus (HIV). HIV–HCV co-

infection are associated with negative impacts on both HIV and HCV

monoinfection itselves. Anti-HCV testing is the main screening

method for HCV infection. But in HIV patients, false-negative anti-

HCV may occur as a result of impaired immunity, and HCV RNA

may be the sole testing to diagnose HCV infection in those patients.

Data regarding prevalences of both seropositive (anti-HCV+) and

seronegative HCV (anti-HCV- but HCV RNA+) infection in HIV

individuals in Southern Thailand are limited. The aims of this study

were to investigate prevalence of seropositive and seronegative HCV

infection in Southern Thai HIV patients.

Methods: This was a cross-sectional study in two centers: Songk-

lanagarind and Songkhla Hospital, Thailand. Inclusion criteria were

known adult HIV patients with available CD4 count within 6 months.

Exclusion criteria were: known autoimmune disease(s), on

hemodialysis, on corticosteroids or other immunosuppressive

agent(s), patients with history or clinical condition that cannot

exclude acute HCV infection. Plasma samples were obtained from all

eligible patients and test for anti-HCV (3rd-generation enzyme

immunoassay) and HCV RNA.

Result: A total of 117 HIV-positive patients were enrolled, with mean

age of 44 years and 51.3% were male. The median CD4 level was 524

cell/mm3. The major HIV transmission route was heterosexual
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(83.8%), and intravenous drug use (IVDU) was found only 3.42% of

patients. Nine patients (7.7%) were positive for anti-HCV and, among

these, HCV RNA was detectable in 8 patients (6.8%). However, no

HCV RNA was detected in all patients with negative anti-HCV.

When compare with no HCV coinfection group, lower CD4 count

(343 vs 549 cells/mm3; p = 0.035), more IVDU (33.3 vs 0.9%, p =

0.001) and lower heterosexual as a route of transmission (55.6 vs.

86.1%, p = 0.037), and more elevated AST level (31 vs. 24 U/L: p =

0.019) were found in seropositive HCV group.

Conclusion: This is the first study to define prevalence of seropositive

and seronegative HCV infection in HIV patients in Thailand. The

prevalence of seropositive HCV infection in southern Thai HIV

patients was 7.7%. Low CD4 count, IVDU and elevated AST were

significantly associated with HCV coinfection. Interestingly, we

found no case of seronegative HCV infection in our HIV patients.

Small proportion of patients with history of IVDU may affect this

result.

PP1835

Previous failure of pegylated interferon therapy does not alter
the frequency of HCV pre-existing resistance-associated variants

Zhi-wei Chen1, Hu Li1, Bin Liu1, Ming-li Peng1, Hong Ren1, Peng
Hu1

1Department of Infectious Diseases, Institute for Viral Hepatitis, Key

Laboratory of Molecular Biology for Infectious Diseases, Ministry of

Education, The Second Affiliated Hospital of Chongqing Medical

University, Chongqing

Background: To investigate the frequency of HCV direct-acting

antiviral agents (DAAs) resistance associated variants (RAVs) in

HCV patients who previous failed with Pegylated interferon (Peg-

IFN) therapy.

Methods: Pre- and post-therapy sequences were acquired from 22

HCV patients who receiving Peg-IFN therapy. The difference of pre-

existing DAAs RAVs between pre- and post-therapy sequences was

alignment and analyzed with MEGA 5.0 software.

Result: The average variant rate was 3.91% at amino acid level and

similar numbers of variants occurred in the pre- and post-therapy

(3.87 versus 3.95%). The variants mainly occurred in E2 region,

especially in HVR1 region. Further, the pre-existing DAAs RAVs

primarily presented in NS3 and NS5A region, no RAVs was detected

in NS5B region. All of the frequency of detected RAVs were low

(\5%), except the variant Q80 K in NS3 region (54.55%, 12/22).

However, there is no difference of these RAVs between pre- and post-

therapy sequences.

Conclusion: The HCV genomes were unexpectedly stable and no

change of RAVs during failed Peg-IFN therapy. This suggests that
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DAAs therapy is a better choice for HCV patients who have failed

with Peg-IFN therapy.

PP1836

The anti-HCV detection analysis of inpatients in the first hospital
of Jilin university from 2010 to 2015

Yue Hu1, Rui Hua1, Hongqin Xu1, Junqi Niu1

1The First Hospital of Jilin University, Changchun

Background: The inpatients with HCV infection in the first hospital

of Jilin university from January 1, 2010 to December 31, 2015 were

retrospectively analyzed. To investigate the rate of HCV antibody

with hepatic diseases or with other diseases, and whether or not make

a further diagnosis and treat, to strengthen the screening and detection

of high-risk population in other departments, and to increase the rate

of diagnosis and treatment of patients with hepatitis C. So we can

prevent or delay the progress of the patients with HCV infection to

liver cirrhosis and liver cancer, which will provide a scientific basis

for disease control and prevention.

Methods: Collect the result of HCV antibody test and demographic

information of patients hesitated in the first hospital of jilin university

from January 1, 2010 to December 31, 2015.

Result: There were 392,601 patients for the survey. The overall

prevalence rate of anti-HCV was 2.13%, with the rates of anti-HCV

among males and females as 2.10 and 2.16%, respectively. The

prevalence rate of anti-HCV in hepatic department and other

departments were 6.17 and 1.47%. With 61–70 age group the

prevalence is higher, about 3.78%. Otherwise, about 12.72% in liver

space-occupying lesions in patients with anti-HCV positive. The

prevalence rate of pregnant women and children were low, that were

0.35 and 0.06%, respectively. Rheumatoid immune related diseases

patients with hepatitis c antibody positive rate (0.75%) is relatively

low.

Conclusion: Our data revealed that the prevalence rate of anti-HCV

was increasing. We should strengthen the screening of patients with

hepatitis c epidemic region. It’s vital that early discovery, early

diagnosis and treatment could decrease the progress of hepatitis c.

And guide the relevant health authorities to establish a better strategy

of prevention and control of hepatitis c virus (HCV) infection.

PP1837

Analysis of Tim-3 on T cells in HCV patients during standard
antiviral therapy

Weize Zuo1, Zhansheng Jia2, Bingjie Li1

1First Affiliated Hospital, School of Medicine, Shihezi University,

Xinjiang; 2Department of Infectious Diseases and Center of Liver

Diseases, Tangdu Hospital, the Fourth Military Medical University,

Xi’an

Background: During 24 weeks of standard therapy with peg-inter-

feron alpha-2a (pegIFNa-2a) plus ribavirin, the kinetics of T-cell

immunoglobulin domain and mucin domain-containing molecule-

3(Tim-3) expression on T cells in hepatitis C virus (HCV) infected

patients have been determined in this study. The purpose of this study

is to investigate the pathological significance of Tim-3 in the therapy

to HCV infection.

Methods: Blood samples were collected from 40 patients before

treatment (week 0) and at 1, 4 and 24 weeks after treatment, 15

healthy subjects were as controls. Tim-3 expression on T cells from

peripheral blood mononuclear cells (PBMC) was assessed by flow

cytometry. The level of HCV-RNA in serum was quantified by qRT-

PCR. The relationships between Tim-3 expression, HCV-RNA level

or alanine aminotransferase (ALT) were evaluated by Spearman’s

correlation statistics.

Result: We observed no obvious change of total T cell numbers at

different stage of treatment. However, percentages of Tim-3 + T cells

were significantly higher in chronic HCV patients than healthy con-

trols (p\0.05). And they consistently decreased throughout the trial

period, finally back to normal after 24 weeks of treatment. In corre-

lation analyses, the level of Tim-3 expression both on CD4 and CD8

cells had no correlation with HCV-RNA level, as well as ALT.

Conclusion: We illustrated that the expression of Tim-3 on T cells

was influenced by pegIFNa-2a and ribavirin treatment. It decreased

gradually to normal under the therapy. Judged by Tim-3 level, the

exhaustion of T cell caused by HCV was reversed, which mean HCV

resolution was happening at the end of therapy. Our results suggested

that Tim-3 could be a potential marker to indicate therapeutic

efficacy.

PP1838

Frequency of asymptomatic spontaneous bacterial peritonitis
in patients of chronic liver disease with ascites

Firasat Waqar1, Sadia Iqbal2, Aisha Ahmed1

1KMDC, Karachi, Pakistan; 2DUHS, Karachi, Pakistan

Background: Spontaneous bacterial peritonitis is one of the most

common and life threatening complication of cirrhosis. It occurs in 10

to 30% of patients admitted to hospital. The objective of the study is

to determine the frequency of asymptomatic spontaneous bacterial

peritonitis in patient of chronic liver disease with ascites.

Methods: This cross sectional study was conducted in Medical unit 1

of Abbasi Shaheed Hospital from Aug 2015 to Feb 2016. Patients

with chronic liver disease having ascites in the absence of symptoms

of spontaneous bacterial peritonitis of either sex greater than 18 years

of age were included while patients with typical symptoms like fever,

abdominal pain and tenderness were excluded. After informed con-

sent from patients abdominal paracentesis was performed for presence

of polymorph nuclear neutrophils, Serum Ascitic Albumin Gradient

and bacterial cultures. Data was recorded in preformed proforma and

analyzed on spss version 16.

Result: A total of 100 patients of chronic liver disease with ascites

were included. Asymptomatic Spontaneous bacterial peritonitis was

found among 13 patients. Majority of patients were between 41 to 60

years of age with mean age of 54 years. Cirrhosis was found in 68 and

32% of patients secondary to Hepatitis C and Hepatitis B respectively.

Conclusion: We conclude that asymptomatic spontaneous bacterial

peritonitis is a hidden entity which is common in chronic liver disease

patients. By virtue of its early detection morbidity can be reduced.
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Statistical analysis of signs among 100 patients with and without SPB

along p values

Statistical analysis of symptoms among 100 patients with and without

SPB along p values

PP1839

Research on pre-existing HCV resistance associated variants
to DAAs in HCV genotype 1b DAAs-naı̈ve patients

Yu Zhang1, Ying Cao1, Renwen Zhang1, Xiaxia Zhang1, Haiying
Lu1, Chihong Wu1, Xiaoyuan Xu1

1Peking University First Hospital, Beijing

Background: Directing acting antivirals (DAAs) have greatly

improved the cure rate of chronic hepatitis C (CHC). But the efficacy

of DAAs could be attenuated by resistance-associated variants

(RAVs). Study of pre-existing RAVs to DAAs in CHC patients of

China is very limited. It is of certain value to analyze the pre-existing

RAVs to DAAs in CHC patients of China. The aim of this study was

to investigate the prevalence of pre-existing RAVs among hepatitis C

virus (HCV) genotype 1b patients of China.

Methods: 109 DAAs-naı̈ve subjects mono-infected with HCV

genotype 1b were included. HCV RNA were extracted from the

serum and HCV NS3, NS5A and NS5B regions were amplified and

sequenced by direct sequencing and the sequences were aligned and

RAVs were determined.

Result: A total of 101 HCV RNA was extracted from the samples. 84

(83.17%) NS3 sequences, 93 (92.08%) NS5A sequences and 97

(96.04%) NS5B sequences were obtained. RAVs in the NS3 region

(T54S, n = 1, 1.19%; R117H, n = 5, 5.95%; S174F, n = 1, 1.19%)

were found in 8.33% (7/84) patients, RAVs in the NS5A region (L28

M, n = 8, 8.86%; R30Q, n = 9, 9.68%; L31 M, n = 1, 1.08%; P58S, n

= 4, 4.30%; Y93H, n = 7, 7.53%) were detected in 30.11% (28/93)

patients and RAVs in the NS5B region (L159F, n = 1, 1.1%; C316 N,

n = 92, 94.7%; A421 V, n = 6, 6.18%) were observed in 97.94% (95/

97) patients.

Conclusion: Pre-existing RAVs including key RAVs pre-existed in

DAAs-naı̈ve patients infected with HCV genotype 1b of China,

including some key RAVs such as NS5A-Y93H. Although most of

the RAVs only confer a low level of resistance to DAAs, their effect

on the efficacy of DAAs cannot be neglected.

PP1840

Metformin activates type I interferon signaling against HCV
via activation of adenosine monophosphate-activated protein
kinase

Wei-lun Tsai1, Jin-Shiung Cheng1, Hoi-Hung Chan1, Tsung-Hsien
Chang1, Ming-Lung Yu2

1Kaohsiung Veterans General Hospital, Kaohsiung; 2Kaohsiung

Medical University Hospital, Kaohsiung

Background: Activation of the type I interferon (IFN) signaling

pathway is essential for the eradication of hepatitis C virus (HCV).

Metformin can activate adenosine monophosphate-activated protein

kinase (AMPK) to reduce insulin resistance. Cross talks between

AMPK and IFN signaling remain unclear.

Methods: The full-length HCV replicon OR6 cells and the infectious

HCV clones JFH1 were used to assess the anti-HCV effect of the

insulin sensitizers, metformin and pioglitazone. The key steps of the

IFN signaling pathway activated by metformin were characterized

with immunoblotting analysis. Finally, influence of AMPK inhibitor

on IFN signaling following metformin treatment was determined.

Result: Immunofluorescence staining and the immunoblotting of

HCV viral protein demonstrated that metformin, but not pioglitazone,

inhibited HCV replication in OR-6 and JFH-1 infected Huh 7.5.1

cells. Metformin activated the phosphorylation of STAT-1 and

STAT-2 in OR-6 and JFH-1 infected Huh 7.5.1 cells. Metformin

enhanced the phosphorylation of AMPK and metformin activated IFN

signaling was down-regulated by AMPK inhibitor. After treatment of

AMPK inhibitor, the level of HCV core protein decreased by met-

formin can be rescued.

Conclusion: metformin activates type I interferon signaling and

inhibits the replication of HCV via activation of AMPK.

Hepatol Int (2017) 11 (Suppl 1):S1–S1093 S1063

123



PP1841

Clinical value of HCcAg levels in monitoring acute hepatitis C
natural results and antiviral therapy

Ning Zhao1, Dan Wu1, Wei Yang1, Lin Yuan1, Xiaodi Jiang1,
Xuelian Wang1, Fen Huang1, Zhiwei Li1

1Shengjing Hospital of China Medical University, Shenyang

Background: HCV infection can be diagnosed by testing HCV

antibodies then identify the active infection by PCR testing for HCV

RNA. However, this method may not detect early infection and

methods for early detection rely on HCV RNA or HCV core antigen

(HCcAg) protein detection. These methods also play a role in mon-

itoring disease progression and adherence of patients to treatment. In

this study, we report upon the early infection conditions of 104

iatrogenic HCV infected patients, with some of whom did not receive

PEG-interferon and ribavirin therapy as they naturally resolved the

infection so that details about the natural results rate were provided.

For the population we investigated, HCV RNA and HCcAg expres-

sion levels and their correlation with natural results were studied.

Methods: 104 iatrogenic HCV outbreak infected patients were

enrolled and hospitalized in Shengjing Hospital, China Medical

University between Feb. 5th, 2013 and Apr. 3rd, 2013 within 90 days

of infection. All cases, diagnosed as acute HCV infection, were fol-

lowed-up for 12–16 weeks, and blood samples were collected every

month. The HCV RNA and HCcAg expression levels were detected at

different time points. From week 16, patients without natural results

were treated with pegylated-interferon, and the HCV RNA and

HCcAg expression levels were observed monthly. Follow-up was

performed for 7.5 (5.0, 10.4) months. Spearman correlation analysis

analyzed the correlation between HCV RNA and HCcAg, and logistic

regression analysis analyzed the correlations between base line HCV

RNA and HCcAg expression and HCV in the 10 patients with natural

results.

Result: 10 cases (9.62%) showed natural results with negative con-

version time 57 (14–143) days. Within follow-up, HCV RNA and

HCcAg expression levels were positively correlated for each patient

(except the 6th month). However, the expression levels of HCV RNA

and HCcAg had no significant correlation with patients having natural

results.

Conclusion: HCcAg was of value in monitoring early HCV infection.

However, baseline HCV RNA and HCcAg expression levels had no

significant correlation with patients having natural results.

HCV RNA and HCcAg expression levels at different time points

PP1842

The effect of single nucleotide polymorphism of G1730A in 30-
untranslated region of estrogen receptor b gene
on the transcriptional activity

Ming Yue1, Peng Huang2, Ting Tian2, Yun Zhang3, Jun Li1

1Department of Infectious Diseases, the First Affiliated Hospital of

Nanjing Medical University, Nanjing; 2Department of Epidemiology

and Biostatistics, School of Public Health, Nanjing Medical

University, Nanjing; 3Institute of Epidemiology and Microbiology,

Huadong Research Institute for Medicine and Biotechnics, Nanjing

Background: The single nucleotide polymorphism (SNP) of G1730A

in 30-untranslated region (30-UTR) of human estrogen receptor b
(ERb) gene has been associated with the outcomes of hepatitis C. To

explore the functional significance of the SNP, this study aim to
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analyze the effect of the mutation at the locus on the transcriptional

activity.

Methods: Using genetic recombination and site-directed mutagene-

sis, we constructed the dual-luciferase reporter gene vectors

containing wild-type allele (G) or mutant allele (A) on the SNP of

human ERb gene. Then these plasmids were transiently transfected

into primarily cultured HEK293 cells and HeLa cells. Finally, the

relative luciferase activity (RLA) of different genotypes in cultured

cells was analyzed and compared.

Result: The mutant allele (1730A) carrier had significantly increased

RLA as compared with the wild-type allele (1730G) in both cells (P\
0.001).

Conclusion: The genetic variation of G1730A could affect the tran-

scriptional activity of ERb gene, and might cause the expression level

of protein ERb, thus influencing the pathological process of ERb-

related diseases.

PP1843

The associations of plasma IL-22 level with the liver function and
the infection outcomes in hepatitis C patients

Ming Yue1, Peng Huang2, Ting Tian2, Yun Zhang3, Jun Li1

1Department of Infectious Diseases, the First Affiliated Hospital of

Nanjing Medical University, Nanjing; 2Department of Epidemiology

and Biostatistics, School of Public Health, Nanjing Medical

University, Nanjing; 3Institute of Epidemiology and Microbiology,

Huadong Research Institute for Medicine and Biotechnics, Nanjing,

Jiangsu

Background: To investigate the associations of plasma interleukin-

22 (IL-22) level with liver function, HCV RNA load and HCV-related

outcomes among HCV infected paid blood donors of Jiangsu

Province.

Methods: A total of 247 subjects were enrolled, including 75 HCV

persistent infection cases, 82 HCV natural clearance subjects and 90

healthy controls. The IL-22 level was measured by enzyme linked

immunosorbent (ELISA). The partial correlation analysis was used to

explore the associations of IL-22 level with liver function, HCV RNA

load and HCV-related outcomes.

Result: After controlling for age, sex and body mass index (BMI), the

analysis of covariance showed there were statistically significant

differences of the level of alanine aminotransferase (ALT) and

aspartate aminotransferase (AST) between the three groups (all P \
0.05), by contrast, no significant difference of plasma IL-22 level or

the outcomes of HCV infection was observed. In addition, a partial

correlation analysis showed that the level of IL-22 was positively

correlated with the level of ALT, AST and negatively correlated with

the level of HCV RNA load. However, the correlation did not show

statistical differences (all P [ 0.05). Logistic regression implicated

that HCV RNA load was an independent risk factor of ALT level in

HCV persistent infection patients (OR = 16.926, 95% CI

1.695–169.068).

Conclusion: HCV RNA load was closely related to the liver function

in hepatitis C patients. In this study, no significant association was

found between plasma IL-22 level and the outcomes of HCV infec-

tion. However, large well designed follow-up studies would be

needed to further elucidate the impact of IL-22 on liver function and

HCV infection outcomes.

PP1844

Regulation of Huh7 cell apoptosis by hepatitis C virus (HCV) core
protein via the CK1a–p53–bid pathway

Shanshan Shen1, Chunyang Li1, Xuebing Yan1

1The Affiliated Hospital of Xuzhou Medical College, Xuzhou

Background: Hepatitis C virus (HCV) infections is the major cause

of liver fibrosis, and hepatocellular carcinoma. Continuous liver cell

apoptosis contributes to HCV pathogenesis. Recent studies have

shown that HCV infection can sensitize host cells to TNF-related

apoptosis-inducing ligand (TRAIL) induced apoptosis, but the

mechanism by which HCV regulates the TRAIL pathway remains

unclear.

Methods: Using HCV CORE of different strains, knockdown of

CK1a, TRAIL-induced apoptosis, knockdown of p53, we demon-

strate that HCV CORE of different strains can induce host cells to

apoptosis by up-regulating CK1a. knockdown of CK1a can upregu-

late p53 to enhance transcription of Bid via p53.

Result: HCV core protein of different strains effect CK1a in Huh-7

cell specifically. Construction of stable CK1a known-down Huh7

cell. Knockdown of CK1a increased different HCV CORE -induced

apoptosis. Knockdown CK1a increased different HCV CORE and

TRAIL-induced apoptosis. Knockdown p53 decreased HCV CORE

and TRAIL-induced apoptosis.

Conclusion: Our studies demonstrate that HCV CORE of different

strains sensitizes host cells to TRAIL-induced apoptosis by up-regu-

lating CK1a-P53-Bid dependent pathway. These findings may help to

further understand the pathogenesis of HCV infection and provide a

therapeutic target.
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Thetransfection ofHCV CORE markedly increased theexpression-

levels of CK1 in Huh-7 cell. A.mRNA expression of CK1 isoforms

after transfectin of CORE of HCV of different strains. B. Protein

expression of CK1 isoforms after transfectin of CORE of HCV of diff

PP1845

Prevalence of pre-existing HCV resistant association variants
to direct antiviral drugs in HCV genotype 1b infected patients
in China

Zhao Li1, Zhi-wei Chen1, Hu Li1, Peng Hu2

1Key Laboratory of Molecular Biology for Infectious Diseases
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Infectious Diseases, The Second Affiliated Hospital, Chongqing

Medical University, Chongqing; 2Department Of Infectious Diseases,

The Second Affiliated Hospital Of Chongqing Medical University,

Chongqing

Background: It has been reported that resistance-associated variants

(RAVs) to direct-acting antivirals agents (DAAs) would affect the

efficacy of antiviral therapy in patients chronically infected with

hepatitis C virus (CHC). The prevalence of these RAVs in treatment-

naive GT1b CHC patients in China has not been well understood. The

aim of this study is to investigate the prevalence of pre-existing RAVs

to DAAs in treatment-naive GT1b CHC patients in China.

Methods: Nested polymerase chain reaction (PCR) was used to

amplification of HCV NS3, NS5A, and NS5B gene, respectively. And

directly-sequencing were performed to they. The sequences were

analyzed by MEGA5.0 software. Baseline serum samples are from

treatment–naive patients infected with genotype 1b hepatitis C virus

(HCV).

Result: 70 patients were enrolled in the study. Sequence information

was successfully obtained for 57patients (NS3), 62 patients (NS5A),

and 39 patients (NS5B). In the NS3 region, 86.0% of patients har-

bored at least one RAVs. Among them, 86.0% of the patients

presented S122G mutation, 15.8% of them had T54S mutation, 5.3%

had Q80R mutation, and 3.5% had T54S, Q80R and S122G mutations

at the same time. In the NS5A region, at least one RAV was detected

in 14.5% of patients. Among them, Y93H was the most common

(8.1%), followed by P58S (4.8%), L28 M (1.6%), R30Q (1.6%). In

addition, 1.6% of patients with both L28 M and Y93H mutation.

Significantly, in the NS5B region, 100% of patients detected C316 N

resistance variants. Another 2.6% of patients with S556G resistant

mutations.

Conclusion: Prevalence of RAVs to DAAs in Chinese patients with

type 1b chronic hepatitis C (CHC) is very high, especially in S122G

of NS3 and C316 N of NS5B. These RAVs to DAAs need to arouse

the attention of clinicians and further validation.

PP1846

Characterization of hepatitis C virus genotype 2 recombinants
with a peptide tag and adaptive mutations in p7

Xiaobing Duan1, Zhanxue Xu1, Mingxiao Chen1, Yuanping
Zhou2, Yi-Ping Li1

1Institute of Human Virology, Zhongshan School of Medicine, and

Key Laboratory of Tropical Diseases Control, Ministry of Education,

Sun Yat-sen University, Guangzhou; 2Department of Infectious

Diseases, Nanfang Hospital, Southern Medical University,

Guangzhou

Background: Adaptive mutations were demonstrated to play an

important role in initiating hepatitis C virus (HCV) RNA replication

and improving the infectivity of virus. Mutations were frequently

identified in p7 protein in full-length infectious HCV cell culture

systems; however, its function is poorly understood. To study the

function of p7 mutations, we initiated to develop and characterize

HCV recombinants with mutations in a peptide-tagged p7 protein.

Methods: We inserted 2 9 HA or a FLAG tag into the N-terminus of

p7 protein of genotype 2a recombinant, named HA-p7(2a) or FLAG-

p7(2a), respectively. The viability and stability of tagged viruses were

tested in Huh7.5 cells by RNA transfection, followed by viral passage

and sequence analysis. Adaptive mutations were subsequently engi-

neered into the recombinant that tolerated a tagged p7 sequence, and

the resulting viruses were characterized.

Result: The HA-p7(2a) virus replicated and spread in cultured cells at

a rate comparable to that of the wild-type virus, whereas the FLAG-

p7(2a) virus was significantly attenuated. After viral passages, the

HA-tagged p7 sequence of recovered viruses was confirmed by

sequence analysis, and the HA-p7 fusion protein was visualized by

Western Blot using the cells collected at peak HCV infection, thus

both suggesting that HCV tolerated the insertion of HA tag in p7

without apparently affecting the viability. Based on HA-p7(2a),

introduction of p7 mutations F26L (phenylalanine at position 26

changed to leucine) or F26S, previously identified in genotype 2a

clones, did not affect the virus spread in cultured cells; however, the

infectivity titers were improved. Surprisingly, a genotype 2b clone

DH8 cc/S8L with HA-tagged p7 protein, HA-p7(2b), showed an

increased viability. Addition of the mutations (L8S, H9Q, L47S, L8S/

H9Q, L8S/L47S, or H9Q/L47S) previously identified in genotype 2b

clones showed that mutants with L8S, L8S/H9Q and L8S/L47S were

not viable, H9Q virus was delayed by 7 days, L47S virus spread

faster, compared to the HA-p7(2b). In addition, we found that

reversion of L8S back to the wild-type sequence attenuated the DH8

cc.

Conclusion: We developed HCV genotype 2a and 2b recombinants

with HA-tagged p7, which will provide a useful tool for the functional

study of mutations in the p7. Mutation F26L or F26S enhanced the

infectivity titers of genotype 2a HCV, but none affects viral spread.

L8S and L47S improved the replication and spread of genotype 2b

HCV. Ongoing experiments are to investigate the detail functions of

these mutations in the complete HCV life cycle.
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Response to hepatitis B vaccine in chronic hepatitis C Egyptian
patients

Ebada Mohamed Said1, Mohamed abdel aziz Metwally1, Dalia
Abd El Hassib2, Rasha Elsawi3, Mohamed Magdy Atta1

1Hepatology and Gastroenterology Department, Benha Faculty of

Medicine, Banha, Egypt; 2Clinical and Chemical Pathology

Department, Benha Faculty of Medicine, Banha, Egypt; 3Pathology

Department, Benha Faculty of Medicine, Banha, Egypt

Background: Egypt is cursed with the highest worldwide prevalence

of chronic hepatitis C (CHC). Patients with CHC are advised to be

vaccinated against hepatitis B virus (HBV) infection. Response to

vaccination and risk factors for weak response are not clearly iden-

tified. Aim: To assess response to hepatitis B vaccination in CHC

patients and identify predictors of weak response.

Methods: This prospective study included 112 consecutive adults,

treatment-naive patients with CHC (cases group) and 54 non HCV

subjects (control group). Demographic and laboratory variables

including HCV-viral load and antischistosomal antibody beside

histopathological examination were all collected. Three doses (0, 1

and 6 months) of HBV-vaccine (Euvax B, LG Life Sciences, Korea)

were given and hepatitis B surface antibody (HBs-Ab) titre was

evaluated 1.5–2 months after the 3rd dose.

Result: Out of 112 patients with CHC, 5 (4.5%) had HBs Ab titre less

than 10 IU, 20 (17.9%) had less than 100 IU, and 50 (44.6%) had

more than 1000 IU. In comparison, out of 54 controls, one (1.9%) had

less than 10 IU, 2 (3.8%) had less than 100 IU, and 41 (75.9%) had

more than 1000 (P = 0.001). CHC patients had highly significant

lower mean antibody titre than controls (P \ 0.001). In univariate

regression analysis, HBs Ab titre was negatively associated with age

(P \ 0.001), ALT (P = 0.03), AST (P = 0.03), FIB4 score (P =

0.008), and antischistosomal antibody titre (P = 0.007) and positively

associated with platelet count (P = 0.01). There was no association

with gender, body mass index, viral load or other variables (including

METAVIR grade or stage). Multivariate regression analysis in CHC

patients showed that age (P = 0.02) and antischistosomal antibody

titre (P = 0.04) were the independent predictors for HBs Ab titre

response.

Conclusion: CHC patients have a significantly weak response to

HBV-vaccine, particularly those with older age and schistosomiasis.

PP1848

Reuse of biopsy forceps may be associated with risk
of transmission of HCV in Egyptian patients undergoing
gastrointestinal endoscopy

Taher El- Demerdash 1, Mohamed Yousef1, Sherief Abd-
Elsalam2, Amal Helmy3, Abdelrahman Kobtan4, Asem Elfert4

11) Tropical Medicine and Infectious Diseases and internal medicine

departments, Tanta University Faculty of Medicine, Tanta, Egypt;
2Tanta University, Department of Tropical Medicine and Infectious

Diseases, Tanta, Egypt; 32) Clinical pathology department, Tanta

University Faculty of Medicine, Tanta, Egypt; 4Tropical Medicine

and Infectious Diseases, Tanta University Faculty of Medicine, Tanta,

Egypt

Background: Digestive endoscopy is not a major risk factor for

transmitting Hepatitis viruses. However, endoscopic equipment has

been implicated in transmitting infection. It appears as if virtually all

transmissions have been due to errors in the process of cleaning and

disinfecting the equipment or in breakdown of general infection

control practices. The aim of the study was to evaluate the risk of

HCV transmission after diagnostic gastrointestinal endoscopy at the

department of Tropical Medicine and infectious Diseases, Tanta

University Faculty of Medicine, Tanta, Egypt.

Methods: Four hundred patients indicated for diagnostic endoscopy

were included in the study. Patients with HCV, HBV, and/or HIV

positive antibodies as well as patients exposed to risk factors of HCV

transmission had been excluded. All patients provided informed

consent and institutional ethical committee approval has been taken

before start of the study. Then, patients were classified into four

groups: (1) Group I: 100 patients subjected to esophagogastroduo-

denoscopy. (2) Group II: 100 patients subjected to

esophagogastroduodenoscopy with biopsy. (3) Group III: 100 patients

subjected to diagnostic colonoscopy. (4) Group IV: 100 patients

subjected to diagnostic colonoscopy with biopsy. Immediately after

use, our non-dedicated endoscopes and reusable biopsy forceps were

rinsed and washed with water, then disinfected with 2% glutaralde-

hyde solution for 20 min, and then washed with water and dried. All

patients were tested for HCV Anti-bodies after 3 months of the pro-

cedure. Other risk factors of HCV transmission were excluded using a

detailed questionnaire.

Result: After 3 months of follow up after subjected to colonoscopy

with biopsy using a reusable forceps, a single case turned positive for

HCV antibodies and HCV-RNA.

Conclusion: Although the use of standard high level disinfection of

gastrointestinal endoscopes was effective in prevention of HCV

transmission, reuse of disinfected biopsy forceps may be associated

with a risk of HCV transmission.

PP1849

CD14+ monocytes and CD163+ macrophages correlate
with the severity of liver fibrosis in patients with chronic hepatitis
C

Suxian Zhao1, Rongqi Wang1, Yuguo Zhang1, Na Fu1, Xuemin
Niu1, Weiguang Ren1, Fang Han1, Yuemin Nan1

1Third Hospital of Hebei Medical University, Shijiazhuang

Background: Hepatitis C virus (HCV) infection is highly prevalent in

the world. Hepatic fibrosis is a crucial pathological process involved

in the development of chronic viral hepatitis and potential for severe

hepatic outcome, such as liver cirrhosis, liver failure and hepatocel-

lular carcinoma which is not completely reversed although in patients

achieved sustained virological clearance after treatment. Cells of the

innate immune system regulate the fibrotic process in chronic liver

diseases. Macrophages and their progenitor cells, monocytes, are key

players in the immune system, which release of proinflammatory and

profibrogenic cytokines such as tumor necrosis factor alpha (TNF-a)

and transforming growth factor beta 1 (TGF-b1), might promote the

formation of liver fibrosis by degrading matrix collagen and regu-

lating hepatic stellate cells. The function of M2 macrophages is to

inhibit the inflammatory reaction and participate in tissue repair,

synthesis and secretion of anti-inflammatory cytokines, involved in

the synthesis and stabilization of extracellular matrix. CD163 pre-

dominantly expresses on M2 macrophages. Kupffer cells represent

the largest population of macrophages in the mammalian body. Sol-

uble CD163 (sCD163) is a scavenger receptor and shed from Kupffer

cells and other macrophages upon their activation. This study aimed

to investigate the role of peripheral CD14 + monocyte and intra-

hepatic CD163 + macrophage in HCV-related liver fibrosis, and
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clarify whether serum soluble CD163 (sCD163) can serve as a fibrosis

markers in patients with chronic HCV infection.

Methods: A total of 87 CHC patients and 20 healthy controls were

recruited. Serum sCD163 level was measured by ELISA. Frequencies

of peripheral CD14 + monocytes and expressing inflammatory

cytokines CD14 + monocytes were analysed by flow cytometry. The

fibrosis degrees of liver biopsies from patients were graded by

Metavir scoring system into two groups (F \ 2 vs. F C 2). Hepatic

expressions of CD163 were examined by immunohistochemical

staining. The diagnostic values of sCD163, APRI, FIB-4 and AAR in

significant fibrosis (F C 2) were evaluated and compared by ROC

curves

Result: The serum sCD163 levels and the frequency of CD14 +

monocytes were significantly higher in the patients than that in the

controls and positively correlated with liver fibrosis. The level of

serum sCD163 is consistent with hepatic CD163 expressions in the

liver section from patients. The frequencies of expressing IL-8 and

TNF-a monocytes were increased and expressing IL-10 monocytes

were decreased in the patients. The AUROCs of sCD163, APRI, FIB-

4, and AAR were 0.876, 0.785, 0.825, and 0.488, respectively, and

sCD163 AUROC was much higher as compared with AUROCs of

APRI and AAR.

Conclusion: Soluble CD163 might serve as a novel marker for liver

fibrosis in the HCV infected patients.

Expression of CD163 in liver sections, serum concentrations of

sCD163 and CD14 proportion under various fibosis. (A) They are

respectively Hematoxylin andeosin, Masson-trichrome and CD163

immunohistochemical stained liver sections from controls and

patients

CD163, sCD163 and CD14 correlated with fibrosis. Box plots of

CD163, sCD163 and CD14 in relation to the Metavir fibrosis stage are

presented. Box plotshows interquartile range (box), medians (thick

lines), range (thin lines) median velocity measured by CD1

PP1850

Hepatitis C virus infection and risk of osteoporosis: a meta-
analysis

Karn Wijarnpreecha1, Charat Thongprayoon1, Panadeekarn
Panjawatanan2, Parkpoom Phatharacharukul3, Patompong
Ungprasert4,5

1Department of Internal Medicine, Bassett Medical Center,

Cooperstown, NY, USA; 2Department of Biochemistry, Faculty of

Medicine, Chiang Mai University, Chiang Mai, Thailand;
3Department of Internal Medicine, University of Minnesota,

Minneapolis, MN, USA; 4Division of Rheumatology, Department of

Internal Medicine, Mayo Clinic, Rochester, MN, USA; 5Department

of Medicine, Faculty of Medicine Siriraj Hospital, Mahidol

University, Bangkok, Thailand

Background: Hepatitis C virus (HCV) infection is one of the most

common infections worldwide. Several epidemiologic studies have

suggested that patients with hepatitis C virus (HCV) infection might

be at an increased risk of osteoporosis. However, the data on this

relationship remain inconclusive. This meta-analysis was conducted

with the aims to summarize all available evidence.

Methods: A literature search was performed using MEDLINE and

EMBASE database from inception to June 2016. Studies that reported

relative risks, odd ratios, or hazard ratios comparing the risk of

osteoporosis among HCV-infected patients versus subjects without

HCV infection were included. Pooled odds ratio (OR) and 95%

confidence interval (CI) were calculated using a random-effect,

generic inverse variance method.

Result: Four studies met our eligibility criteria and were included in

the analysis. We found a higher risk of osteoporosis among patients

with chronic HCV with OR of 1.65 (95% CI 0.98–2.77). Sensitivity

analysis including only studies with higher quality yielded a higher

OR and the result was statistically significant (OR 2.47; 95% CI

1.03–5.93).

Conclusion: Our study demonstrated a higher risk of osteoporosis

among HCV-infected patients. Further studies are required to clarify

how this risk should be addressed in the clinical picture.
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Does intrafamilial transmission plays a role in high prevalence
of HCV in Egypt?

Maha Zein Elabedin Omar1, Mohamed AbdelAziz Metwally1,
Hala Mohamed Elfeky1, Inas Imam2, Mohamed Abdel Hady3,
Amal Yousof2

1Hepatology and Gastroenterology Department, Benha Faculty of

Medicine, Banha, Egypt; 2Biochemistry Department, Benha Faculty

of Medicine, Banha, Egypt; 3Dekernis General Hospital, Mansoura,

Egypt

Background: Egypt was known to have the highest prevalence of

HCV worldwide. However a highly effective program for treatment

of HCV was adopted in Egypt, it is estimated that the newly annually

reported cases is 70 000 to 140 000. Prevention of new infection is

based mainly on identification of risk factors and rout of transmission,

which is very important in such area with high prevalence. If intra-

familial transmission has a major role in that prevalence is not yet

confirmed. Identification of risk factors for that transmission may play

a role in decreasing prevalence of HCV in Egypt and helping in

actualizing the dream of eradication. Aim: To estimate the prevalence

of HCV infection among household contact of known HCV patients

in comparison with non infected persons and identify possible risk

factors of that transmission.

Methods: This study was designed as a cross sectional study for 90

families of household contacts with confirmed chronic HCV cases to

estimate prevalence of HCV infection among them and 38 families of

household contacts of confirmed non HCV infected persons as a

control group. Diagnosis of HCV infection was done by HCV Ab

ELISA III test confirmed by HCV RNA PCR. A pre prepared ques-

tionnaire including demographic data, level of education,

socioeconomic status and possible risk factors for intra-familial

transmission was filled for each index and contact. A total prevalence

of HCV among household contact of positive and negative index was

identified. Univariate and multivariate analysis were done for

comparing infected contacts with non infected contacts to identify

risk factors.

Result: Among the 90 families with index positive 32 (35.6%)

families have at least one contact with HCV infection in comparison

to two out of 38 (5.3%) families with index negative (P\0.001, OR

= 9.9, 95% CI 2.24–43.97). Out of 257 of contact with index positive,

38 (14.8%) are infected in comparison to 3/75 (4%) of contact with

index negative (P = 0.01, OR 4.3, 95% CI 1.3–14.5). Infection was

associated with older age with prevalence of 6.9% in\20 years old,

10.4% in 20–39 years old, and 22% in 40 or more years old (=0.007).

Regarding contact relation to index, husbands of infected wives are

more riskier for infections (33%), wives (13.5%), brothers (12.5%),

sons (16.9%) (\0.001). Regarding risk factors, history of hepatic

encephalopathy was the independent predictor of transmission (P \
0.001, OR 5.4, 95% CI 2.1–14.1)

Conclusion: Intra-familial transmission of HCV plays possibly a

major role for high prevalence in Egypt. Transmission is more

associated with older age contact, husbands of infected wives, and

history of patient hepatic encephalopathy.

PP1852

Incidence of hepatitis C virus reactivation after/undergoing
steroid therapy

Yang Fang Ji1, Wu yuan Kai1, Chong yu Tian1, Peng Liang1

1Department of Infectious Diseases, the Third Affiliated Hospital of

Sun-Yat-Sen University, Guangzhou

Background: Data on the reactivation of chronic hepatitis C virus

(HCV) infection after or undergoing immunosuppressive therapy are

very limited. The aim of this study was to investigate the rate of HCV

reactivation and the clinical outcome after or undergoing steroid

therapy in HCV patients with autoimmune disease.

Methods: 64 chronic hepatitis C (CHC) patients with autoimmune

disease treated with immunosuppressive therapy were retrospectively

reviewed. The definition of HCV reactivation is defined as an increase

in HCV viral load of at least 1log10 IU/ml over baseline or HCV viral

load above 5log10 IU/ml with 3-fold or greater increase in serum

ALT level by excluding other causes of liver damage such as other

hepatitis virus co-infection, hepatotoxic drugs and toxin.

Result: 64 of the 6478 CHC patients were diagnosed with autoim-

mune disease and did not received antiviral therapy. The indications

for steroid treatment were: 33 nephrotic syndrome (NS), 25 systemic

lupus erythematosus (SLE), 2 erythroderma, 2 scleroderma, 1 der-

matomyositis, 1 eosinophilic gastroenteritis. 23.4% (15/64)

encountered elevated transaminase and only 9.4% (6/64) had 3-fold or

greater increase in serum ALT level. The HCV viral loads of the 6

cases were at least 1log10 IU/ml elevated or above 5log10 IU/ml. The

rate of HCV reactivation is 9.4% (6/64). The characteristics of the 6

cases with HCV reactivation is in the following table. The HCV

reactivation occurred in 4 weeks of five cases and 16 weeks of one

cases after starting steroid treatment. The elevated ALT level could be

reduce to normal range after adding liver protection drugs. No case

was observed elevated bilirubin or abnormal coagulation.

Conclusion: HCV reactivation in CHC patients with autoimmune

disease was possibly associated with immunosuppressive therapy.

The clinical impact of the reactivation of HCV seems to be less

severe.
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Chronic liver diseases associated with hepatitis C virus infection:
a community-based study

Rujipat Wasitthankasem1, Preeyaporn Vichaiwattana1, Nipaporn
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1Center of Excellence in Clinical Virology, Department of Pediatrics,

Faculty of Medicine, Chulalongkorn University, Bangkok, Thailand;
2Chumpare Hospital, Chum Phae, Khon Kaen, Thailand; 3Phetchabun

Provincial Public Health Office, Mueang Phetchabun, Phetchabun,

Thailand; 4Lomkao Crown Prince Hospital, Lom Kao, Phetchabun,

Thailand; 5Research Unit of Hepatitis and Liver Cancer, Department

of Biochemistry, Faculty of Medicine, Chulalongkorn University,
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Background: Improved awareness of the disease transmission has

resulted in the overall decline of HCV infection in some developing

countries such as Thailand. The persistence of HCV infection in some

rural communities, however, presents a challenge in the efforts to

further reduce HCV. Published and unpublished studies have high-

lighted the high incidence of HCV-associated liver diseases in the

Thai province of Phetchabun. In this study, we aimed to determine the

rate of HCV infection and identify potential risk factors by examining

Phetchabun and Khon Kaen, two provinces with drastically different

prevalence of HCV.

Methods: Individuals between 30 and 64 years old from Phetchabun

(n = 1667) and Khon Kaen (n = 1410) were asked to complete a

detailed questionnaire designed to identify HCV-related risk factors.

Blood samples collected were screened for anti-HCV antibodies.

Positive samples were genotyped using the HCV core gene sequence

and further assessed for the hepatitis B virus surface antigen (HBsAg)

and HIV antigen/antibody.

Result: The seroprevalence rates of anti-HCV antibody-positive

carriers were 15.5% (259/1667) in Phetchabun and 3.6% (51/1410) in

Khon Kaen. In Phetcahbun, co-infections with HBsAg (5.0%) and

HIV (0.39%) were significantly higher than in Khon Kaen where the

rates were 3.9 and 0%, respectively. Education (less than high school)

and agriculture-related occupation were significantly associated with

HCV in Phetchabun, while male gender, intravenous drug use (IVDU)

and tattoos were significant HCV risk factors in both provinces (p\
0.05). HCV genotype 6 (36.9–38.7%), genotype 3 (29.0–32.5%) and

genotype 1 (30.5–32.3%) were identified in this study. The estimated

HCV seropositivity and viremic carriers were14261 and 11,061 per

100,000 in Phetchabun, and 3424 and 2224 per 100,000 in Khon

Kaen. A simple scoring system using the examined risk factors was

derived in order to provide a useful preclinical tool to screen indi-

viduals at risk of chronic HCV infection prior to intervention.

Conclusion: The present HCV endemicity, therefore, correlates with

socioeconomic status, particularly with past IVDU and tattooing in

rural Thailand. Knowledge gained from this study will assist in HCV

screening and promote access to anti-viral treatment in HCV high-risk

groups.

PP1854

Interferon combine ribavirin therapy for hepatitis C and its
impact on glomerular filtration function

Jia Xu1, Junqi Niu1

1The First Hospital of Jilin Universitiy, Changchun

Background: Hepatitis C Virus can cause different degrees of kidney

injury. Our study aimed to explore whether or not the interferon

alpha-2b plus ribavirin can improve glomerular filtration function in

patients with chronic hepatitis C.

Methods: Demographic data were collected for 404 chronic hepatitis

C patients from an HCV-endemic region in China, 106 subjects were

involved in the interferon alpha-2b plus ribavirin anti HCV treatment.

Laboratory tests included liver function, blood routine, renal function,

blood lipid profile, blood glucose, urine routine and HCV

quantification.

Result: Compared with before and after antiviral treatment, the eGFR

and creatinine of unattended with HCV RNA positive group had a

significant progress (eGFR p = 0.032, creatinine p = 0.0026), while

spontaneous clearance group (eGFR p = 0.072, creatinine p = 0.052),

treatment cured group (eGFR p = 0.494, creatinine p = 0.838) and

treatment uncured group (eGFR p = 0.063, creatinine p = 0.799) did

not, the result of urea nitrogen is only treatment cured group had

significantly improved, others did not. While as to ACR classification,

albuminuria and cystatin C there were no significant differences.

HCV genotype, HCV RNA before treatment and HCV RNA differ-

ence between before and after treatment had no significant correlation

with the progress of eGFR.

Conclusion: Antiviral treatment can improve chronic hepatitis C

patients’ eGFR, creatinine and urea nitrogen. We should stick to 48

weeks’ complete antiviral treatment, in order to improve the kidney

function.

PP1855

Effects of hepatitis C virus infection on the safety
of chemotherapy for breast cancer patients: a retrospective study

Yu Liu1, Zhanyi Li1, Yuankai Wu1, Jiani Wang1, Yong Huang1

1The Third Affiliated Hospital of Sun Yat-sen University, Guangzhou

Background: Hepatitis C virus (HCV) is a major pathogen of chronic

viral hepatitis, and approximately 38 million patients are infected

with HCV in China. However, little information is available regarding

the effects of HCV infection during chemotherapy for breast cancer

and the impact of HCV infection on the toxicity of chemotherapy and

targeted therapy

Methods: We performed a retrospective survey of 835 patients who

were diagnosed with breast cancer between January 2010 and

December 2015 at our institution. All patients had been screened for

HCV infection at the time of breast cancer diagnosis. We
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retrospectively investigated the toxicities of chemotherapy and

changes in HCV load based on a review of the patients’ medical

records.

Result: A total of 21 patients with positive anti-HCV antibody tests

received chemotherapy. The median patient age was 46.3 ± 11.2

years. Four (19.0%) patients exhibited abnormal liver function at

baseline. The morbidity of abnormal liver function at baseline was

higher in HCV-infected patients than in other patients (19.0 vs. 0, P =

0.000). Four patients received trastuzumab therapy. Five (23.8%)

patients who received chemotherapy developed hepatitis. No patients

presented with HCV reactivation. The morbidity of hepatitis and the

rate of disruption of chemotherapy were not significantly different

between breast cancer patients without HCV infection and those with

HCV infection (23.8 vs. 14.2%, P = 0.342, and 9.5 vs. 5.0%, P =

0.619, respectively).

Conclusion: HCV infection had no adverse impact on chemotherapy

in breast cancer patients. However, consultation with a gastroen-

terologist and the close monitoring of liver function during the course

of chemotherapy may benefit patients.

PP1856

Mutations in NS2 and NS5B adapted infectious hepatitis C virus
genotype 1 clone to hepatoma Huh7 cells

Fuxiang Zheng1, Liang Rong1, Jiemin Shen1, Yetong Feng1,
Guosheng Yuan2, Yuanping Zhou2, Yi-ping Li1,3

1Institute of Human Virology and Key Laboratory of Tropical Disease
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Background: Hepatitis C virus (HCV) is an important human

pathogen chronically infecting 180 million people worldwide.

Genotype 1 virus is the most prevalent and accounts for approxi-

mately 50% of all HCV infections. Recently, we developed infectious

full-length HCV genotype 1 and 2 clones using adaptive mutations, of

which TNcc (genotype 1a) represents the most efficient clone.

However, the infectivity of these HCV clones were only characterized

using hepatoma Huh7.5 cells, a cell line deficient in RNA sensing

RIG-I signaling pathway. It is still unknown whether the infectious

HCV clones are viable in Huh7 cells that possess a functional RIG-I

pathway. The aim of this study was to examine the viability of TNcc

in Huh7 cells.

Methods: RNAs of TNcc were transfected into Huh7 and Huh7.5

cells, and HCV infection was determined by immunostaining for Core

antigen. After virus spread to most of cultured cells, supernatant was

collected and passaged to naive cells, and passage-recovered viruses

were sequenced for the ORF.

Result: In three transfection experiments, TNcc virus were severely

attenuated in Huh7 cells, with a In three transfection experiments,

TNcc virus was severely attenuated in Huh7 cells, with a lower level

of RNA replication and virus spread, compared to Huh7.5 cells.

Efficient virus spread was observed after 2 or 4 passages in Huh7

cells, and the infectivity titers were also comparable to those collected

from Huh7.5 cell cultures. ORF sequence analysis of Huh7-recovered

HCV identified eight amino acid mutations in nonstructural viral

proteins, of which each was found at least in two of three independent

experiments. Introduction of each of eight mutations back to TNcc

demonstrated that mutations in NS2 and NS5B, singly or in combi-

nation, increased HCV replication in Huh7 cells. Moreover, we

demonstrated that both Huh7- and Huh7.5-recovered viruses showed

similar sensitivity to interferon a2b treatment in Huh7.5 cells.

Conclusion: Mutations in NS2 and NS5B could further adapted TNcc

to hepatoma Huh7 cells. Ongoing work is to investigate the mode of

action of these mutations in the complete HCV life cycle. The study

was supported by the Grants from NSFC, No. 31470263 and

81470856.
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Correlation analysis of HCV RNA quantitative, HCV antibodies
and HCV core antigen in interferon/ribavirin therapy patients

Xiumei Chi1, Yu Pan1, Jing Huang1, Min Liu1, Xiaomei Wang1,
Junqi Niu1

1The First Hospital of Jilin University, Changchun

Background: Chronic infection with hepatitis C virus presents more

than 130 million people in the world. Diagnosis and monitoring of

HCV infection relies mainly on the detection of HCV RNA and HCV

antibodies (anti-HCV). Recently a commercial assay for the detection

of HCV core antigen (HCVcoreAg) has been developed. We evaluate

the correlation of HCV RNA, HCVcoreAg and anti-HCV to elucidate

the role and significance of HCVcoreAg in the diagnosis and man-

agement of HCV patients.

Methods: 439 Samples were obtained from 160 patients with chronic

HCV infection who were treated with IFN plus RBV for 48 weeks

then observation duration was extended to 72 weeks. Clinical test was

performed at 0, 4, 12, 48 and 72 weeks. HCV RNA was detected

using the Cobas-TaqMan assay or mplicor-HCV-Monitor (Roche-

Diagnostics, Germany). HCVcoreAg was quantified by automated

immunoassay (Architect, i System i2000, Abbott, Germany). Anti-

HCV detected by Elecsys Anti-HCV II (Roche-Diagnostics,

Germany).

Result: HCVcoreAg showed good correlation with HCV RNA in the

majority but not all of the 439 samples (Spearman correlation coef-

ficient = 0.728, P = 8.14E-66). 9 of them showed that HCVcoreAg

were positive when HCV RNA were not detective in 12 weeks.

Whereas all the 9 patients were relapse in 72 weeks. Anti-HCV was

not relative with HCV RNA and HCVcoreAg (Spearman correlation

coefficient = 0.151, P = 0.03). Anti-HCV during the first 12 weeks of

treatment had no significant change, but in 72 weeks was significantly

decreased.

Conclusion: HCVcoreAg represents a stable and reliable marker of

viral replication showing a good correlation with HCV RNA. HCV-

coreAg determination can be used to both for the identifying active

HCV infection confirm viral replication and monitor viral load or

acquisition of HCV over time. Hepatitis C antibody will decline in the

patient care process.

PP1858

Change in FIB-4 as a predictor of liver-related mortality
in hepatitis C patients who did not receive interferon-based
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Li Xiao1, Wei-Hong Wang2, Jian-chun Xian1, Yang Li1, Xiu-Zhen
Yang1, Lun-Gen Lu3

1Taizhou People’s Hospital of Jiangsu Province, Taizhou, Zhejiang;
2Liaocheng People’s Hospital of Shandong Province, Liaocheng,

Hepatol Int (2017) 11 (Suppl 1):S1–S1093 S1071

123



Shandong; 3Shanghai General Hospital of Nanjing Medical

University, Shanghai

Background: Noninvasive fibrosis scores, measured at baseline, have

been shown to predict liver-related mortality in chronic hepatitis C

patients. It remains unknown if a change in fibrosis score over time

predicts mortality in hepatitis C patients who did not receive inter-

feron-based therapy.

Methods: A total of 137 patients who did not receive interferon-

based therapy from Jan 2006 to Jun 2015 in two centers were enrolled

in this retrospective cohort. Aspartate aminotransferase-to-platelet

ratio index (APRI) and FIB-4 index were calculated at baseline and

every year during follow-up to determine the changes in fibrosis

scores. Factors associated with mortality were assessed by Cox

regression analysis.

Result: The follow-up time was 5.73 ± 1.6 years. Baseline severe

fibrosis was significantly associated with increased risks of all-cause

mortality {APRI: hazard ratio (HR) = 2.33 [95% confidence interval

(CI): 1.071–5.067, p = 0.033]; FIB-4: HR = 2.131 (95% CI

1.092–4.156, p = 0.027)} and liver-related mortality [APRI: HR =

3.259 (95% CI 1.149–9.245, p = 0.026); FIB-4: HR = 3.959 (95%

CI1.070–14.642, p = 0.039)]. Annual change in FIB-4 but not APRI

was predictive of all-cause mortality (HR = 2.388, 95% CI

1.072–5.323, p = 0.033] and liver-related mortality (HR = 5.604,

95% CI 2.136–14.702, p = 0.001). The longitudinal analysis showed

higher overall fibrosis marker (APRI and FIB-4) levels, as well as

more rapid increases in fibrosis marker levels (especially FIB-4) in

patients dying liver-related death compared with nonliver-related

death.

Conclusion: Both baseline APRI and FIB-4 index are independently

associated with all-cause mortality in patients without interferon-

based therapy. An annual elevated FIB-4 index over time may benefit

from monitoring for the development of liver-related diseases.

PP1859

Influencing factors of liver impairment and fibrosis progression
in chronic hepatitis C patients without antiviral therapy

Fei Kong1, Xiumei Chi1, Xiaomei Wang1, Yue Qi1, Jinglan Jin1,
Jing Jiang1, Junqi Niu1

1The First Hospital of Jilin Universitiy, Changchun

Background: Chronic hepatitis C virus (HCV) infection occur in

approximately 55–85% of infected individuals. Factors which influ-

ence liver impairment and fibrosis progression of chronic HCV

infection remain to be identified. The purpose of the present study was

to identify variables associated with liver impairment and fibrosis

progression in a referred population of Chinese patients.

Methods: The host, viral and environmental factors known to likely

influence the nature history of HCV infections were analyzed in 487

treatment-naive, both antibody to HCV (anti-HCV) and HCV RNA

persistent positive subjects. Univariate and multivariate analyses were

performed to identify those factors associated with liver impairment

and fibrosis progression.

Result: Of the 487 study subjects, 252(51.7%) had abnormal ALT

(alanine aminotransferase), 261(53.6%) had abnormal AST (aspartate

aminotransferase), and 78(16.0%) had severe liver fibrosis (FibroScan

value C12.4 Kpa). In univariate analysis, male (81.3 vs 60.4%, P\
0.001) and alcohol consumption (63.5 vs 49.4%, P = 0.002) were

positively associated with ALT abnormality, but history of icteric

hepatitis (3.8 vs 8.3%, P = 0.039) was negatively associated with

ALT abnormality. Male (78.2 vs 63.3%, P \ 0.001), with alcohol

consumption (63.6 vs 48.7%, P = 0.001), HCV RNA\49105IU/ml

(41.0 vs 25.7%, P = 0.001) and HCV RNA 1b genotype (60.9 vs

48.2%, P = 0.024) were more likely to have abnormal AST, but

patients with history of icteric hepatitis (3.8 vs 96.2%, P = 0.039)

were less likely to have abnormal AST. In multivariate analysis, only

male (OR = 3.23, 95% CI 1.51–6.91) was associated with abnormal

ALT, while HCV RNA 1b genotype (OR = 2.06, 95% CI 1.40–3.05)

and HCV RNA \4 9 105IU/ml (OR = 2.28, 95% CI 1.50–3.47)

remained associated with AST abnormality. Factors associated with

severe liver fibrosis was analyzed among 484 chronically HCV

infected patients, severe liver fibrosis is more likely to occur in

patients with older age ([55 years) (42.3 vs 29.1%, P = 0.001) or

current co-infection with HBV (9.0 vs 3.0%, P = 0.001). Addition-

ally, only age (OR = 1.78, 95% CI 1.08–2.94) and current co-

infection with HBV (OR = 3.13, 95% CI 1.12–8.71) remained sig-

nificantly related to severe fibrosis using multivariate analysis.

Conclusion: Male, HCV RNA 1b genotype and HCV RNA\49105

IU/ml may associate with liver impairment, while older age and

coinfection with HBV may related to fibrosis progression.

PP1860

The relationship between the expression level of the NK cells
surface receptors and antiviral effect in HCV patients

Ya Ping Han1, Nan Nan Hu1, Yuan Liu1, Jun Li1

1Department of Infectious Diseases, The First Affiliated Hospital of

Nanjing Medical University, Nanjing

Background: Previous research shows that there is a close relation

between the removal of chronic hepatitis C virus (HCV) infection and

chronicity. The functional activity of NK cells depends on the NK cell

receptor (NKR)-mediated cell activation and is regulated by its cell

surface receptors and inhibitory receptors. Thus, we dynamically

monitored the changes of NK cells surface receptors of patients with

Chronic Hepatitis C (CHC) before and after Interferon a-2a therapy

combined with ribavirin treatment and investigated the association of

the expression level of NK cell surface activation and inhibition

receptors with antiviral effect during antiviral therapy.

Methods: We treated 30 patients of CHC with peg-IFNa or ordinary

IFNa combined ribavirin according to genotypes for 24 weeks or 48

weeks and then determined the changes of NK cells and natural

cytotoxic receptors (NCR), NKp46, NKp30, NKp44 and C type lectin

family (CL-SF) receptor NKG2A, NKG2C, NKG2D expression

levels in patients by using flow cytometry before antiviral treatment

of 0 weeks, 4 weeks, 12 weeks and 24 weeks, 48 weeks and 24 weeks

after treatment. We also investigated the association between the

changes of host NK cell surface related receptors and antiviral effect.

Result: (1) Natural cytotoxic receptor NKG2C on NK cells surface in

patients with CHC was lower than that of the control group, and C

type lectin family (CL-SF) receptor NKGA has a higher level than

healthy people before therapy. (2) NKp46 and NKp30 increased

significantly during IFN therapy. (3) After 12 weeks, 24 weeks, 36

weeks and 48 weeks antiviral treatment, the level of the receptors

NKp46 and NKp30 in sustained viral response (SVR) group were

significantly higher than those before the treatment, and the expres-

sion of inhibitory receptor NKG2A was significantly lower than that

before the treatment. The differences were statistically significant (P

\ 0.05), After antiviral treatment, NKp46, NKp30, NKp44, NKG2C

and NKG2D in non-SVR group were less improved than those before

the treatment, but there were no significant differences.

Conclusion: Interferons combined ribavirin treatment can increase

the expression of some activated receptors on NK cells surface and

reduce NK cells surface inhibitory receptors in patients with CHC.

The treatment enhanced the killing and recognition ability of NK cells
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on target cells probably by regulating quantity and function of acti-

vated receptors or inhibitory receptors on NK cells surface.

PP1861

The PCR-fluorescent probe method and sequencing of nested
PCR method in detecting comparative study of Chinese common
HCV genotypes

Tao Wu1, Feng Lin1

1Hainan General Hospital, Hainan

Background: Based on genetic diversity, HCV is classified into 7

genotypes, 67 classified subtypes and 20 unclassified subtypes.

Otherwise, only five subtypes were commonly characterized in China,

including 1b, 2a, 3a, 3b, and 6a. At present, the nested PCR method to

detective the HCV genotype is very accurate but complicate. The

PCR-fluorescent probe method is a new way for Chinese common

HCV genotype detection. However, the application value of The

PCR-fluorescent probe method is unknow.

Methods: Randomly selected serums of 166 cases in March, 2016–

June, 2016 chronic HCV infection specimens from all over the

country, first of all, the PCR-fluorescent probe method to test the

HCV genotype, again use the nested RT-PCR (RT) nested-PCR

amplification of HCV CE1 genetic regions and sequencing, the

phylogenetic tree analysis to determine the genetic subtypes, then put

the two different methods of HCV classification results are compared.

Result: The results of PCR-fluorescent probes the intense parting 166

cases, among them: 1 b for 68 cases (41.0%), 2 a for 34 cases

(20.5%), 3 a in 16 cases (9.6%), 3 b for 25 cases (15.0%), 6 a is 23

cases (13.9%); Sequencing the intense parting nested PCR in 166

cases, among them: 1 b for 66 cases (39.8%), 2 a for 34 cases

(20.5%), 3 a in 16 cases (9.6%), 3 b for 27 cases (16.2%), 6 a is 23

cases (13.9%). Compared two kinds of results with Kapper consis-

tency test, PCR fluorescence probe method of classification in 2 case,

1 b sequencing method for 3 b, the two methods of coincidence rate

was 98.7%.

Conclusion: PCR-fluorescence probe method and sequencing of

nested PCR method for our common HCV genotype testing coinci-

dence rate is high. The operation of PCR-fluorescence probe method

is simple, rapid, and is worth clinical promotion.

PP1862

Correlation between HCV and HBV Serum Markers of Hepatitis
B Virus and Hepatitis C Virus in Co-infected Patients in Chinese
Population

Ge Yu1, Xiumei Chi1, Ruihong Wu1, Xiaomei Wang1, Xiuzhu
Gao1, Yu Pan1, Junqi Niu1

1The First Hospital of Jilin Universitiy, Changchun

Background: Hepatitis B virus (HBV) and hepatitis C virus (HCV)

co-infections contributes to a substantial proportion of liver disease

worldwide. The aim of this study was to assess the clinical and

virological features of HBV-HCV co-infection.

Methods: Demographic data were collected for 3238 high-risk people

from an HCV-endemic region in China. Laboratory tests included

HCV antibody, HCV core Ag and HBV serological markers. Anti-

HCV positive samples were analyzed for HCV RNA levels and

subgenotypes. HBsAg-positive samples were tested for HBV DNA.

Result: A total of 1468 patients had chronic HCV and/or HBV

infections. Among them, 1200 individuals were classified as HCV

mono-infected, 161 were classified as HBV mono-infected, and 107

were classified as co-infected. To test whether patients with HBV-

HCV co-infection have a lower level of HCV core Ag compared to

patients with HCV mono-infection, we measured HCV core Ag levels

in the 107 HBV-HCV patients and in 107 age- and gender-matched

patients with HCV mono-infection. Similar to the HCV RNA find-

ings, the percentage of HCV core Ag-positive patients was

significantly lower in the HBV-HCV co-infected group than in the

HCV mono-infected group (52.34 versus 72.90%, respectively; P \
0.001) as were the mean HCV core Ag levels (3.14[IQR,2.09–832.0]

versus 1830[IQR, 33.26–4516], respectively; P\0.0001). There was

no significant difference in the percentage of HCV core Ag-positive

patients between the HBV DNA-negative/HBV-HCV co-infection

group and the HBV DNA-positive/HBV-HCV co-infection group

(58.82 versus 51.11%, respectively; P = 0.559); nor was there a

significant difference in mean HCV core Ag levels between these two

groups (1760 ± 2970 versus 1434 ± 3095 mean ± SD; P = 0.509).

There percentage of HCV core Ag-positive patients in the HCV RNA-

negative/HBV-HCV co-infection group was significantly lower than

in the HCV RNA-positive/HBV-HCV co-infection group (28.0 versus

73.68%, P\0.0001). There was also a significant difference in mean

HCV core Ag levels between these two groups (3.576 ± 5.906 versus

2785 ± 3753 mean ± SD; P \ 0.0001). We found a significant

negative correlation between HCV RNA load or HCV core Ag level

with HBV DNA load (r = -0.276 and r = -0.242). There was a

negative correlation between HBsAg levels and HCV RNA (r = -

0.200, p = 0.039). As expected, high correlations were found between

the HCV RNA load and HCV core Ag level (r = 0.781) as well as

between the HBV DNA load and HBsAg level (r = 0.558) in patients

with HBV-HCV co-infecton.

Conclusion: As we anticipated, there was a significant negative

correlation between HCV RNA load or HCV core Ag level and HBV

DNA load as well as between HBsAg levels and HCV RNA levels.

Which showed that, overall, HBsAg levels had a positive correlation

with HBV DNA and a negative correlation with HCV RNA levels.

PP1863

L-carnitin suppress hepatitis C virus assembly through anti-
adpogenic effect

Goki Suda1, Yoko Tsukuda1, Koji Ogawa1, Masato Nakai1,
Takuya Sho1, Kenichi Morikawa1, Naoya Sakamoto1

1Departments of Gastroenterology and Hepatology Hokkaido

University, Sapporo, Japan

Background: Hepatitis C virus (HCV) has been reported to hijack

fatty acid metabolism in infected hepatocytes, taking advantage of

lipid droplets for virus assembly. In this study, we analyzed the anti-

HCV activity of l-carnitine, a substance involved in the transport of

fatty acids into mitochondria.

Methods: JFH-1 or HCV replicon-transfected Huh7.5.1 cells were

treated with or without l-carnitine to examine its anti-HCV effects.

The effects of l-carnitine on HCV entry, HCV-induced adipogenesis

and lipid droplet formation, and HCV-induced oxidative stress were

examined.

Result: Treatment of JFH-1-infected cells with l-carnitine inhibited

HCV propagation in a concentration-dependent manner. In contrast,

l-carnitine had no anti-HCV activity in the HCV replicon system,

which is lacking viral assembly. In addition, l-carnitine did not affect

HCV entry. However, l-carnitine treatment decreased intracellular

lipid droplets, which are crucial for HCV assembly in JFH-1-infected
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cells. The expression level of CPT-1 was decreased in JFH-1-infected

cells, and l-carnitine treatment restored this expression. HCV-infected

cells exhibited increased production of reactive oxygen species and

glutathione oxidation. l-Carnitine decreased oxidative stress induced

by JFH-1-infection, as shown by glutathione/glutathione disulfide

assays and MitoSOX staining.

Conclusion: l-Carnitine exhibited anti-HCV activity, possibly by

inhibiting HCV assembly and through its anti-adipogenic activity in

HCV-infected cells. Moreover, l-carnitine has antioxidant properties

in HCV-infected hepatocytes. Overall, these results indicated that

l-carnitine may be an effective adjunctive agent in antiviral therapies

to treat chronic hepatitis C.

PP1864

Cross-sectional study on risk factors associated with hepatitis C
(HCV) infection

Wah Wah Phyo1, Seng Gee Lim1, Yoon Wai Lee1

1National University Health System Singapore, Singapore, Singapore

Background: Singapore accounts for \1% (46,090 out of 83 mil-

lions) of Asian population having HCV antibodies (Lavanchy D,

2010), with 1 and 3 as major genotypes. Routes of transmission are

mainly percutaneous exposure to infected blood and blood products,

unsafe injection practices and intravenous drug abuse. There have

been no studies in Singapore that examine the genotype distribution,

risk factors for transmission and the treatments given. In this study,

the common risk factors evolved around the HCV infected patients

will be examined, so that a strategy to identify and treat these patients

can be initiated.

Methods: It is a single centre, cross-sectional study at National

University Hospital of Singapore. Clinical risk factors of 266 patients

seen between 2004 and 2016 at the University Digestive Centre were

retrospectively collected from electronic medical records. All inclu-

ded patients have given consent to allow use of their medical history

for future research purposes.

Result: Preliminary analysis shows that out of 266 patients, two-

thirds (62%) are males with the average age of 51 (50–53) years and

genotype 1 being the commonest type of infection (51.5%). Other less

common genotypes are 3, 6 and 2 at 28.5, 10.3 and 5.5% respectively.

Majority of the patients in the study belongs to Chinese ethnicity

(42.9%) and 44.4% to other ethnicity groups such as Indonesian,

Burmese, Korean and Vietnamese. 36.4% had history of blood

transfusion, 16.6% previous repeated IV drug usage, 12.4% organ

transplantation, 12.3% blood disorders, 8.8% receiving haemodialysis

from end-stage renal disease, 8.1% previous dental procedure and

3.9% getting tattoo done before 1992. More than one-third (39.8%) of

the patients are citizens or permanent residents while the rest are non-

residents (47%) and migrants who are either studying or working

(12.4%). Regarding marital status, 79.8% are married and only 14.9%

of patients’ households have known HCV antibodies positive. With

211 missing data for education status, 16.5% are degree holders.

Treatment was initiated in 88.2% with the majority of them provided

either with standard peg-interferon and ribavirin (PR) at 49.5% or

with combination of PR and DAA at 25.5%.

Conclusion: In conclusion, the preliminary data shows that majority

of patients infected with HCV are males and Chinese ethnicity where

almost half of the infected patients seen are from neighbouring

countries. Genotype 1 and 3 still are the commonest types which is

similar to existing prevalence. Blood transfusion, IV drug usage,

organ transplantation and having blood disorders are the high-fre-

quency risk factors whose relationship with hepatitis C infection

should be examined properly.

PP1865

Involvement of the RAN/PTB axis in hepatitis C virus infection

Jihua Xue1, Huafa Yin1, Qian Su1, Yafeng Sun1, Dongmei Zhao1,
Jingting Zhou1, Jiabin Li2,3

1Department of Infectious Diseases, The First Affiliated Hospital of

Anhui Medical University, Hefei; 2Department of Infectious

Diseases, First Affiliated Hospital of Anhui Medical University,

Hefei, Anhui; 3Department of Infectious Diseases, Chaohu Hospital

affiliated to Anhui Medical University, Chaohu, Anhui

Background: Ras-related nuclear protein (RAN) is a small GTP

binding protein belonging to the RAS superfamily. It is indispensable

for the translocation of RNA and proteins through the nuclear pore

complex, and also involved in controling DNA synthesis and cell

cycle progression. Because of its many functions, it is likely that RAN

interacts with several other proteins. This study aims to investigate

the role and the underlying mechanisms of RAN in hepatitis C virus

(HCV) infection in an HCV cell culture system using a JC1-Luc

chimeric virus.

Methods: Huh7.5.1 cells were infected with JC1-luc wild-type

virus for 24 h, then incubated with complete medium for an

additional 48 h. Cells were collected and lysed for real-time

quantitative RT-PCR and western botting analysis to determine the

expression level of HCV Core and RAN. RAN siRNA was used

for scilencing RAN, western botting was used to evaluate the

expression of HCV Core and RAN and the cytoplasmic translo-

cation of polypyrimidine tract binding protein (PTB). Co-

immunoprecipitation experiment was used to examine the inter-

action between RAN and PTB.

Result: Our results showed that HCV infection significantly induced

the expression of RAN and the cytoplasmic redistribution of PTB.

Which was dramatically inhibited by RAN silencing. And a direct

interaction of RAN with PTB was demonstrated by co-immunopre-

cipitation experiment. As PTB in the host cytoplasm is directly

associated with HCV replication, the involvement of RAN in HCV

replication can be the results of cytoplasmic accumulation of PTB.

Conclusion: Our results demonstrate that the involvement of RAN in

HCV infection is medited by influencing the cytoplasmic
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translocation of PTB. Our work uncovered a new mechanism

responsible for host cellular factors involved in HCV infection, and

could potentially aid the development of novel anti-HCV

therapeutics.

PP1866

Epidemiological study of hepatitis C virus antibody in 104,467
patients of Sichuan

Luo Tingting1

1Department of Infectious Diseases, Sichuan Provincial People’s

Hospital, Chengdu, Sichuan

Background: The chronic rate of hepatitis C is as high as 50–85%.

After 20 years later of infection, the incidence of cirrhosis is 10–15%;

after 30 years, the incidence of HCV related HCC is 1–3%. Resear-

ches have shown that combined treatment with peg interferon and

ribavirin (PR) of Chinese patients can reach SVR of more than 80%;

especially in recent years, the uses of Direct acting antivirals (DAAs),

provide more remedy opportunities for the patients with contraindi-

cations to interferon, and make the SVR increased significantly. So

early detection of HCV antibodies can enable patients to receive early

treatments, effectively control the disease progression. China has

conducted two anti -HCV epidemiological investigation, but the

difference is large. The survey in 2006 showed the positive rate of

anti-HCV in health people aged between 1 and 59 years old was

0.43%, and the positive rate was 0.40% in the western region.

Therefore, in order to further understand the current situation of

patients infected with HCV in Sichuan area, the anti-HCV results

from January 2014 to June 2015 in inpatients and outpatients of

Sichuan Provincial People’s Hospital were retrospectively analyzed.

Methods: Enzyme-linked immunosorbent assay was carried out to

detect the hepatitis C virus antibody (anti-HCV) in the blood of

104,467 outpatients and inpatients

Result: In 104,467 blood samples, there were 743 cases with the anti-

HCV tested positive, the positive rate of anti-HCV was 0.71%; the

positive rates of the male and female were 0.72 and 0.70% respec-

tively; the statistical analysis showed the difference in the positive

rate between the genders was not statistically significantly (P[0.05);

the positive rate of the anti-HCV in the outpatient department was the

highest (2.73%), followed by the internal medicine department

(1.06%), the surgery department (0.67%), and the medical examina-

tion department (0.22%);the difference in the positive rate between

the various departments was statistically significant (P \ 0.05); the

highest positive rate of the anti-HCV in the internal medicine

department were department of infectious diseases (3.16%), depart-

ment of hematology (1.62%), and the department of digestion

(1.45%). the positive rate of the anti-HCV was the highest in the

patients aged between 40 and 49 years old (1.08%), and was the

lowest in the patients aged below 19 years old (0.61%); the difference

in the positive rate between the various ages was statistically signif-

icant (P\ 0.05).

Conclusion: The positive rate of anti -HCV in our hospital outpa-

tients and inpatients was 0.71%; the study sample volume is large,

and it can basically represent the anti-HCV positive epidemic status in

Sichuan Province. Strengthening the anti -HIV screening, ensuring

early detection, early diagnosis, early treatment, so as to improve the

diagnosis and treatment of HCV infection related diseases and to

prevent the spread of HCV.

PP1867

The kinetics of granulocytic myeloid-derived suppressor cells
in chronic hepatitis C patients treated with direct-acting
antivirals

Jijing Shi1, Yuanyuan Li2, Wenxian Chang1, Fu-Shing Wang1

1Beijing 302 Hospital, Beijing; 2302 Hospital of PLA, Beijing

Background: Myeloid-derived suppressor cells (MDSCs) are

heterogeneous immature myeloid lineage cells broadly classified into

two groups-granulocytic and monocytic. Recently, some reports

showed that HCV can induce MDSCs, resulting in a promotion of

Tregs development and suppression of effector T cells function. But

the role of granulocytic MDSCs (gMDSCs) cannot be clear in chronic

hepatitis C (CHC) patients. In our study, we investigated the char-

acteristics of gMDSCs within CHC patients treated with direct-acting

antivirals (DAAs).

Methods: 15 CHC patients treated with IFN-free regimens for 6

months are enrolled. Blood samples were collected before and during

IFN-free treatment with daclatasvir and asunaprevir and compared

with samples from the blood of 10 healthy individuals (controls). The

phenotypic and functional characteristics of gMDSCs and T cells

were analyzed by multicolor flow cytometry.

Result: 13 patients with a sustained virologic response 24 weeks after

completion of therapy (SVR24) and 2 with treatment failure, one

patient had virologic breakthrough at week 8, and the other patient

relapsed at the end of treatment. Compared to controls, the percent-

ages of gMDSCs from CHC patients were significant increased (p \

0.01). A rapid decrease of gMDSCs in all patients was associated with

the increased expression of TCR f chain on CD8 + T cells. But there

was a rebound of gMDSCs in the two patients who treated unsuc-

cessfully when the viraemia become detectable at week 8 or the end

of treatment.

Conclusion: DAA-mediated clearance of HCV is associated with the

decrease of gMDSCs, suggesting that gMDSCs may suppress T cell

responses in chronic HCV infection.
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PP1868

Patients with chronic hepatitis C are now admitted to the clinic
at older age and with more severe liver disease

Raim Iliaz1, Tuba Yuce2, Sinan Torun2, Bilger Cavus1, Mine
Gulluoglu3, Muruvvet Bozaci4, Cetin Karaca1, Filiz Akyuz1,
Kadir Demir1, Fatih Besisik1, Sabahattin Kaymakoglu1

1I.U. Istanbul Medical Faculty, Department of Gastroenterology,

Istanbul, Turkey; 2I.U. Istanbul Medical Faculty, Department of

Internal Medicine, Istanbul, Turkey; 3I.U. Istanbul Medical Faculty,

Department of Pathology, Istanbul, Turkey; 4I.U. Istanbul Medical

Faculty, Department of Microbiology, Istanbul, Turkey

Background: Despite advances in the treatment of hepatitis C

infection in recent years, it is noteworthy that patients are admitted to

clinics with more advanced stage liver disease and complications. In

this study, we aimed to investigate the changes in epidemiological

and clinical characteristics of patients with chronic hepatitis C over

the years.

Methods: We retrospectively evaluated patients with chronic hep-

atitis C who applied to our clinic for the first time in 2 different time

periods. These two periods consisted of four consecutive years with a

decade interval between them. We evaluated the baseline demo-

graphic and clinical characteristics of the patients at presentation who

admitted on January 1996-January 2000 (Group 1) versus January

2011-January 2015 (Group 2).

Result: A total of 313 patients were included in the study, 140 for

group 1 and 173 for group 2. Gender distribution was similar between

the first and second groups (p = 0.54). Patients in group 2 were older

than group 1 (45 vs 49 years, p = 0.01). When assessed in detail,

patients over 60 years of age were 12.3% of group 1 and 46.5% of

patients in group 2 (p [ 0.001). BMI was similar between the two

groups (25.8 vs 26.4, p = 0.48). While 19.8% of the patients in group

1 were treatment experienced at time of presentation to our clinic, this

rate was 35.5% in group 2 (p = 0.01). Patients in group 2 had higher

rates of cirrhosis compared with those in group 1 (44.5 vs 18.6%, p\
0.001). The patients with cirrhosis in group 2 had higher decom-

pensation rate compared with group 1 (20 vs 42.9%, p = 0.04). In

group 2, the presence of hepatocellular carcinoma at presentation was

significantly higher than in group 1 (12.8 vs 3.6%, p = 0.004).

Oesophageal varices were found more frequent in group 2 (10.3 vs

35.2%, p \ 0.001). Also, in group 2, multiple (C3) comorbidities

were more frequent compared with group 1 (5 vs 12.1%, p\0.001).

The mean AST (77 vs 57 IU/L, p\0.001) and ALT (124 vs 60 IU/L,

p\0.001) values of the patients in group 1 were higher than those in

group 2. Total bilirubin levels were found higher in patients with

group 2 (0.8 vs 1.1 mg/dl, p = 0.01). Similarly, platelets were also

lower in group 2 (195,600 vs 175,600/mm3, p = 0.048).

Conclusion: The results of this study suggest that patients with

chronic hepatitis C admitted to more advanced stages and compli-

cations of liver disease in recent years. Patients can be diagnosed at an

earlier stage only with large screening programs for risk groups.

PP1869

Sustained virological response in dual infection of chronic
hepatitis B and C

Necati Ormeci1, Hasan Ozkan1, Cagdas Kalkan1, Fatih
Karakaya1

1Ankara University Medical School, Department of Gastroenterology,

Ankara, Turkey

Background: Background/aims: Dual hepatitis B virus (HBV) and

hepatitis C virus (HCV) infections are common in HBV or HCV

endemic areas. In general, the prevalence of dual infection is around

10–20% in patients with chronic HBV infection and 2–10% of anti-

HCV-positive patients to have markers of HBV infection. Still there is

limited information about the treatment of HBV/HCV co-infection.

Determination of the dominant virus before the treatment is impor-

tant. The purpose of our study is to asses the effect of combination of

Peg-İNF alpha and ribavirine therapy in patients co-infected with

hepatitis B and C.

Methods: Materials and methods: Total 1896 viral hepatitis B and C

infected patients that were followed by a single centre between 1998

and 2016. There were 1410 CHB and 486 CHC. Forty patients had co-

infection of HBV and HCV. Average age was 56.5 years. 19 cases

were female and 21 cases were male. Patients were included for the

study if the patients had a positive test for HCV antibody or HCV

RNA and positive test for HBsAg or HBV DNA. Patients were fol-

lowed until death, liver transplantation or during of the study. All of

patients were followed and controlled in every six months.

Result: There were 42 patients HBV + HCV coinfected among 1410

patients with HBV and 7 HBV + HCV coinfection among 476 HCV

infected patients in our study. There were 6 patients with HBV +

HCV in active stage, six patients with inactive HBV carrier and active

HCV, 16 patients with active HBV and inactive HCV, 10 patients

with inactive HBV and inactive HCV, and 2 patients had triple

infection (HBV + HCV + HDV) with a total of 40 patients. We

investigated 1896 patients infected with viral hepatitis B and C. Forty

of them were HBV and HCV co-infected; the ratio of them was 2.1%.

Ten out of 1410 patients with HBV infection were coinfected with

HCV infection. The ratio of them was 2.7%. On the other hand;

coinfected patients ratio among 476 patients with chronic HCV

infection was 6.7%. Sustained virological response ratio is 23% in our

co-infection HBV + HCV patients.

Conclusion: In endemic regions HBV + HCV coinfection is calcu-

lated to be higher. HBV and HCV coinfection was found 2.1% in our

patients. HBV and HCV coinfection is more serious than in patients

with one of the viruses. Complications of viral hepatitis like, fulmi-

nant hepatic failure, cirrhosis, HCC ratio are detected to be higher

among the patients with co-infection. It is important to determine the

type of the dominant virus in order to decide the type of treatment. It

has been reported that combination treatment with Peginterferon plus

Ribavirine in HBV/HCV co-infected patients have similar results as

in patients who have only HCV infection. Prospective controlled

studies in different patients groups with a long follow up period are

needed to propose definite treatment for these patients.

PP1870

Analysis of correlation between serum IL-35, IL-17
and the disease progression of chronic hepatitis C

Caogeng Zhang1, Xiaogang Xiang1, Zhujun Cao1, Yun Wang1,
Liwen Chen1, Qing Xie1, Hui Wang1

1Department of Infectious Diseases and Hepatology, Ruijing

Hospital, Affiliated to Shanghai Jiaotong University School of

Medicine, Shanghai

Background: Immune damage induced by host immune response is

the main pathogenesis of hepatitis C. Accumulating evidence has

been showing that cytokine IL-35 can efficiently suppress the pro-

gression of inflammatory while IL-17 can encourage inflammation.

We aimed to investigate the correlation between serum IL-35, IL-17

and disease progression in patients with hepatitis C.
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Methods: Sixty-five patients with HCV related liver disease,

including 31 chronic hepatitis C (CHC), 26 HCV-cirrhosis, and 8

HCV-HCC (hepatocellular carcinoma, HCC) were enrolled. Periph-

eral blood was collected upon enrollment for IL-35 and IL-17

measurements. Twenty-three healthy volunteers were recruited for

healthy controls (HCs). Spearman correlation analysis was used to

investigate the association between serum IL-35, IL-17 and clinical

parameters (age, sex, blood cell, liver function, AFP, HCV genotype

and HCV viral load).

Result: There is significantly higher (P\0.05) serum IL-17 and IL-

35 in CHC (54.27 ± 21.73 and 132.9 ± 72.88 pg/ml), HCV-cirrhosis

(50.67 ± 20.43 and 177.2 ± 80.91 pg/ml) and HCV-HCC (40.82 ±

16.23 and 167.00 ± 177.20 pg/ml) than in HCs (36.05 ± 13.69 and

76.96 ± 47.96 pg/ml). A descending pattern of both serum IL-17 was

observed with the progression of disease stage (P \ 0.05) while the

ratio of IL-35/IL-17 rose with the aggravation of hepatitis C disease.

Significant correlation between IL17 and IL-35 was observed in CHC

(rho = 0.3818, P = 0.0410) or HCV-LC (rho = 0.4364, P = 0.0480).

Total bilirubin significantly correlated with serum IL-35 in CHC

patients (rho = 0.44, P = 0.03).

Conclusion: Significant elevation of serum IL-17 and IL-35 level was

observed in HCV related liver disease. Serum level of IL-17 gradually

reduced with disease progression, while IL-35 gradually increased.

The ratio IL-35/IL-17 could be used to evaluate disease severity but

needs further validation. The mechanism of IL-17 and IL-35 alter-

ation during the progression of hepatitis C remains to be investigated.

PP1871

Safety of sofosbuvir ledipasvir for the treatment of HCV
in Mongolia

Jargalsuren Palam1 Tserendolgor Davaadorj2, Amarsanaa
Jazag2, Choijamts Nagir2

1Ministry of Health and Sports of Mongolia, Ulaanbaatar, Mongolia;
2Mongolia Association for the Study of Liver Disease, Happy Veritas

Clinic and Diagnostic Laboratory, Ulaanbaatar, Mongolia

Background: The incident of liver cancer in Mongolia generally

caused by HBV and HCV, it is 7 times higher than that worlds

average. In recent studies, 27% percent of the population has been

diagnosed and it is every 1 of 4 people has the virus and most

prevalent cause of HCC and causing number one public health issue.

Mongolia is one of the first countries that registered Harvoni (SOF/

LDV) regimen from developing countries. By the support of Gilead

Patient Assistance Programs of USA, the HCV treatment program in

Mongolia has started on January of 2016.

Methods: We followed and evaluated treatment outcomes of the

patients with HCV infection using Harvoni (manufactured by Gilead

Science). We started our prospective analysis on August until October

2016, for 3 months, on 974 patients. All patients were treated with

SOF/LDV for 12 weeks and, their treatment was evaluated by

quantitative HCV-RNA assays prior and W (week) 4 and W12 of

treatment. Sustained Virological Response (SVR) after 12 weeks of

treatment was assessed. Virus genotype analysis using cDNA

microarray, liver enzymes, CBC and drug related adverse events were

assessed in every patient. All the tests were conducted at Happy

Veritas Laboratories in Ulaanbaatar, Mongolia.

Result: Total of 40 adverse events were observed in 415/976 patients

(43%). Single adverse events were observed in 274/415 (66%),

whereas 2 events were observed in 104/415 (25%) and 3 or more

events were observed 36/415 (9%) on patients respectively. Age wise

35 or lower aged patients were 33/119 (28%), age of 36 to 55,

234/525 (45%) and age of 56 of more, 148/330 (45%) were adverse

evets were observed. Our result by gender wise, out of 328/627 (52%)

on female patients, on male patients, 87/347 (25%) were observed

adverse events. According to the unreported adverse events, such as,

partial facial palsy, AFP (alpha-fetoprotein) increase, melasma were

observed.

Conclusion: Treatment of HCV in Mongolia using all-oral dual DAA

was divided in 3 phases due to shortness of drugs and logistics

arrangements. We were able to include only stage-one patients in this

study. We have achieved 95.5% SVR12W for 3 months treatment

with SOF/LDV this time. Despite the identical adverse events were

found in other Asian and other regions in the world during treatment,

unrecorded adverse were observed such as the facial paralysis, AFP

and facial skin darkening in Mongolia.

PP1872

Use of phylogenetic analysis of hepatitis C virus E1 and NS5B
region sequences to trace an outbreak of HCV in a hemodialysis
clinic

Chen Yunru1, Zhao Yingren1, Chen Tianyan1, He Yingli1

1The First Affiliated Hospital of Xi’an Jiaotong University, Xi’an

Background: Hemodialysis (HD) patients are at high risk for infec-

tion by hepatitis C virus (HCV). The aim of this study was to

investigate HCV outbreak that occurred in a HD center of a public

hospital in Shaanxi Province, China by using epidemiological and

molecular methods.

Methods: We collected blood samples from 35 patients who sero-

converted to anti-HCV antibody positivity (incident cases) after

routine screening carried out in January, 2016. All patients, their close

relatives and health staff involved in the outbreak were tested for

HCV RNA (COBAS TeqMan), and hepatitis C genotype determina-

tion was accomplished by TaqMan-MGB probes. For all isolates, we

performed sequence analysis and phylogenetic tree analysis of non-

structural 5B (NS5B) and E1 region. Risk analysis and auditing

procedures were carried out to define the transmission pathway.

Result: Phylogenetic analysis of NS5B and E1 regions showed that

25 patients and 5 patients were separately infected with 2 different

HCV strains, while the remaining 5 patients harbored unrelated

strains. The multivariate analysis and the auditing procedure disclosed

hand hygiene and inappropriate risk management as the causes of

transmission of the infection.

Conclusion: Molecular and epidemiological analysis suggested

patient-to-patient transmission. The outbreak described should serve

as a reminder to HD providers that patients undergoing dialysis are at

risk for HCV infection and that HCV may be easily transmitted

whenever standard precautions are not strictly applied

PP1873

The genotyping of hcv genes in Heilongjiang Province

Chaoqun Huang1, Lijun Cao1, Fuxiang Wang1

1The Fourth Affiliated Hospital of Harbin Medical University, Harbin

Background: To determine the distribution of HCV genotype among

the HCV infected patients, and provide the theoretical evidence for

the treatment and prevention of HCV in Heilongjiang Province.
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Methods: 50 serum samples were collected from the patients with

anti-HCV antibody. Then the RNA was extracted from the blood.

Fragment of HCV core gene was amplified by nest RT-PCR and the

DNA was sequenced. According to the results of the sequencing, the

genotype was determined by cladogram.

Result: The fragments (+328 to +726 nt) of HCV core gene was

amplified from 42 out of the 50 patients. 12 serum samples (28.57%)

were genotype 1b, 29 (69.05%) were 2a, and only 1 (2.38%) of the

serum was 3a.

Conclusion: The most common genotype of HCV in Heilongjiang

Province was 2a, the second one was 1b, 3a appeared occasionally.

PP1874

Investigation into the high prevalence of hepatitis C virus
infection in a rural village in southwest China

Shiqi Tao1,2, Guangyu Huang1,2, Li Wang1,2,3, Xiaohong Wang1,2,
Guohong Deng1,2, Yuming Wang1,2

1Department of Infectious Diseases, Southwest Hospital, Third

Military Medical University, Chongqing; 2The Chongqing Key

Laboratory for Research of Infectious Diseases, Chongqing; 3Medical

College of Guiyang, Guizhou, China;

Background: To clarify the changing pattern of hepatitis C virus

(HCV) prevalence in China, with the aim of developing appropriate

and effective strategies for the prevention and treatment of this sig-

nificant emerging disease.

Methods: The residents of Village M, located in southwest China,

voluntarily participated in this study. Blood samples were obtained

and anti-HCV titers were tested to determine the HCV status of the

participants. For those who were anti-HCV positive, HCV RNA

levels and genotypes were subsequently tested. HBV-related factors

and anti-HIV titers were also tested. In addition, the methodology

historically used to sterilize needles in the medical center used by the

villagers was recreated to test the effectiveness of this procedure.

Result: Anti-HCV antibody testing showed that 243 (51.2%) of the

475 participants were anti-HCV positive. The majority (175/243) of

anti-HCV positive participants were also HCV RNA positive.

Genotyping based on NS5B sequences showed that the predominant

subtype of HCV was 3b (96.0%), followed by 6a (2.0%) and 1b

(2.0%). The recreated medical procedure indicated that the trans-

mission route might have been inadequately sterilized needles. The

HBV infection rate among participants was 61.4% and the HBV/HCV

co-infection rate was 37.4%, but none of the participants were anti-

HIV positive.

Conclusion: HCV infection was found to be highly prevalent in a

village in southwest China. A new transmission or prevalence pattern

of HCV infection was identified that involved inadequately sterilized

needles. Co-infection with HBV among the anti-HCV positive indi-

viduals was also common.

PP1875

The genotype and subtype distribution of hepatitis C virus
among blood donors of five Chinese blood centers for the period
2012–2014

Yu Zhang1, Miao He1

1Institute of Blood Transfusion, Peking Union Medical College,

Chinese Academy of Medical Sciences, Chengdu

Background: The distribution pattern of Hepatitis C virus (HCV)

genotype (GT) in blood donors of China is experiencing significant

changes with the change of transmission modes and the increasing

mobility of the population in recent years. In voluntary blood donors,

GTs 1b and 2a account for the highest proportion, and HCV GT

distribution also exhibits significant geographical difference. In

addition, the proportion of subtypes 1b and 2a in volunteers decreased

in recent years, and yet subtypes 3 and 6 increased. In this study, we

want to identify the result of the genotype and subtype distribution of

Hepatitis C virus for the period 2012–2014 among anti-HCV positive

donations defined by five blood centers in China.

Methods: A total of 803 plasma samples with anti-HCV screening

positive from five Chinese blood centers (Mianyang, Luoyang,

Urumchi, Chongqing and Guangxi) and donors’ demographic profile

were collected from 2012 to 2014. These screening positive samples

were further analyzed using RT-nest PCR, and Core fragment was

amplified, sequenced and genotyped (at the current stage, we are

continuing to perform the further analysis of NS-5B and E1

fragment).

Result: Core sequences were detected and sequenced in 432 donors,

and 8 subtypes were found. The distribution of HCV subtypes can be

summarized as follows: subtype 1b, 59.49% (257/432); 2a, 17.36%

(75/432); 6a, 12.96% (56/432); 3a, 4.63% (20/432); 3b, 3.47% (15/

432); 6e, 0.93% (4/432); 6n, 0.69% (3/432); 1a, 0.46% (2/432).

Regarding HCV subtype-associated risk factors, there were no sig-

nificant differences among individuals with various subtypes in

gender, marital status, gender, educational level as well as job,

however, significant difference was found in age and ethnicity. As for

age, donors with subtype 1b covered a wide range of ages and 6a was

found mainly in the age of 21–50. However, those with 2a, 3a, 3b

were not found in age group lower than 20. For ethnicity, donors with

subtype 1b and 3b covered a wide range of nationalities, however,

subtype 6a was found mainly in Han and Zhuang.

Conclusion: High HCV GT diversity was found in Chinese volun-

teers, and comparing with some previous studies in China, the

proportion of subtypes 1b and 2a from five blood centers showed a

descending tendency across 2012–2014, and yet genotypes 3 and 6

increased, especially for subtype 6a.

PP1876

The core proteins of different HCV quasi-species have different
pro-apoptotic effect

Guohua Lou1, Yanning Liu1, Zhi Chen1, Min Zheng2

1The State Key Laboratory for Diagnosis and Treatment of Infectious

Diseases, The First Affiliated Hospital, Zhejiang University.

Collaborative Innovation Center for Diagnosis and Treatment of

Infectious Diseases, Hangzhou; 2The State Key Laboratory of

Infectious Disease Diagnosis and Treatment, The First Affiliated

Hospital, Zhejiang University, Hangzhou

Background: The impact of apoptosis in chronic hepatitis C virus

(HCV) infection may be harmful by triggering liver fibrosis and

hepatocellular carcinoma (HCC), or essential in interferon (IFN)

induced HCV elimination. For virtually all HCV proteins, pro- and

anti-apoptotic effects have been described, especially for the core

protein. The core protein has been shown to affect various cellular

signaling pathways and to have pro- and anti-apoptotic effects in

death ligand-mediated hepatocyte apoptosis. The purpose of this

study was to investigate the influence of different quasi-species of

HCV genotype 1b core protein on cell apoptosis of HCC cells.

Methods: Three core protein expression plasmids (COREs) that

contained different truncated core proteins of HCV genotype 1b
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quasispecies were constructed. These HCV core sequences were

derived from tumor tissues (BT) and non-tumor tissues (BNT) from a

HCC patient infected with HCV and C191 (HCV-J6). Apoptosis and

necrosis were quantified by Annexin V/PI analysis. The expressions

of pro- and anti-apoptotic genes were detected by SQ-Real time-PCR

and Western Bot.

Result: HCV CORE could induce apoptosis, and different COREs

could induce apoptosis at different levels in different HCC cell lines.

Among BT, BNT, and C191 transiently transfected Huh-7 cells, the

percentage of apoptotic cells in the BT-transfected group was highest,

and that in the BNT-transfected group was lowest (BT [ C191 [
BNT). While, the percentage of apoptotic cells was highest for C191

(C191 [ BT [ BNT) in COREs-transfected HepG2 cells. And the

expression of pro-apoptotic genes, such as Fas and bax, were

upregulated in all these CORE transfected cells, while the expression

of anti-apoptotic genes, such as Survivin and c-IAP-1 were

downregulated.

Conclusion: These results suggest that HCV CORE can induce cell

apoptosis by regulating the expression of pro- and anti-apoptotic

genes, which may play an important role in the pathogenesis of HCV

persistent infection and HCC, and the CORE of different HCV quasi-

species may have some difference in their pathogenesis.

PP1877

Is there a shift of hepatitis C genotypes in İstanbul?

Kamuran Türker1, Bilge Ozdemir2, Elcin Balci3, Betul Tas4

1Department of Infectious Diseases, Istanbul Bağcılar Training and

Research Hospital, Istanbul, Turkey; 2Department of Microbiology,

Istanbul Bağcılar Training and Research Hospital, Istanbul, Turkey;
3Department of Public Health Erciyes University Faculty of
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Background: Currently hepatitis C virus (HCV) infection can be

cured with new therapy regimens easily then before age of oral

antiviral therapy but known of genotype is important to choose of

HCV treatment regimens yet. The total global prevalence of anti-

HCV was estimated to be 1.6% (1.3–2.1%), corresponding to 115

(92–149) million past viraemic infections. Globally, genotype 1 was

most common, accounting for 46% of all infections, followed by

genotypes 3 (22%), and genotypes 2, 4 (13% each), genotypes 6 (2%)

and genotypes 5(1%). Subtype 1b accounted for 22% of all infections

at the global level. Genotype 1b is mostly found in Europe and Asia

and genotype 3a is highly prevalent here in Australia (40% of cases)

and South Asia. Genotype 4 was most common (71%) in North Africa

and the Middle East, but when Egypt was excluded, it accounted for

34% while genotype 1 accounted for 46% of infections across the

same region. Genotype 1 is the most common type of Hepatitis C

genotype in Turkey. The aim of this study was to estimate the

prevalence and trend of HCV genotypes or subtypes in Istanbul.

Methods: We enrolled 395 CHC patients that were consecutively

admitted to different department of our hospital from July 2010 to

June 2015.

Result: 325 CHC patients included in the study (224 males and 171

females, 56.7 and 43.3%) with mean age of 49.2 years (range 3–86).

Genotype 1 was predominant with a rate of 74.2%; followed by

genotype 3 (17.5%); genotype 2 (5.5%); genotype 4 (2.3%); genotype

3a + 4a (0.2%) mixtype and genotype 5 (0. 2%). 384 patients

nationality have Turkey (97.3%), 6 of Syria (1.6%), 2 of Ukraine

(0.5%), one of Taiwan (0.2%), one of Aizerbaijan (0.2%) and one in

Georgia (0.2%) respectively.

Conclusion: Patients with anti-HCV rate was 1.0% (0.6–2.1%) in

Turkey. Viraemic rate was 82% in this group. There are about half a

million viremic patients. The most frequent genotypes of HCV in

Turkey were 1,3 and 2 respectively (91.8, 4.9 and 2.2%). With the

results of this study we found that rate of genotype 3 was increased.

These results maybe associated with IVDU (Intra venos drug use),

immigrations due to wars. Turkey is an important route in the world

of drug traffiking. It seems that changing of genotypes rate of HCV

will increas in the near future in Istanbul.

PP1878

Nosocomial outbreak of HCV-infection

Narina Sargsyants1

1Armenicum Clinical Center, Yerevan, Armenia

Background: Acute hepatitis C (AHC) is symptomatic in 10–50% of

cases. Loss of HCV RNA occurs in fewer of 20% patients and indi-

cates cure from hepatitis C. The various pathways of HCV

transmission in medical settings have been described, includes

iatrogenic transmission from HCV-infected health care workers

(HCW) to the patients. The injecting apparatus thereby acts as the

vehicle of transmission; HCW acts as the vector, and also the reser-

voir if already HCV infected. Aim of the study: the description of

some details of nosocomial outbreak of AHC and analysis of received

data.

Methods: Symptomatic AHC were diagnosed primary in five patients

after different surgical interventions at various time points in the same

rural hospital in November 2014. Following investigation of 95 blood

samples—68 patients who undergo surgical intervention during last

year from outbreak in hospital and 27 HCWs, on anti-HCV and

qualitative PCR revealed: 9 patients with AHC, 1 patient with chronic

hepatitis C (former IVDU, known about his HCV-positive status) and

1 HCV-infected anesthesiologist. All patients were HBsAg negative,

only one patient was anti-HBc-IgG positive.

Result: The demographical, epidemiological and clinical features of 9

patients involved in nosocomial outbreak described in Table 1. All

patients with AHC had been anesthetized by the same anesthesiolo-

gist. In 2 patients HCV was undetectable by Abbott Real-Time PCR

within 6 months from surgical intervention, but later only 1 resolved

the infection spontaneously (self-limited HCV-infection). Interest-

ingly, second patient with\12 IU/mL on 4 month from onset of AHC

and undetectable result by AbbottReal-Time PCR on 6 month, due to

complains and elevation of aminotrasferanse was checked again on 9

month with viral breakthrough. The same genotype 1b was isolated

from anesthesiologist and all 9 patients with persistent HCV-infec-

tion. Only one patient with AHC had viral load[800,000 IU/ml. The

high viral load 2.256.255 IU/ml (6.35Log) detected in the anesthe-

siologist’s serum samples with F1-2/A0-1 by Fibrotest and F1 by

Fibroscan respectively. In clinical manifested patients, duration of

incubation period was 2–6 weeks. Clinical and laboratory manifested

AHC with symptoms of asthenia, dyspepsia, arthralgia and jaundice

observed in 6 cases. PEG-IFNa-2a with Ribavirin started in 8 patients

with persistent HCV-infection (more than 6 months from surgery).

Despite, low viral load and newly chronisation of HCV-infection

rapid virological response reported only in 5 of them. All 8 patients

and anesthesiologist reached SVR 12 and 24.

Conclusion: Nosocomial outbreaks of acute hepatitis C characterized

by diversity of epidemiological, clinical aspects, outcome of disease

and management. It is important to remember that strict adherence to

the standard precautions for infection control in medical settings is

essential to prevent transmission of HCV.
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Comparison of disease status at presentation of HBV and HCV
infected Filipino patients

Maria Fleurdeliz ramos Goco1, Stephen Wong1, Jose Sollano1

1Section of Gastroenterology, University of Santo Tomas Hospital,

Manila, Philippines

Background: The spectrum of presentation of hepatitis B and C

varies from acute flare to fulminant hepatitis in acute phase to

asymptomatic chronic infection state, compensated and decompen-

sated cirrhosis and hepatocellular carcinoma during the chronic phase.

This study aim to characterize and compare the disease status of HBV

and HCV infected Filipino patients at presentation.

Methods: 839 patients were analysed from the 847 records reviewed

from an outpatient clinic in 2 tertiary centers in the Philippines. 712

were HbsAg positive and 127 were anti-HCV reactive. Patients were

analysed according to the disease status at initial diagnosis, clinical

presentation, laboratories and imaging. Disease status were classified

according to asymptomatic, acute flare, compensated and decom-

pensated cirrhosis and HCC. Baseline characteristics for HBV and

HCV patients were determined and the disease status at diagnosis

were compared.

Result: Mean age was 44 for HBV and 50 for HCV with male pre-

dominance for both diseases (67 and 62%). Majority of patients from

both diseases were asymptomatic at presentation (75 and 68%). 3.7%

of HBV patients and none from the HCV group presented as acute

flare. The number of patients with cirrhosis in HBV compared to

HCV had significant difference (20 vs. 40%, p = 0.0003). No sig-

nificant difference were seen between HBV and HCV patients in the

number of HCC and liver related deaths (p = 0.97, p = 0.45).

Conclusion: Majority of HBV and HCV Filipino patients were

asymptomatic at presentation. The number of patients with cirrhosis

at presentation is significantly higher in HCV than in HBV. This can

be related to the age at the with HCV patients being older on initial

diagnosis. However, the number of patients with HCC and liver

related deaths were of no difference between the 2 diseases.

PP1880

Outcomes of sofosbvir, ribavirin and daclatsvir in decompensated
cirrhotic hepatitis C patients

Muhammad Omar Qureshi1, Nosheen Yousuf1, Ammara Nawaz1,
Masaba Masood1, Muzzaffar Lateef Gill1

1Maroof International Hospital, Islamabad, Pakistan

Background: AIMS: With directly acting Antiviral Agents (DAA), it

has become possible to treat decompensated cirrhotic patients. We

want to study efficacy, safety profile of antiviral treatment and

improvements of liver functions in this cohort.

Methods: We enrolled 50 decompensated cirrhotic patients sec-

ondary to HCV. Patients with diagnosis of HCC were excluded. These

patients were given Sofosbuvir 60 mg, Ribavirin 400 mg and

Daclatsavir 60 mg for 24 weeks. Patients were seen in OPD every 04

Weeks basis. They had baseline labs (CBC, Serum Albumin, Serum

Creatinine, Serum Bilirubin) and PCR quantative was done. These

tests were repeated after 04, 12, and 24 Weeks.

Result: Out of 50 patients 35 were male 15 were female with median

age of 50 ± 5 years. These patients have baseline albumin 2.5 ± 0.5,

Bilirubin 2 ± 4, platelet count were 75 ± 5, they had (20 ± 3, p =

0.003) MELD score and (9 ± 1, p = 0.005) Child Turcotte Pugh

(CTP). After 6 months of treatment, 45 patients were able to complete

this treatment. Among 45, 40 out of 50 were PCR negative which is

80%. Platelets count was significantly increased from Baseline (75 to

85 9 103 cell/ul, p = 0.000), Bilirubin was decreased from 2.2 to 1.4

mg/dl, p = 0.000), Child Turcotte Pugh (CTP) (8.4 ± 0.5, p = 0.002)

score and MELD score 17.0 ± 1.04, p = 0.000). There was significant

decrease in incidence of hepatic encephalopathy and

intractable Ascites.

Conclusion: Treatment of decompensated cirrhotic patients with a

6-month of low dose DAA has led close to 80% in SVR. Overall

improvement CTP and MELD score was significant. Incidence of

hepatic encephalopathy and Ascites were decreased as well.

PP1881

Outcomes of daclatasvir + sofosbuvir + riba in HEP C G3 patients
who relapsed with SOF + RIBA combination therapy

Muzzaffar Lateef Gill1

1Maroof International Hospital, Islamabad, Pakistan

Background: There is 15–20% relapse rate in HEP C G3 patients

who are treated with SOF + RIBA combination. We decided to treat

these patients with SOF + daclatasvir + riba combination for 24

weeks.

Methods: We enrolled 100 patients who relapsed after 6 months of

SOF + RIBA therapy. Inclusion criteria: HCV PCR[10,000, Platelets

[75,000, FibroScan \15 kPa and INR \1.5. Decompensated cir-

rhotic were excluded from this study. All patients received Sofosbuvir

400 mg daily, Daclatsvir 60 mg daily and Ribavirin 400 mg twice
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daily. Treatment duration was 24 weeks. Primary end point SVR @

week 24.

Result: Median age 45, male 60% median HCV RNA level 600,000

IU/ml. Fibrosis stage F2 to F4. 96 out of 100(96%) were HCVPCR

negative @ week 12. Two patients lost to F/U 94 out of 100 (94%)

were HCVPCR negative @ week 24. Insomnia, fatigue were major

side effects (20%). 6 patients dropped HGB below 8 and required

adjustment in Ribavirin dose and required erythropoietin to bring the

HGB above 10. These patients are under review for long term

outcomes.

Conclusion: Combination therapy with Sofosbovir, Daclatsavir and

Ribavirin is very promising in Sof and Riba combination relapsers.

Our is a single center observational study. Multicenter studies are

needed to confirm this observation. May be Sof, daclatsavir and Riba

combination should be first line treatment in Hep C G3 patients.

PP1882

Hepatitis C virus infection and risk of non-Hodgkin’s lymphoma:
a case–control study in Xi’an

Wenjun Wang1, Fanpu Ji1, Shuangsuo Dang1

1The Second Affiliated Hospital of Xi’an Jiaotong University, Xi’an

Background: Hepatitis C virus (HCV) has been associated with non-

Hodgkin’s lymphoma (NHL) in the Western population, especially in

high HCV prevalence countries, but the evidence is lacked in the

Chinese population.

Methods: We conducted a hospital case–control study on the asso-

ciation of HCV with NHL in Xi’an area, China. Cases were newly

diagnosed patients with NHL between 2009 and 2015. Controls were

gender and age matched patients admitted to the same hospital due to

acute conditions. Serum samples were screened for anti-HCV anti-

bodies using chemiluminescent microparticle immunoassay. Anti-

HCV positive samples were tested for serum HCV-RNA.

Result: A total of 694 cases and controls (1 : 1 ratio) were identified

(Table 1). Anti-HCV prevalence was 1.7% in NHL cases and 2.3% in

controls (OR = 0.75, 95% CI 0.26–2.17) (Table 2). Such prevalence

in NHL cases (1.7%; 95% CI 0.6–3.7%) does not differ from that in

the Xi’an population (1.9%) or that in the general Chinese population

(1.3%). HCV-RNA positivity was 0.9% in both NHL cases and

controls using the available data (OR = 1.00, 95% CI 0.20–4.99).

Subgroup analyses by histologic type of NHL or Epstein-Barr virus

infection also showed no associations between anti-HCV and NHL

(Table 2).

Conclusion: HCV is not associated with NHL risk in people living in

Xi’an, a low HCV prevalence area in China, suggesting that the role

of HCV in the occurrence of NHL is not significant in this population.

PP1883

Non-invasive assessment of liver fibrosis and cirrhosis regression
in chronic hepatitis C patients treated with pan-oral direct-acting
antivirals
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Background: In the era of direct-acting antivirals (DAAs), sustained

virological response (SVR) rates in patients with chronic hepatitis C

(CHC) are remarkably increased. However, whether DAAs therapies

can improve liver histology is still largely unknown. We aim to

evaluate the impact of DAA therapies on liver fibrosis and cirrhosis

non-invasively by liver stiffness measurement (LSM).

Methods: One hundred and seventy-five Chinese patients with

genotype 1 CHC were included in this study, which were treated with

pan-oral DAAs for 12 weeks (Group 1), including ledipasvir (90

mg)/sofosbuvir (400 mg) (n = 123), daclatasvir (60 mg)/sofosbuvir

(400 mg) (n = 50) and paritaprevir (150 mg)/ritonavir (100 mg)/

ombitasvir (25 mg) plus dasabuvir (250 mg) (n = 2). Fifty-five age

and gender matched patients treated with long-term pegylated inter-

feron (PEG-IFN) based therapies (median treatment duration: 60

weeks) were enrolled as the control group (Group 2). The median

follow-up duration for Group 1 and 2 were 44 weeks and 46 weeks

respectively. LSM was measured at baseline, the end-of-treatment

and the end of follow-up by transient elastography (TE). Advanced

liver fibrosis or cirrhosis (F C 3) is defined by LSM[9.5 kPa.

Result: One hundred and seventy-two patients in Group 1 (172/175,

98.3%) achieved SVR at the end of follow-up, which was signifi-

cantly higher than that of Group 2 (42/55, 76.4%) (p \ 0.001).

Median LSM decreased significantly from baseline to the end-of-

treatment in both groups (Group 1: 12.5 vs. 10.6 kPa, p \ 0.001;

Group 2: 15.2 vs. 12.1 kPa, p\0.001). Median LSM also decreased

significantly during the follow-up in Group 1 (10.6 vs. 8.7 kPa, p\
0.001), but not in Group 2 (12.1 vs. 13.2 kPa, p = 0.378). The median

LSM reduction from the baseline to the end of follow-up in Group 1

was 1.8 kPa, which was equivalent to the median LSM reduction in

Group 2 (2.4 kPa, p = 0.08). In Group 1, there were 105 (60.0%)

patients had advanced liver fibrosis or cirrhosis (F C 3) at baseline,

which significantly reduced to 54.3% (95/175, p\0.001) at the end-

of-treatment and further significantly reduced to 46.3% (81/175, p\
0.001) at the end of follow-up. Similarly, patients with advanced

fibrosis and cirrhosis at baseline in Group 2 (41/55, 74.5%) were also

significantly reduced to 61.8% (34/55, p \ 0.001) after PEG-IFN

treatment, but there is no significant change from the end-of-treatment

to the end of follow-up (65.4%, p = 0.378).

Conclusion: Liver fibrosis and cirrhosis significantly regressed during

the treatment and follow-up of DAA therapies in genotype 1 CHC

patients. The impacts of 12-week DAAs therapies on liver stiffness

were equivalent to long-term PEG-IFN treatment.
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Background: This study presents the distribution of demographic

data, the proportion of non-genotype 1 subtypes, and the distribution

of persistent virological responses among genotypes, in patients who

were diagnosed with non-genotype 1 chronic hepatitis C (CHC), in

our country. This study take place among the most comprehensive

studies of patients infected with non-KHC genotype 1, in Turkey.

Methods: Our study was carried out retrospectively by the Turkish

Clinical Microbiology and Infectious Diseases Association Viral

Hepatitis Working Group. Four university hospitals, 12 educational

research hospitals and two state hospital patient data (demographic

data, underlying diseases, treatment responses, etc.) were included in

the study.

Result: Two hundred patients were included in the study from 18

centers. Of all patients, 71.5% of were male, and mean age was 36.14

± 14.69 Year (18–72 years). Genotype frequencies were followed as

genotype 3 (64.5%), genotype 2 (18.5) and genotype 4 (17%).

Genotype 3 cases were significantly higher in males (p \ 0.001).

When genotypes are compared; the significant features of Genotype 3

cases were being young and male, high ALT values, and not being

treated before (p\0.001). Permanent virological responses of female

gender, young age (mean: 33 years) and genotype 3 were found to be

significantly higher (p \ 0.001). When risk factors are examined, it

has been determined that the use of intravenous substances, and tat-

tooing increase the risk of CHC.

Conclusion: This study revealed that genotype 3 infections were

frequently seen due to intravenous drug dependence and tattooing, in

our country. Particularly in terms of risk of contamination, the use of

intravenous substances and the application of tattooing are important

in terms of the size of the danger. In this respect, preventive health

services are of high importance. In addition to this, awareness of

health professionals needs to be increased.
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Background: HCV, a public health issue, shows high chronicity rates

with rapid replication and RNA mutations during replicatin. The high

mutation frequency during viral replication and the factor leading to

the formation of species is caused by HCV’s replication cinetics and

the lack of ability of NS5B polimerase activity (reverse transcription;

RT) to correcting errors. The telaprevir (TVR) and boseprevir (BOC),

medications used in HCV treatments, are called first generation direct

acting antiviral agents with low genetic barriers, target HCV NS3

serine protease.

Methods: Case reports. A 33 years-old male patient was diagnosed

HCV with a RNA value of 6,524,350 IU/ml genotype I. Pegile

interferon (PegIFN) and ribavirin (RBV) treatment was started. The

treatment was completed at the 48th week upon detection HCV RNA

as negative at sixth month of treatment. Six months after treatment

stopped the level of HCV RNA was 3469479I U/ml, genotip 1a,

which is considered as relaps. Liver biopsy showed activity index as

9/18, fibrous score as 1/6. PegIFN + RBV + telaprevir treatment was

started. The patient hospitalized for monitoring adverse reactions.

There were no side effects such as urticaria, anemia, taste disorder,

tenderness in the anal region, insomnia, and loss of appetite. In the 4th

week of the treatment, HCV RNA value was detected as 5,856,731

IU/ml, and he was unresponsive to treatment. Due to the lack of

response to the triple treatment, the patient’s plasma sample was sent

to the PCR unit of Kocaeli University Central Laboratory for HCV

NS3 inhibitor resistance test analysis. The HCV NS3 gene region

(from the 40th to the 180th amino acid codons) was analyzed by the

technique of sequencing the viral population.

Result: The R155K mutation, which is responsible for cross resis-

tance to all HCV NS3 inhibitors (telaprevir, boseprevir, simeprevir

and faldaprevir), was detected in patient’s sample. For this reason, the

patient could not be treated with NS3 inhibitors. Since resistance to

HCV NS3 inhibitors was not monitored before treatment, it was not

possible to determine whether the cross-resistance was pre-treatment.

Conclusion: Drug resistance analyzes are thought to be useful and

necessary in the pre-treatment step to identify variants responsible for

natural resistance, demonstration of mutations responsible for viral

exacerbation that may develop during treatment, and the decision to

terminate treatment.
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Background: The mechanism that leads to steatosis is complex and

multifactorial in hepatitis C virus (HCV) infection. Oxidative stress

plays a key role in the pathogenesis of hepatic disease. S-adenosyl-

methionine (SAM) is the precursor of glutathione; it is a

hepatoprotective agent that has antioxidant and antifibrotic peculiar-

ities. The role of the relation of SAM ant its methylation ability with

HCV related steatosis and fibrosis was researched.

Methods: Fifty two untreated chronic hepatitis C patients were

included in the study to evaluate the effects of s-adenosylhomocys-

teine (SAM), body mass index (BMI), age, and insulin resistance on

hepatic steatosis. We used HPLC method to measure the serum

homocysteine, SAH and SAM levels. We used SAM/SAH ratio (4/1)

to evaluate the methilation ability. The liver biopsies were evaluated

according to Knodell’s. Hepatic steatosis was evaluated as; 0: there is

steatosis in \5% of hepatocytes, 1: there is steatosis in 5–34% of

hepatocytes, 2: there is steatosis in 35–69% of hepatocytes, 3: there is

steatosis in[69% of hepatocytes.

Result: In 45 (86.5%) of 52 patients, steatosis was found. This ratio is

rather high. No correlation was found between any factors with the

grade and steatosis. When we separated SAH, SAM and SAH/SAM to

steatosis and grade degrees, the value of any group was not found

different from the other group. Respectively, p value was found as: p

= 0.774, p = 0.783, p = 0.801. When steatosis was separated as

present—absent and grade 0, low grade (1–2), and high grade (3–4), a

significant difference was found. Respectively, p value was found as:

p =\0.0001, p =\0.001, p =\0.001, p =\0.001, p =\0.009.

Conclusion: \In patients with chronic HCV, there is a meaningful

relation between hepatic steatosis with SAH and SAM levels, and

SAH/SAM ratio. The relation of the complete blood level of SAM

with steatosis in patients with HCV can show that, in these popula-

tions, the level of SAM could aggravate the progression of steatosis

and hepatic damage.
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Background: NF-jB as a protein complex, can control transcription

of DNA and regulate the immune response. The NFKB genes which

encode the NF-jB may play a critical role during the infection of

hepatitis C virus (HCV).

Methods: Four SNPs (rs1056890, rs11820062, rs230530, rs3774963)

were genotyped by TaqMan assay among Chinese population,

including 1125 uninfected controls, 558 spontaneous viral clearance

subjects and 898 persistent HCV-infected subjects.

Result: Individuals carrying RELA rs11820062 T allele had a sig-

nificant high risk to infect HCV. In the additive and dominant model,

the rs11820062 T allele remained meaningful. rs11820062 T allele

was still statistically significant in the terms of young group (age

\50), female subjects and blood donors. In the dominant model, the

results indicated that the rs230530 C allele was significantly associ-

ated with an increased risk of HCV infection. In the stratification

analysis, the rs230530 C allele also had association with HCV

infection in the female subjects. The four SNPs rs1056890,

rs11820062, rs230530 and rs3774963 were not significantly associ-

ated with the HCV virus clearance. The combined effects of

rs11820062 T allele and rs230530 C allele were analyzed by

Cochran-Armitage trend test. The results revealed an increased
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harmful effect to infect HCV with more risk alleles and carrying three

risk alleles offered the most dangerous effect (OR = 1.894, 95% CI =

1.230–2.758). Carrying two risk genotypes rs11820062 TT genotype

and rs230530 CC genotype offered a higher dangerous effect (OR =

1.643, 95% CI = 1.173–2.301).

Conclusion: Our study first discovered that the genetic variants of the

NFKB pathway genes (rs11820062 T allele and rs230530 C allele) are

associated with an increased risk of HCV infection among Chinese

population.
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Background: Hepatitis C virus (HCV) infection affects more than

170 million people worldwide, with the great majority of patients

developing chronic HCV infection. Chronic hepatitis C (CHC) is

considered the most common chronic liver diseases (CLDs) in Egypt.

CLDs are characterized by inflammation and fibrosis. Staging of

hepatic fibrosis is important for patient evaluation and for controlling

the efficacy of treatment. Hepatic stellate cells (HSCs) are the key-

players in the pathogenesis of fibrosis. Glial fibrillary acidic protein

(GFAP) is expressed in a subpopulation of quiescent HSCs. Vascular

endothelial growth factor (VEGF) is the most potent stimulator of

angiogenesis. Little information exists regarding the expression of

GFAP and VEGF by HSCs in CHC patients. This study aims to

investigate the utility of GFAP and VEGF as indicators of activated

HSCs, in predicting fibrosis, and to find any possible correlation

between their expressions in CLDs.

Methods: Thirty specimens of CHC were evaluated for grading and

staging by Metaveir score. Immunostaining was done to detect the

expression GFAP and VEGF.
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Result: There was no significant difference in the median value of

GFAP comparing low and high grade of inflammation or stage of

fibrosis at any of the studied areas. The median value of VEGF was

significantly increased with increasing grade of necro-inflammation in

periportal area (p = 0.004). The median value of VEGF was signif-

icantly increased with increasing stage of fibrosis in perisinusoidal

area (p = 0.045), and in periportal area (p = 0.058).

Conclusion: Understanding the relationship between fibrosis and

angiogenesis is therefore of great importance for the introduction of

new therapeutic approaches and in the evaluation of CHC

progression.
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Background: Worldwide Hepatitis C virus (HCV) infection is a

public health problem. Malnutrition is highly prevalent among HCV

patients. Nowadays, Mexico is the country with more obese people in

the world. Obesity is associated with serious health problems and the

risk of premature illness and death. The aim of this study is to report

the actual nutritional status and disease severity in patients with HCV

infection in a reference center in Mexico.

Methods: The study was accepted by the institutiońs IRB. Patients

accepted to participate and gave informed consent. From August 2012

to December 2016, 51 patients were enrolled. A complete clinical

history, liver function tests, cytometry, coagulation tests and hepatic

ultrasound were performed in the first day of hospitalization. Nutri-

tional status was assessed using anthropometric, dietary, and clinical

evaluations. An estimated dry weight was determined by deduction a

weight for ascites and/or edema from measured weigh: ascites volume

removed at paracentesis (estimated by subtracting paracentesis (total)

volume, 1L = 1 kg). In cases where paracentesis was contraindicated

or no possible, dry weight was adjusted according to the Mendham

Guidelines for estimating fluid weight in patients with peripheral

edema and ascites. Tricipital skinfold (TSF) thickness and Bicipital

skinfold (BSF) were measured at the same point with a Harpenden

caliper. The fat percentage was calculated first density from the

equation: C-(m x log R skinfold). Later fat percent with the Siri

equation: ((4.95/density)-4.5) x 100 and was interpreted by Nieman

classification: Thin (M \ 8%, F\ 13%), optimum (M 8–15.99%, F

13–23.99%), mildly overweight (M 16–20.99%, F 24–27.99%),

overweight (M 21–24.99%, F 28–32.99%) and obesity (M[ 25%, F

[ 33%).

Result: From the 51 patients, 62% (n = 30) were male, mean age 53

years (range 31 to 80 years). MELD mean 19.5 (6 to 37). The

nutritional status was: malnutrition 4% (n = 2) [(Mild 4% (n = 2),

moderate (n = 0), (n = 0)], normal weight 61% (n = 31), overweight

and obesity 36% (n = 18) [overweight 44% (n = 8), pre-obesity 22%

(n = 4), obesity grade 1, 22% (n = 4), obesity grade 2, 11% (n = 2)

and obesity grade 3, (n = 0) respectively].

Conclusion: In countries were obesity is a leading public health

problem; it is also present in patients with HCV. In this study, obese

patients were found in every Child–Pugh classification, even in

patients with an advanced liver disease. The most prevalent nutri-

tional status was normal weight, followed by overweight, and obesity

that two-folds the amount of malnourished patients. This new trend of

overweight and obesity in western countries is increasing the risk of

morbidity and mortality at earlier stages in chronic liver diseases.

Patients at an earlier age will develop a worst prognosis. These

findings should be tested in further studies.
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Background: Along with the application of Direct Antiviral Agents

(DAA) aiming to hepatitis C virus (HCV), the significantly antiviral

effect was fairly definite. The safety of the DAA remains further

observation with more patients and longer time, especially for those

special population.

Methods: Among the patients infected with HCV and received DAA

therapy, a case complicated with chronic kidney disease was observed

recurrent hyperkalemia during the course of treatment.

Result: A 52-year-old man with a history of hypertension, diabetes

and chronic kidney disease was diagnosed with HCV related cirrhosis

and hepatocarcinoma. His glomerular filtration rate was between 48

ml/min/1.73 m2 to 56 ml/min/1.73 m2. His basic medication included

metoprolol, nifedipine, irbesartan, uremic clearance granule, ketos-

teril, corbin capsule, insulin and aldactone. His HCV RNA was 1.15

9 104IU/mL and the HCV genotype was 2i-genotype. The antiviral

therapy was sofosbuvir 400 mg daily and daclatasvir 60 mg daily for

6 months. During the course of antiviral therapy, five times of

hyperkalemia were detected. As shown in the following figure,

diuresis and intracellular shiftting therapy for lowering serum potas-

sium were not the ultimate solution for hyperkalemia. While

decreasing the dose of sofosbuvir on Aug. 10, 2016, the subsequently

detection of serum potassium was normal.

Conclusion: For the patients with chronic kidney disease, more

attention should be payed to the occurence of hyperkalemia in the use

of sofosbuvir.
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Hyperkalemia and the lowering serum potassium treatment during the

course of DAA therapy
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Background: With the advent of directly acting antivirals (DAAs),

there has been paradigm shift in the management of hepatitis C.

Sofosbuvir, commonly used in combination with other antivirals is

well tolerated drug with relatively few side effects. Here we describe

an unusual, potentially serious, previously unreported case of sofos-

buvir induced Steven Johnson syndrome (SJS).

Methods: Result: A 35 year old male with alcohol and genotype 3

related HCV cirrhosis (compensated) and no other co-morbities pre-

sented with easy fatigability. Following 7 weeks therapy with peg-

IFN alpha 2b and oral ribavirin he attained partial EVR. He then

developed worsening thrombocytopenia, anemia, jaundice and ascites

following which IFN was stopped and oral sofosbuvir and ribavirin

was started. After 10 days he developed itching over the trunk and

legs followed by multiple papules and vesicles over an erythematous

base. Blisters with peeling of skin developed in the next 15 days, later

progressing to involve the oral mucosa producing painful erosions.

Drug induced SJS was considered, and following the withdrawal of

sofosbuvir and ribavirin along with symptomatic management the

lesions improved. Rechallenge with oral sofosbuvir in 1/8th dose after

2 months resulted in similar skin lesions, which improved with

sofosbuvir withdrawal. ALDEN algorithm, assessing causality for

SJS, resulted in highly probable Score of 7 implying causality of

sofosbuvir in SJS.

Conclusion: Sofosbuvir, most essential drug in DAA’s era, is gen-

erally a considered safe drug, can rarely lead to serious adverse event

like SJS and should be used with caution considering the possibility

of such events
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Background: Introduction: direct-acting antiviral agents (DAAs)-

based hepatitis C virus (HCV) treatment can be used for the patients

coinfected with HCV and hepatitis B virus (HBV). The Japan Society

of Hepatology (JSH) guideline clearly described the potential risk of

HBV reactivation during interferon (IFN)-free DAAs-induced HCV

clearance.

Case description: Herein, we report two cases of HBV reactivation

during different class of DAAs-based anti-HCV treatments including

sofosbuvir/ribavirin (SOF/RBV) and ombitasvir/paritaprevir/ritonavir

(OBV/PTV/RTV). These cases were infected with HCV genotype 2a

and 1b, respectively. Both cases were complicated by chronic hep-

atitis B. Fortunately, both cases achieved a sustained virological

response at 12 weeks after treatment (SVR12) by DAAs-based anti-

HCV treatments. Interestingly, the peaks of serum HBV DNA levels

after HBV reactivation were 4 weeks after the completion of the SOF/

RBV or OBV/PTV/RTV. We closely and carefully checked serum

HBV DNA levels. They gradually decreased without intervention of

nucleotide analogs after they reached each peak. The suggestions of

these cases are as follows: (1) HBV reactivation can develop even

after the completion of DAAs-based anti-HCV treatment. (2) Fre-

quent monitoring of HBV DNA can avoid intervention of nucleotide

analogs. (3) We need to closely monitor serum HBV DNA levels

during and after anti-HCV treatment regardless of HCV genotype or

class of DAAs
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Introduction: Patients with decompensated HCV-associated cirrhosis

(Child–Pugh B or C), despite 85–90% response rates of direct-acting

antiviral (DAAs) therapy remain difficult-to-treat population. More

recently, hepatic decompensation have been reported during the

course of treatment with DAAs. There are different versions of

decompensation, one of more realistic is in the rapid clearance of

HCV infection with resolution of the attendant inflammation and

downregulation of the chronically activated innate and adaptive

immune systems.

Case report: Patient A.S., female, 65 years old, with HCV-associated

cirrhosis, Child–Pugh C, experienced (null-responders on the treat-

ment with PEG-IFNa-2a plus Ribavirin in 2005), genotype1b, viral

load 228,442 IU/mL (Abbott Real-Time PCR), severe thrombocy-

topenia, obesity, diabetes mellitus, cholecystolithiasis. Episode of

ACLF with first time reported severe ascites in 2011. Therapy with

sofosbuvir/ledipasvir (SOF/LDV) plus ribavirin for 12 weeks duration

was started in January 2016. On 4 week of the treatment results of

Abbott Real-Time PCR \12 IU/mL. On 6 week patient was hospi-

talized due to acute first episode of severe encephalopathy with

normal creatinine/urea level, resolved in 4–5 days in ICU, during

which treatment was temporary interrupted. Treatment was finished in

April 2016, SVR 12 was reported. Two weeks later developed severe

cholecystolithiasis, the patient was operated, gall bladder drainage

was performed with subsequent worsening of liver synthetic function.

Patient remains in ICU unit after surgical intervention, where reani-

matologists because of thrombocytopenia administered thrombocytar

mass. 10 days after during ultrasound examination portal vein

thrombosis was revealed with gradual resolution after hematologist

prescriptions.

Conclusion: Management of difficult-to-treat patient with decom-

pensated HCV-associated liver cirrhosis required careful,

multidisciplinary approach with experienced hepatologists closed

monitoring.

PP1894

Improvement of patients’ understanding and accessibility
to healthcare services increase implementation of hepatitis C
virus therapy in methadone maintenance treatment patients

Einat Peles1, Miriam Adelson2, Rafael Bruck3,4, Anat Sason2,
Helena Katchman3, Stela Levit5, Shaul Schreiber2, Oren Shibolet5

1Dr. Miriam and Sheldon Adelson Clinic for Drug Abuse Treatment

and Research, Tel Aviv Medical Center, Tel Aviv, Israel; 2Dr. Miriam

and Sheldon Adelson Clinic for Drug Abuse Treatment and Research,

Tel Aviv Medical Center, Tel Aviv, Israel; 3Liver Unit, Department

of Gastroenterology, Tel-Aviv Medical Center and Tel-Aviv

University, Tel Aviv, Israel; 4Sackler Faculty of Medicine, Tel Aviv

University, Israel; 5Liver Unit, Dept. of Gastroenterology, Tel Aviv

Medical Center, Tel Aviv, Israel

Background: Lack of information about the disease and adminis-

trative difficulties are major obstacles to hepatitis C virus (HCV)

treatment among methadone maintenance treatment (MMT) patients.

Methods: HCV seropositive patients treated in the Adelson Clinic

rehabilitation center who were abstinent C3 months without active

psychiatric disorders were invited to a lecture by a hepatologist on the

management of HCV. The participants completed HCV-knowledge

and Depression questionnaires before and after the lecture and were

then referred to evaluation and treatment in the Tel Aviv Medical

Center Liver Unit.

Result: Of 80 eligible patients, 48 attended the lecture and following

the lecture scored significantly better on knowledge about HCV than

the non-attendees. Lecture attendance predicted referral to treatment

(odds ratio (OR) = 13 (95% confidence interval (CI) I 3.9–44.9 P\
0.0005)). Of the 41 referrals, 21(51.2%) actually presented at the

Liver Unit, and had lower depression scores (OR = 0.2, 95% CI

0.06–0.9 P = 0.03). Despite bureaucratic obstacles, 15 participants

(71.4%) started evaluation, 12 (80%) initiated interferon-based

antiviral treatment and 9 subjects (75%) achieved SVR (1 did not

respond to treatment and 2 stopped due to adverse events). Of the 59

who did not present at the Liver Unit, 14 (23.7%) were followed

elsewhere but only one of them (7.1%) started treatment.

Conclusion: Attendance in a single lecture about HCV, improved

knowledge and enhanced HCV treatment initiation among MMT

patients, but was adversely affected by depression. In MMT patients,

interventions aimed to lessen bureaucratic obstacles and to expand

knowledge about the disease, as well as treatment of depression are

necessary, especially today when safe and effective IFN-free thera-

pies to eradicate HCV are available.
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A preliminary study on the function of T lymphocyte subsets
during the treatment of genotype 1b chronic hepatitis C
with DAA and interferon

Shasha Wang1, Eryun Qin1, Yuanyuan Cui1, Chao Zhang2, Junqi
Niu1, Rui Hua1

1The First Hospital of Jilin Universitiy, Changchun; 2Institute Pasteur

of Shanghai Chinese Academy of Sciences, Shanghai

Background: Recently, the treatment of chronic hepatitis C has

advanced remarkably due to the introduction of directing antiviral

agents (DAAs) with sustained viral response (SVR) rate above 90%.

Previous studies showed that T lymphocytes play a leading role in the

process of viral clearance. Here, We preliminarily discussed the

impact of a ritonavir-enhanced DAA combined with interferon and

ribavirin therapy on CD4+, CD8+ T cell subsets and PD-1, CD38,

Ki67 expression in these cells in genotype 1b chronic HCV-infected

patients.

Methods: Five previously treatment-naive patients with chronic

hepatitis C genotype 1b enrolled in ASC-DNVr-II/III-CTP-01 clinical

trial (ChinaDrugTrial.org.cn, identifier CTR20150846), received a

regimen of a NS3/4A protease inhibitor, ritonavir, PEG-interferon-

a2a and ribavirin for 12 weeks. Their peripheral blood mononuclear

cells (PBMCs) were separated at baseline, week 1, week 2, week 4,

week 8 and week 12. The serum HCV-RNA levels were detected by

fluorescence quantitative PCR. By flow cytometry, we studied the

changes of CD4+, CD8+ T cell subsets and the expression level of
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PD-1, CD38 and Ki67 at above-mentioned time points. And then, the

CD4+/CD8+ ratio was calculated and data was analyzed by the

GraphPad Prism mapping software.

Result: Hepatitis C virus load decreased below detection limit after

two weeks of therapy. We found a high level in CD38 expression on

both CD4+ and CD8+ T cells at 2 weeks and 4 weeks of treatment.

However, the trend of Ki67 and PD-1 is not obvious. On the other

hand, the range of CD4+ and CD8+ T lymphocyte subsets is relatively

large, and there is no clear change trend. CD4+/CD8+ ratio increased

at 4 weeks of treatment and at 12 weeks showed a downward trend.

Conclusion: Our data show that hepatitis C virus load can quickly fall

below the detectable range and the activity of T lymphocytes

increased transiently during the ritonavir-enhanced DAA combined

with interferon and ribavirin therapy. However, T cell responses of

chronic hepatitis C patients were not completely reconstituted along

with viral clearance during the treatment. Expanded sample sizes are

needed for further research and discussion in future research.

PP1896

Plasma matrix metalloproteinases in patients with cirrhosis
and hepatocellular carcinoma

Yin Ji-ming1,2, Liu Fang1,2, Xie Li1,2, Chang Yuan1, Chen Dexi1,2

1Beijing You’an Hospital, Capital Medicine University, Beijing

100069; 2Beijing Institute of Hepatology, Beijing 100069

Background: To detect the concentration of matrix metallopro-

teinases in plasma of patients with cirrhosis and hepatocellular

carcinoma (with or without recurrence) and to explore the relationship

between the expression of MMPs and the recurrence of hepatocellular

carcinoma.

Methods: Plasma matrix metalloproteinases levels were measured by

Bio-plex-200 system in 40 cirrhosis patients and 36 hepatocellular

carcinoma patients.

Results: The mean plasma MMP-1 level of HCC patients was

1299.437±202.709pg/mL, significantly higher than that of the cir-

rhosis group: 145.021±23.984 pg/mL (p \ 0.0001, t-test). MMP-10

level in recurrence group HCC was significantly higher than that in

non-recurrence group (320.698±44.353 vs 127.530±25.843, p \
0.001, t-test).

Conclusions: Higher plasma MMP-1 level may be related the liver

cancer genesis. Higher MMP-10 could predict poor prognosis after

radiofrequency ablation, suggesting prognostic role of this biomarker

in HCC.

PP1897

NS5ABP37 participates in liver fibrosis via inducing hepatic
stellate cell (HSC) activation.

Feng Shenghu1, Cheng jun2, Liu shunai2, Qiu Rongxian3, Han
ming1, Zhou li1, Ma yanhua1, Zhao jing1, Chen jie4

1Peking University, Beijing Ditan Hospital; Beijing Key Laboratory

of Emerging Infectious Diseases, Beijing; 2Beijing Key Laboratory of

Emerging Infectious Diseases, Beijing Ditan Hospital, Capital

Medical University, Beijing; 3Department of Infectious Disease,

Affiliated Hospital of Putian College, Fujian; 4Department of

Infectious Disease, No.1 Affiliated Hospital of Shanxi Medical

University, Taiyuan, Shanxi

Background: NS5ABP37 was recently shown to play an important

role in liver lipid metabolism and hepatocellular carcinoma. However,

little is known about the effects of NS5ABP37 in liver fibrosis. In this

paper, we aim to study the relationship between NS5ABP37 and liver

fibrosis.

Methods: Immunohistochemistry staining for NS5ABP37 detection

was carried out with routine procedures using anti-NS5ABP37 anti-

body. Then LX2 cells were transiently transfected with pNS5ABP37

or siRNA-NS5ABP37 respectively,and then the mRNA and protein

expression of liver fibrosis related genes were determined. At the

same time, cellapoptosis, cell proliferation and cell migration were

detected by flow cytometery, CCK-8 kit and microscope, respec-

tively.Finally, Oil Red O stained was used to detect the lipid droplets,

while intracellular TG contents were measured using Adipogenesis

Assay Kit.

Results: In this study, immunohistochemistry staining result showed

that NS5ABP37 protein, which is in a state of higher expression in

fibrotic liver tissues of both human and mouse, decreased as with

increasing degree of liver fibrosis. In LX2 cells, overexpression of

NS5ABP37 increase both mRNA and protein levels of a-SMA, which

is a mediator of fibrogenesis. Moreover, the type I collagen and type

I collagen accumulation in NS5ABP37-overexpression HSCs indi-

cated that NS5ABP37 could promote collagen accumulation. In

addition, knockdown of NS5ABP37 by siRNA inhibited LX2 cell

migration, while there is no significant difference in LX2 cell apop-

tosis and cell proliferation. Finally, NS5ABP37 overexpression

decreased the lipid droplets, as well as the TG level in LX2 cells,

while knockdown of NS5ABP37 could recover the accumulation of

lipids and TG level.

Conclusions: These findings together demonstrate that NS5ABP37

promotes liver fibrosis by inducing HSC activation, as well as the

collagen accumulation and the loss of lipid droplets.

PP1898

Combination of ENBD and medical treatment in treating paint
poisoning-induced severe intrahepatic cholestasis: a case report

Yina Fang1, Kaihui Dong1, Yiwen Kui1, Miaomiao Mao1,
Qinglong Jin1, Xiaoyu Wen1

11st Hospital of Jilin University, Jilin

Background: Introduction: Paint poisoning incidents are not clini-

cally uncommon. It is common knowledge that paint contains a lot of

harmful components, which always induced central nervous and

hemopoietic system, especially liver injury.

Methods: We here present an extremely uncommon case and share a

special therapy.

Case: A 63-year-old male patient was hospitalized with severe

icterus, fatigue, dark urine, and anorexia. Further history revealed that

he just painted in a closed environment a few days before the onset of

symptoms and he did not use any protective gloves and did not wear a

mask. At the admission, the laboratory examinations showed that

aminopherase and alkaline phosphatase levels were significantly

increased, and the concentration of total bilirubin is 506 lmol/L,

mainly to direct bilirubin. After receiving a series of clinical and

laboratory examinations, the man was diagnosed as the paint poi-

soning. There was no significant improvement in symptoms when we

give some medical treatments, such as hepatoprotectives, decreasing

enzyme,removing jaundice and plasma transfusion. So we decided to

combine with surgical treatment with endoscopic nasobiliary drainage

(ENBD). During the first 17 days, about 4425 ml bile aspirated by

ENBD, and in the rest of 6 days, about 1000 ml bile was suctioned. At

2 days after removing ENBD, the levels of aminopherase returned to
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normal, and the total bilirubin decreased to 79.2 lmol/L. The

patient’s condition was improved and discharged.

Conclusion: In clinical practice, medical treatments such as liver-

protecting, antioxidation, and bioartificial liver were often used to

treat poison-related liver injury. However, in this case, it took for one

month to successfully cure the paint poison-induced liver injury

(bilirubin over 500 mg/L). With the exception of the medical therapy,

ENBD also appears to be very useful for the management of the

intrahepatic cholestasis.

PP1899

Adefovir dipivoxil-induced Fanconi syndrome and its predictive
factors: a study of 28 cases

Yong Lin
Abstract
The aim of the present study was to identify monitoring and pre-

vention measures as well as predictive factors for early detection of

renal toxicity associated with long-term administration of adefovir

dipivoxil in order to avoid progression to Fanconi syndrome. Clinical

data of 28 patients with Fanconi syndrome caused by long-term

administration of adefovir dipivoxil for the treatment of chronic

hepatitis B virus (HBV) infection were collected pre-and post-ad-

ministration for analysis. Patients presented with fatigue, progressive

systemic pain in multiple bones and joints, as well as difficulty in

walking and pathological fractures in a number of severe cases.

Laboratory examinations revealed hypophosphatemia, elevated serum

cystatin C (Cys-C), elevated serum creatinine (SCr), reduced

glomerular filtration rate (GFR), positive urinary protein, erythrocytes

and glucose, as well as osteoporosis. In consequence, adefovir dip-

ivoxil administration was stopped, and patients received concentrated

divitamins, sodium phosphate syrup and calcitriol. Symptoms and

abnormalities in laboratory examinations were significantly improved

in all patients after 2–6 months. Therefore, serum phosphate, SCr,

routine urine parameters, Cys-C and GFR should be monitored reg-

ularly in chronic HBV patients treated with adefovir dipivoxil. The

following factors were identified as predictive of kidney damage and

Fanconi syndrome: age C40 years, living in rural areas, previous renal

toxicity, estimated GFR (eGFR) \90 ml/min/1.73 m2, hypertension,

diabetes, cirrhosis and duration of adefovir dipivoxil treatment

exceeding 24 months. The present results indicate that timely termi-

nation of adefovir dipivoxil treatment and replacement with other

antiviral agents is critical once renal impairment appears, and that it is

necessary to change to other antiviral agents and prolong the interval

of administration according to the eGFR level.

PP1900

TGF- beta 1 induces autophagy of hepatic stellate cells via ERK
pathway to promote hepatic fibrosis

Na Jiang, Jian Ping, Lieming Xu

1Shuguang Hospital Affiliated to Shanghai University of Traditional

Chinese Medicine, Shanghai; 2Institute of Liver Diseases, Shanghai

University of Traditional Chinese Medicine, Shanghai 201203

Background: To observe the role of autophagy in the activation of

hepatic stellate cells (HSC) induced by TGF-beta 1 and to clarify the

role of ERK pathway in the regulation of HSC activation and

autophagy induced by TGF-beta 1.

Methods: Mouse hepatic stellate cells line (JS-1) treated with 10ng/

ml TGF-beta 1, to observe the effects on the autophagy at different

time points. At the appropriate time, JS-1 was incubated with

chloroquine (CQ) or/and 3-methyladenine (3-MA) to observe changes

of autophagy flow and JS-1 activation. And JS-1 was also incubated

with ERK inhibitor PD98059 to observe its effect on the autophagy

marker expression. It was detected that HSC activation marker (a-

SMA and Col.1), autophagy marker (Beclin1, LC3B and p62) as well

as ERK pathway marker (ERK, p-ERK) by western blot analysis and

RT-PCR.

Result: (1) TGF-beta 1 could promote the activation of JS-1 and

significantly enhance the mRNA expression of a-SMA and Col.1 in 2,

4, 8, 12 and 24h (P \ 0.05), TGF-beta 1 could only increase the

mRNA expression of LC3B and BECN1 in JS-1 in 2 h (P\0.05).(2)

In 2 h, CQ or 3-MA could inhibit mRNA expression a-SMA and

Col.1 in JS-1 induced by TGF-beta 1 (P \ 0.05), and promote the

expression of p62 (P \ 0.05). The expression of LC3B was signifi-

cantly enhanced in JS-1 incubated with CQ but was significantly

inhibited by 3-MA (P \ 0.05) in 2 h. In 12 h, CQ or 3-MA could

inhibit the protein expression of Col.1 in JS-1 induced by TGF-beta 1,

but had no significant effect on the protein expression of a-SMA. The

expression of c-caspase 3 was significantly increased during JS-1 was

simultaneously incubated by both CQ and 3-MA. (3) The expression

of p-ERK was significantly increased in JS-1 induced by TGF-beta 1

for 2h.The expression of LC3B, however, was significantly inhibited

by the inhibitor of ERK.

Conclusion: TGF-beta 1 can induce HSC activation by inducing its

autophagy via up-regulating ERK pathway at the initial stage.

PP1901

RANKL induces the expansion and activation of myeloid-derived
suppressor cells in IgG4-related disease

Min Lian1, Xiang Jiang1, Qixia Wang1, Jun Zhang1, Haiyan
Zhang1, Ruqi Tang1, ME Gershwin2, Xiong Ma1

1Division of Gastroenterology and Hepatology, Renji Hospital,

School of Medicine, Shanghai Jiao Tong University, Shanghai

Institute of Digestive Disease, Shanghai; 2Department of Medicine,

Division of Rheumatology, Allergy and Clinical Immunology,

University of California at Davis School of Medicine, Sacramento,
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Background: The role of myeloid-derived suppressor cells (MDSCs)

has been highlighted in many immune-mediated diseases, however,

not been reported in the IgG4-RD yet.

Methods: This study included 27 patients with active IgG4-related

disease in the hepatobiliary-pancreatic systems who were referred to

Shanghai Renji Hospital, 10 patients with primary sclerosing

cholangitis, 28 patients with autoimmune hepatitis and 35 healthy

controls. Immunohistochemistry staining and confocal microscopy

were utilized to identify the expression and cellular source of RANKL

and RANK. As in literature, we represented human MDSC as HLA-

DR-/loCD33+CD11b+ in flow cytometry analysis, and the subsets of

MDSCs were classified by CD14 and CD15.

Result: Firstly, we found the dramatic increase of RANKL expression

in serum and liver of IgG4 RD (Figure 1a), which was mainly pro-

duced by plasmablast cells in the liver (Figure 2b). Then, we found

that MDSCs, especially monocytic MDSCs expressed RANKL

receptor RANK (Figure 2a), and the numbers of MDSCs were dra-

matically increased in PBMC of IgG4-RD (figure 3). Interestingly, the

positive associations of serum RANKL with percentage of MDSC

were observed (Figure 1b), supporting the immune-regulatory role of

RANKL-induced MDSC accumulation in IgG4-RD. Furthermore,
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in vitro culture experiments confirmed that RANKL induced the

expansion and activation of MDSCs through RANKL/RANK/NF-kB

pathway, and these MDSCs possessed the immunoregulatory features

on T cells in vitro.

Conclusion: Plasmablast cell-produced RANKL induced the expan-

sion and activation of MDSCs which exert suppressive effects on T

cells.

PP1902

Cyclophilin D deficiency ameliorates hepatic triglyceride
accumulation through downregulation of SREBP-1c

Xiaolei Wang, Chunxiao Yu, Ling Gao, Jiajun Zhao

Abstract:
As the energy factories of the cell and the main source of cellular

reactive oxygen species, the mitochondrion is thought to be associated

with nonalcoholic fatty liver disease. The mitochondrial permeability

transition pore (mPTP) is a non selective channel in the inner mem-

brane of the mitochondria, which opens regularly in physiological

state. However the excessive opening will lead to impaired mito-

chondrial respiratory chain function, mitochondrial swelling, oxygen

free radical generation and cell apoptosis. Cyclophilin D (CypD), an

intra-mitochondrial peptidylprolyl cis–trans-isomerase, is an

important component of mPTP, which is an initial factor of mPTP in

mitochondrial matrix. mPTP opening is promoted by CypD overex-

pression and is attenuated by CypD knockout. We used CypD

knockout (ppif-/-) mice to investigate the function of CypD in

hepatic triglyceride (TG) metabolism. Despite mitochondrial func-

tion, insulin sensitivity and hepatic triglyceride accumulation was

improved in ppif-/- mice. Hepatic endoplasmic reticulum (ER)

stress was also relieved, especially the expression of phospho-IRE1a.

Sterol regulatory element-binding protein-1c (SREBP1c) and its

response genes were down-regulated in the liver of ppif-/- mice.

Adenoviral overexpression of CypD (AdV.ppif ) in the mice did

increased TG accumulation and SREBP1c expression compared to

vector control, which identified CypD as an regulatory protein that

enhance the TG synthesis. However, the expression of SREBP1c in

liver-specific IRE1a knockout (LKO) mice injected with AdV.ppif

were not increased relative to vector control. Based on above results ,

we speculate that CypD upregulates the expression of SREBP1c via

phospho-IRE1a, suggesting that CypD may be a new therapeutic

target for NAFLD.

PP1903

The gamma-glutamyl-transpeptidase to platelet ratio is
not superior to APRI, FIB-4 and RPR for diagnosing liver fibrosis
in patients with chronic hepatitis B

Rui Huang1, Guiyang Wang1, Chen Tian1, Yong Liu2, Bei Jia3,
Jian Wang3, Yue Yang3, Yang Li1, Xiaomin Yan1, Zhaoping
Zhang1, Weimao Ding4, Chao Wu1

1Department of Infectious Diseases, Nanjing Drum Tower Hospital,

Nanjing University Medical School, Nanjing; 2Department of

Laboratory Medicine, Nanjing Drum Tower Hospital, Nanjing

University Medical School, Nanjing; 3Department of Infectious

Diseases, Nanjing Drum Tower Hospital, Clinical College of Nanjing

Medical University, Nanjing; 4Department of Hepatology, Huai’an

No 4 People’s Hospital, Huai’an

Background: The gamma-glutamyl transpeptidase to platelet ratio

(GPR) is a novel index to estimate liver fibrosis in patients with

chronic hepatitis B (CHB). However, few studies compared diag-

nostic accuracy of GPR with other non-invasive fibrosis tests based on

blood or serum parameters. We aimed to analyze diagnostic values of

GPR for detecting liver fibrosis in CHB patients and compared the

diagnostic performances of GPR with APRI (aspartate aminotrans-

ferase-to-platelet ratio index), FIB-4 (fibrosis index based on the four

factors), NLR (neutrophil-to-lymphocyte ratio), AAR (aspartate

aminotransferase/alanine aminotransferase ratio) and RPR (red cell

distribution width-to-platelet ratio) in both HBeAg positive CHB and

HBeAg negative CHB.

Methods: Two hundred and fifty-six CHB patients who underwent

liver biopsy were included. APRI, FIB-4, NLR, AAR, RPR and GPR

were calculated. The areas under the receiver-operating characteristic

curves (AUROCs) were calculated to assess the diagnostic accuracy

of these models.

Result: The AUROCs of the GPR in predicting significant fibrosis,

advanced fibrosis and liver cirrhosis were 0.732 (95% CI

0.663–0.801), 0.788 (95% CI 0.729–0.847) and 0.753 (95% CI

0.692–0.814), respectively. The optimal cut-off value of GPR for

predicting significant fibrosis, advanced fibrosis and liver cirrhosis

were 0.341, 0.413 and 0.637. The further comparisons demonstrated

the diagnostic performance of GPR was not significantly different

with FIB-4 and RPR in identifying significant fibrosis, advanced

fibrosis and cirrhosis, but it was significantly superior to the AAR and

NLR in both HBeAg positive CHB and HBeAg negative CHB.
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Conclusion: GPR showed an acceptable diagnostic performance for

the detection the degrees of liver fibrosis in patients with CHB.

However, it does not show advantages than APRI, FIB-4 and RPR in

identifying significant fibrosis, advanced fibrosis and cirrhosis in both

HBeAg positive CHB and HBeAg negative CHB.

PP1904

Sofosbuvir and ribavirin without or with pegylated interferon
for hepatitis C genotype 3: A real world experience

Zaigham Abbas1,2, Muhammad Saad1, Ramlah Nadeem2, Fahad
Jawed2, Minaam Abbas2

1Department of Gastroenterology, Dr. Ziauddin University, Karachi

75500, Pakistan; 2Department of Medicine, Orthopedic and Medical

Institute, Karachi 74400, Pakistan

Background: Documentation of the effectiveness of sofosbuvir and

ribavirin without or with pegylated interferon alfa (PEG-IFNa) for

hepatitis C virus genotype 3 (HCV GT3) in a real-world setting is

limited. We aimed to examine the outcome of this therapy in the real

world setting.

Methods: Patients were treated with dual therapy for 24 weeks and

triple therapy for 12 weeks.

Results: Included in this analysis were 241 patients; 175 treated with

dual and 66 with the triple therapy. The mean age of the patients was

46.6 years (range 20–72); 136 (56.4%) were male. Clinical cirrhosis

was present in 151 (62.7%) and treatment experienced patients were

98 (40.7%). HCV RNA became negative in 225 (93.3%) patients at

week 4 of treatment. End of treatment virologic response was seen in

218 (90.5%) and sustained virologic response at 12 weeks post

treatment (SVR12) in 199 (82.6%) patients. Treatment naı̈ve status,

absence of clinical cirrhosis and undetectable HCV RNA at treatment

week 4 were associated with SVR. Regression analysis maintained

undetectable HCV RNA at week 4 as an independent parameter

predicting SVR12 (p = 0.001). SVR12 was achieved in 143 (81.7%)

patients treated with dual therapy and 56 (84.8%) with triple therapy

(p = 0.567). Prior HCV treatment status and presence or absence of

cirrhosis did not significantly affect the outcome between the two

treatment groups.

Conclusion: Treatment of HCV GT3 infection with the sofosbuvir

and ribavirin without or with PEG-IFNa achieved durable responses

in a significant number of cases in a real-world setting.

PP1905

The research of urinary IGFBP7*TIMP-2 for early prediction
of acute kidney injury associated with actue on chronic hepatitis
B liver failure

Chen Ruli1, Li Xiao Peng1, Zhang Lunli1

1The First Affiliated Hospital of Nanchang University, Nanchang

Background: To evaluate these two biomakers IFGBP7 and TIMP-2

ability of prediction of AKI after HBV-ACLF, we detect the urinary

IFGBP7 and TIMP-2.

Methods: 61 ACHBLF patients were divided into two groups: AKI

group including 15 cases suffer from AKI ; non-AKI group including

46 cases; 21 CHB patients were regard as CHB group.Collect the

entrants urine samples at 8:00 and 20:00 everyday, from the day

confirmed HBV-ACLF till suffer AKI. These entrants,, without AKI,

urine samples should collected till 30 days after the enrollment.AKI

groups: choose consecutive 5 days urine samples just before the point

of clinical definite of AKI. Non-AKI and CHB groups:select the urine

samples from the fourteenth to eighteenths day. Through ELISA

method to detect the urinary IFGBP7 and TIMP-2. Gather the SCr

dates, calculate eGFR dates at the same time.Ability to predict this

event was assessed using the area under the receiver operating

characteristic curve for urinary.

Result: There are 61 ACHBLF patients, 15 of them concurrented

AKI, 7 cases of AKI1, 4 cases of AKI2, 4 cases of AKI3.The

IGFBP7*TIMP-2 median concentration at the start point of AKI

group is 0.24 (ng/ml) 2/1000 (IQR, 0.17–0.30), at the 36h before the

confirme of AKI the level of IGFBP7*TIMP-2 is 0.28 (ng/ml) 2/1000

(IQR, 0.25–0.51) and begin to rise. At 24h before the confirme of AKI

point, IGFBP7*TIMP-2 median concentration is 1.75 (ng/ml) 2/1000

(IQR, 0.95–2.35). The IGFBP7*TIMP-2 concentration at the above

there points of Non-AKI group are 0.19, 0.21, 0.21 (ng/ml) 2/1000,

(IQR: 0.17–0.22, 0.17–0.23, 0.17–0.24). The level of IGFBP7*TIMP-

2 in control group are 0.18 (ng/ml) 2/1000 (IQR, 0.13–0.19). There,s

no significant differences in non-AKI group and control group.The

level of IGFBP7*TIMP-2 in AKI1 group is 0.25 (ng/ml) 2/1000 (IQR,

0.20–0.85), AKI2 group 0.27 (ng/ml) 2/1000 (IQR, 0.21–1.08), AKI3

group 0.26 (ng/ml) 2/1000 (IQR, 0.18–2.03).The seventh specimen

collection point AUC 0.896 (95% CI 0.789, 0.960 P \ 0.001) ,

meanwhile, the AUC of SCr 0.714 (95% CI 0.582, 0.824 P\0.001),

eGFR AUC 0.613 (95% CI 0.477, 0.737 P \ 0.001). The AUC of

IGFBP7*TIMP-2 was higher compared to the AUC of SCr,

eGFR.IGFBP7*TIMP-2 median concentration of control gorup is

0.19 (ng/ml) 2/1000 (IQR, 0.15–0.25), blank group is 0.11 (ng/ml)

2/1000 (IQR, 0.09–0.18) (P\ 0.05).

Conclusion: IFGBP7 and TIMP-2 begin to rise 48 h before diagnosis

of AKI, and over time up until the diagnosis of AKI has risen to a

high status. The ries of IGFBP7*TIMP-2 36 h before AKI has the

ability to predict AKI, and have higher sensitivity than that of SCr and

eGFR.

PP1906

HBeAg positive patients with chronic hepatitis B treated
with polyethylene glycol interferon in the baseline prediction
model of fuzzy mathematics

Jia-Jun Liu, Xiao-Lu Wu, Xiao-Bin Liu, Hong-Jie Ou

1Department of Infectious diseases; the First Affiliated Hospital of

Xiamen University, Xiamen, 331000 Fujian

Background: The clinical data were collected using polyethylene

glycol interferon in treatment of 49 cases of HBeAg positive chronic

hepatitis B patients and forecast e antigen serological conversion rate

after the end of 24 weeks of treatment by fuzzy comprehensive

evaluation system for mathematical analysis of baseline data.

Methods: Collect clinical data of 49 cases of 48 weeks of treatment

with peginterferon HBeAg positive chronic hepatitis B patients, for

patients with a baseline ALT viral load, HBsAg and HBeAg of the

predictive significance of fuzzy metric D is obtained, and then on the

4 D values of two order fuzzy comprehensive evaluation that

F-measure, and establish the evaluation system.

Result: F value of 0.37 was calculated as the off cut value, and its

positive prediction (PPV) 53% (17/32), negative prediction (NPV)

88% (15/17).

Conclusion: Using this evaluation system, we were able to predict the

E-antigen serological conversion rate in patients with chronic hep-

atitis B before and after treatment for 24 weeks.
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Spontaneous bacterial peritonitis with non-typhoidal group D
Salmonella infection

Tin Tin Hlaing1,2,3, Chen Tzen-kwan1,2,3, Han Hwa-fa1,2,3, Kao
Pao-tsuan2,3,4

1Division of Gasteroenterology, Department of Medicine; 2Yonghe

Cardinal Tien Hospital, New Taipei; 3Yonghe, New Taipei; 4Division

of Infectious Disease, Department of Medicine

Methods: A 48 years old lady has history of HBe Ag negative chronic

viral hepatitis B and alcohol abstinence for 6 months. She presented

with progressive abdominal distension for 3 months and intermittent

low grade fever for 2 weeks. She denied diarrhea, abdomen pain,

recent travelling, taking raw food and contact with animal. Blood test

showed WBC 9470/lL, N 78.8%, L 13.4%, Hb 7.8 gm/dL, platelet 94

9 103/ll, CRP 1.75 g/dl, ALT 55 U/L, AST 99 U/l, total bilirubin

7.51 mg/dL, direct bilirubin 4.30 mg/dL, INR 1.48, LDH 234 IU/L,

albumin 2.5 gm/dLand ammonia 64 lmol/L. Abdomen echo and

computerized tomography yield cirrhosis of liver, massive ascites,

and mild splenomegaly. Ascitic fluid analysis showed albumin 0.55 g/

dl, SAAG 1.95 g/dL, neutrophil count 234 cell/lL(27%), Lymphocyte

count 633 cell/lL(73%), LDH 63 IU/L, Total Protein 1.13 gm/dL and

Glucose 163 mg/dL. Ascities fluid culture grew Salmonella group

D-O9 but. Blood and stool culture yield no organism growth.

Result: Cirrhosis of liver, Child–Pugh C (score 11) and MELD 17

with SBP was impressed. Intravenous ciproxacin 500 mg every 12 h

was given according to culture result. Fever was subsided and follow-

up ascites fluid culture showed no growth since 4th day antibiotic

treatment. She was discharged after 2 weeks antibiotics.

Conclusion:Salmonellosis is an important public health issue

worldwide and acute gastroenteritis is the most common clinical

manifestation. Non-typhoidal group D Salmonella infection, has been

increasing worldwide, including in Taiwan. In addition, patients

infected with group D Salmonella were at a higher risk of developing

bacteremia or other serious extraintestinal infections such as sepsis,

meningitis, arthritis, and osteomyelitis. Spntaneous bacterial peri-

tonitits with Salmonella infection was extremely rare. Ascites analysis

showed lymphocyte predominant in our case.
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A case of chronic hepatitis B with tenofovir induced osteomalacia
with vitamin D insufficiency and reduced bone mineral density

Harpreet Kaur1
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Background: Tenofovir is a nucleotide analogue reverse transcrip-

tase inhibitor that is widely accepted as a highly effective agent for

the treatment of Chronic Hepatitis B (HBV). Although considered

relatively safe, there have been concerns regarding it’s potential

adverse impact on bone mineral density with long-term use. We

report a case of a 50 year old gentleman who was diagnosed with ‘e’-

antigen positive Chronic Hepatitis B in 2006. He was initially com-

menced on Lamivudine after liver function showed an alanine

transferase (ALT): 700 (0–40 l/l) and aspartate transferase (AST):

294 (16–40 l/L). Ultrasound Abdomen and upper GI endoscopy were

normal. No HBV DNA was done on commencement of treatment.

However, his liver function normalised and Lamivudine was contin-

ued until 2008, when he developed a derangement in his liver

function. HBV drug resistance showed presence of mixed wild-type

and treatment resistant hepatitis B strains with L180M mutation. He

was started on dual therapy with lamivudine and adefovir. Subse-

quently, liver function normalised and serial HBV DNA levels

remained undetectable up to 2014, when he was switched to

monotherapy with Tenofovir. Over the year following the com-

mencement of Tenofovir (2014–2015), he complained of persistent

lethargy, myalgia and bone pain ascending from his lower limbs to his

trunk. Initally treated as muskuloskeletal pain, he was then suspected

of an underlying malignancy. PET scan showed increased uptake in

several areas in the bone including ribs, lumbar spine and pelvis,

which was suspicious of bone metastasis without a primary tumour

identified. Tumour markers were normal. Bone marrow examination

with trephine biopsy showed no malignant cells. Serum protein

electrophoresis was normal. It was then noted there was an increase in

alkaline phosphatase (ALP) levels over a period of 1 year which co-

incided with the onset of symptoms and the time of commencing

tenofovir. Hypophosphatemia was demonstrated at a level of 0.56

(0.6–1.5 mmol/L) with a normal serum calcium 2.07 (2.05–2.5 mmol/

L). DEXA Scan showed osteopenia particularly in the lumbar spine

and the left hip with a Z Score -0.8 and T score -1.1. Serum

25(OH)D (June 2015) showed a level of 50.9 nmol/L (60–160 nmol/

L), which was consistent with Vitamin D insufficiency. Serum

parathyroid hormone was not tested. However, a diagnosis of osteo-

malacia with vitamin D insufficiency was made and attributed to

Tenofovir. Tenofovir was discontinued and switched to Telbivudine.

He was also commenced on vitamin D2 supplements. ALP levels

steadily declined with normalisation of serum Phosphate and his

symptoms resolved completely over the course of 8 weeks. He

remains asymptomatic and well and continues regular follow-up

under the combined care of the gastroenterologist and

endocrinologist.

PP1909

Fatal rhinocerebral mucormycosis infection acquired in a patient
with alcoholic hepatitis treated with a therapeutic course
of steroids

Ana Sofia Garcia-Moreno1, Roberto Chavez-Appendini2, Natalia
Rodriguez-Payan2, Sandra Zaragoza-Solis2, Luis Carlos
Rodriguez-Sancho3, Roberto Chavez-Perez3, Alfonso Lopez-
Sanchez2, Javier De La Cabada-Cortes2, Laura Eugenia Moreno-
Luna4

1Universidad Autonoma de Guadalajara, Facultad de Medicina,

Zapopan, Mexico; 2MM Hospital, Mexico City, Mexico; 3Hospital

San Javier, Guadalajara, Mexico; 4Universidad de Guadalajara,

Guadalajara, Mexico

Background: Zygomycetes produces rare opportunistic infections

that can be fatal without treatment. It usually appears in patients with

poorly controlled diabetes, hematologic malignancies and organ

transplantation recipients. Some cases have shown a relation between

this infection and liver disorders such as cirrhosis. No previous cases

of rhinocerebral mucormycosis associated to alcoholic hepatitis

treated with a therapeutic course of steroids and drug abuse has been

reported.

Case report: We describe a 27 year old male patient with cocaine and

alcohol dependence for 5 years. The patient developed an alcoholic

hepatitis with a Maddrey discriminant function of 43, and MELD 30

grade III encephalopathy, and pneumonia. The patient was treated

with antibiotics, and 40 mg of prednisolone were started. The patient

started to recover satisfactorily and he was discharged from the

hospital. The patient was sent to a rehabilitation center were 30 days
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of prednisolone were completed, vitamins, enteral nutrition, physical

and psychiatric rehabilitation were given. The patient began to

improve his liver function test and the steroids were tapered, until

suspension. The patient denied a recidivism of alcohol or drugs and 4

months after the first episode he presented pneumonia and septic

shock. The patient was admitted to the ICU, his respiratory function

progressively decreased, and intubation and ventilatory support were

needed. Three days after the intubation, severe hypotension requiring

amines was observed. Then he began with cyanosis in the tip of the

nose. A cranial CT scan was performed, and no major lesion was

observed. The otorhinolaryngologist performed a complete revision,

an cultives were send. The next day the patient presented a nasal

septum perforation and rhinocerebral mucormycosis was diagnosed.

The patient was started on liposomal amphotericin. Unfortunately, 48

h after the diagnosis the patient died.

PP1910

Alpha-fetoprotein dosage is effective for epatocarcinoma (HCC)
surveillance in cirrothic, HBV-positive patients in therapy
with antiviral NUCS

Vincenzo Iovinella1,2,3, Mario Visconti1,3,4

1Medicine; 2PSP Loreto Crispi, ASL Napoli 1 Centro, Naples-Italy;
3Naples-Italy; 4ASL Napoli 1 Centro, Naples-Italy

Background: Hepatitis B virus (HBV) infection is, worldwide, one of

the major causes of hepatocellular carcinoma (HCC). Recently, HCC

incidence in patients with cirrhosis and more advanced disease has

been reduced by NUC therapy.However, the surveillance of the

patients, treated or not, at major risk for HCC is still the best strategy

to reduce mortality. To this end, national and international guidelines

recommend a biannual hepatic ultrasonography; in combination,

alpha-fetoprotein (AFP) dosage could allow a gain in sensitivity but

also an increase in false positives.

Methods: Here, we describe two clinical cases of HBV-positive

patients, virus-suppressed by over 4 years, which presented, in the

absence of any echographic change, small variations of AFP serum

levels. Level II instrumental examinations demonstrated presence of

HCC.

Conclusion: In HBV-positive patients, virus-suppressed by NUCs,

the sudden increase of AFP levels may indicate, as an alternative to

ultrasound, the progression to HCC.

PP1911

Chronic exposure to drugs and serological biochemical assay
as markers of hepatitis C infection

Audil Rashid1, Shahid Mehmood1

1EcoHealth Research Lab, Department of Environmental Sciences,

PMAS Arid University, Rawalpindi, Pakistan

Background: Injection drug use is the single most important risk

factor for acquiring hepatitis C virus (HCV) infection. Frequent

screening for HCV infection in young IDUs, who are at the highest

risk for infection, improves the capacity of providers to identify acute

HCV infection. We present here unmeasured risk factors following

serological testing of recent hepatitis outbreak (October–December

2016) in Pakistan.

Methods: Two hospitals of Rawalpindi city, Holy Family Hospital

and Benazir Bhutto Shaheed Hospital received over 300 patients in

last two months’ outbreak. Of which 194 were reported with acute

phase infection. These were interviewed, screened and subjected to

additional blood tests included serological testing for HIV-1, HBsAg,

anti-HBc, anti-HBs, and anti-HAV (total); biochemical markers of

liver injury and assessment of hepatic function including ALT,

albumin, bilirubin, and prothrombin time.

Result: Among HCV infected population, 69% reportedly used

injection at least 30 times in the past one month. Subjects were over

three times as likely to use infected syringes for drug injection if they

were less than 35 years of age (18.5%) than if they over older (6.0%)

(p = 0.002). Gender based segregation had prominent effects with

odds ratio of 3.6 (95% CI 2.1–5.9) for HCV infection among males

than females after injection practice. Biochemical markers identifi-

cation for infections with 1a, 1b, 2b and 3a HCV subtypes revealed

HCV/HIV co-infection significantly higher among females (12%

HIV? in 17% female) than their counterparts (11.2%) (p \ 0.001).

Principal component analysis of parameters pertaining to serological

screening showed HIV-1, and anti-HBc strongly correlated with first

axis identified as ‘recent seroconversion’ (eigenvalue 34.2%). The

other axis was named ‘liver injury and hepatic function’ where pro-

thrombin time and ALT rise appeared predictor eigenvectors for acute

phase HCV (eigenvalue 21.6%). Overall biochemical markers

revealed more than 50% of variance explained by first two axes that

proved a novel approach to identify hepatitis C infection.

Conclusion: Acute HCV infection provides a window of opportunity

to engage young drug user in their health care needs, regardless of

their acceptance of treatment. Prevention of HCV infection must rely

on educational and programmatic efforts aimed at preventing drug

use, by providing substance abuse treatment for persons who inject

illicit drugs, and encouraging safer injection practices. These efforts

should include messages about the risk and prevention of all blood-

borne pathogens, including HCV, hepatitis B virus, and human

immunodeficiency virus. We found high incidence/prevalence rates

among those who did not report sharing during the risk period and

they must be screened through biochemical assay to establish the

acute or chronic infection status.
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